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ABSTRACT

OBJECTIVES: To determine the prevalence of residual cancer
in planned neck dissection specimens for advanced-stage squa-
mous cell carcinoma following chemoradiation.

STUDY DESIGN: A case series.

SETTING: A single-surgeon community-based head and neck
practice.

SUBJECTS AND METHODS: Twenty-six patients were iden-
tified during 2000 to 2007. All patients were treated with external
beam radiation; the average dose to the neck was 60 Gy (range
50-72 Gy). Concurrent chemotherapy was given with cisplatin and
S5-fluorouracil. Patients presenting with greater than N2 cervical
disease and at least one node greater than 3 cm were considered
advanced. Post-chemoradiation physical examinations were per-
formed by the primary surgeon and oncologist. Absence of phys-
ical evidence of disease was deemed a complete clinical response.
RESULTS: Fourteen of 21 (67%; 95% confidence interval [CI],
0.449-0.854) patients were found to have carcinoma in their neck
specimens. Seven patients were noted to have a clinically complete
response, and two of seven (29%; 95% CI, 0.053-0.659) patients
with a clinically complete response were found to have carcinoma
in their neck specimens. Fourteen patients were noted to have an
incomplete response to therapy. Two of these 14 (14%; 95% CI,
0.026-0.419) patients had negative pathology in their neck dissec-
tion specimens. Three patients had local recurrence and suc-
cumbed to their disease.

CONCLUSION: Planned neck dissection in the setting of ad-
vanced neck disease following chemoradiation should remain an
important consideration when counseling patients presenting with
advanced cervical metastasis from squamous cell head and neck
cancer.

© 2009 American Academy of Otolaryngology—Head and Neck
Surgery Foundation. All rights reserved.

Treatment of patients with advanced locoregional head
and neck cancer continues to challenge head and neck
surgeons and oncologists. Preservation of important func-
tions such as speech and swallowing has become paramount
when deciding the best primary treatment plan for an indi-

vidual patient. Organ-sparing techniques have recently be-
come an equivalent initial option to traditional extirpative
surgery for patients with advanced head and neck cancer.
Among these options, primary radiation, chemoradiation,
and transoral laser microsurgery are the most common. This
article will review those patients with advanced head and
neck squamous cell carcinoma (HNSCC) treated with neo-
adjuvant concurrent chemoradiation and a planned neck
dissection by the senior author.

Treatment of advanced local metastasis to the neck has
continued to fuel debate.! Traditionally, patients presenting
with advanced local neck metastasis would undergo planned
neck dissections four to 12 weeks after receiving primary
radiation or chemoradiation, under the rationale that such
advanced local disease is difficult to eradicate without sur-
gery. This approach is done despite the fact that some
patients have no physical or radiographic evidence of resid-
ual disease. Recent studies®” have looked at the utility of
fluorodeoxyglucose-positron emission tomography (FDG-
PET) and PET/CT as a means of surveillance to challenge
this dogma and cite excellent negative predictive values.
Other investigators* have found this strategy to be less
useful. Proponents of the planned neck dissection report that
accurate post-therapy clinical and radiologic surveillance is
difficult at best and that viable tumor can be demonstrated
despite a clinically complete response. In addition, assum-
ing a selective nodal dissection, many argue that the mor-
bidity of surgery is minimal if done during the four- to
12-week planned post-therapy period and that salvage sur-
gery performed outside of this window increases morbidity
and lessens survival.

Observing patients with advanced neck disease who
demonstrate a complete clinical response is complicated
because salvage surgery becomes increasingly morbid out-
side of the four- to 12-week window.’ The idea of a four- to
12-week surgical window is based on the observed physi-
ological changes that occur before four weeks (acute radi-
ation injury) and after 12 weeks (chronic radiation injury) of
radiation.® Currently, FDG-PET scanning is recommended
no earlier than 12 weeks after chemoradiation for determi-
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nation of active residual cancer or metastasis. Physicians
who use this strategy accept that patients will be outside the
window ideal for planned neck dissection. The observation
argument counters that patients with a complete response
can be predicted not to recur if they have a negative PET
scan at 12 weeks post-chemoradiation and that the potential
morbidity of a neck dissection can be avoided for the ma-
jority of patients in this category.

This retrospective study represents a review of the senior
author’s experience performing planned neck dissection at
four to 12 weeks post-chemoradiation for all patients pre-
senting with advanced (N2-3) local metastasis. We wanted
to determine the prevalence of cancer present in our spec-
imens. In addition, we were also curious to determine the
percentage of patients with a clinically complete response
who had carcinoma in their pathology specimen, as well as
those who had a partial clinical response and pathologically
negative specimen.

METHODS

Institutional review board approval was obtained to review
the charts of all patients who underwent a planned neck
dissection within 12 weeks of concurrent chemoradiother-
apy. Patients were excluded if their neck disease at presen-
tation was less than N2. In addition, only patients with nodal
disease greater than 3 cm were included. Patients staged
N2b for multiple enlarged nodes not exceeding 3 cm also
were not included in the analysis because these patients are
observed in our practice if they have a clinically complete
response to therapy. All patients who underwent a neck
dissection more than 12 weeks from the time of completion
of their chemoradiation were considered to have salvage
neck dissections and were excluded. Table 1 lists the patient
and tumor characteristics. Twenty-six patients were identi-
fied during 2000 to 2007. Five patients were excluded be-
cause of incomplete information regarding their post-ther-
apy clinical response. The remaining 21 patients were
included in the cohort. There were three female patients and
18 male patients. The average age was 59 years. The site of
the primary was as follows: 13 oropharynx, two hypophar-
ynx, two larynx, three unknown primary, and one auricle.
All patients were treated with external beam radiation; the
median dose to the neck was 70 Gy (range 50-72 Gy).
Concurrent chemotherapy was given with cisplatin and
5-fluorouracil (5-FU). For the purposes of this report, pa-
tients presenting with greater than N2 cervical disease and
at least one node greater than 3 cm were considered ad-
vanced (all stage IV). All neck dissections were modified
radical neck dissections unless a radical neck dissection was
dictated by the disease, and they were performed an average
of six weeks post-chemoradiotherapy (range 4-10 weeks).
Post-chemoradiation physical examinations were performed
by the senior author, a medical oncologist, and a radiation
oncologist. Absence of physical evidence of disease was

Table 1
Patient and tumor characteristics

Average age (yrs) (range) 59 (43-85)
Sex

Male 18

Female 3
Average time from CRT to surgery (wk)

(range) 6 (4-10)

Average length of follow-up (mo) (range) 27 (1-59)
T stage

—
w
Ww~NOWw

Subsite
Oropharynx 1
Hypopharynx
Larynx
Unknown
Auricle

= WMNNW

CRT, chemoradiation therapy.

deemed a complete clinical response. Post-therapy CT scans
were not routinely obtained because neck dissections were
planned as dictated by the presenting disease, not the re-
sponse to treatment. All of the neck specimens were exam-
ined by routine hematoxylin-eosin staining.

RESULTS

Fourteen of 21 (67%; 95% confidence interval [CI], 0.449-
0.854) patients were found to have carcinoma in their neck
specimens. Seven patients were noted to have a clinically
complete response, and two of seven (29%; 95% CI, 0.053-
0.659) patients with a clinically complete response were
found to have carcinoma in their neck specimens. Fourteen
patients were noted to have an incomplete response to
therapy. Two of these 14 (14%; 95% CI, 0.026-0.419)
patients had negative pathology in their neck dissection
specimens. Three patients had local recurrence and suc-
cumbed to their disease. One of the three presented with
local and distant metastatic disease eight months after neck
dissection. One patient had a single lung metastasis discov-
ered 10 months after neck dissection and was salvaged with
a pulmonary wedge resection. One patient developed a
second primary lung cancer seven months after neck dis-
section. There were no rehospitalizations for surgical com-
plications (ie, no fistulas or infections requiring intravenous
antibiotics). Two patients returned to the clinic with sero-
mas that were drained in the clinic. Morbidity was 10
percent overall (2/21).
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DISCUSSION

There is little argument that a patient with advanced neck
disease at presentation who demonstrates a less than com-
plete response to chemoradiation should be considered for a
neck dissection. The controversy of planned neck dissection
with advanced HNSCC after chemoradiation is centered on
patients with advanced neck disease (N2 by size or greater)
who seemingly respond completely or almost completely to
chemoradiation. Clinical examination and traditional radio-
graphic studies (CT, MRI, and ultrasound) performed after
high-dose radiation therapy is unreliable, and others’* have
demonstrated poor correlation when evaluating for residual
disease. Some authors who advocate surveillance for pa-
tients with a clinically complete response depend on the use
of imaging studies that use biological uptake of FDG. FDG-
PET (with or without CT) is relied on to determine the
activity of the primary, regional, and distant sites.

In a recent comprehensive review of the history of
planned neck dissection after concurrent chemoradiotherapy
for advanced-stage HNSCC, Pelliteri et al' concluded that
patients with extensive neck disease (N2-3) who demon-
strated a complete response should undergo PET/CT 12
weeks after treatment followed by a planned neck dissec-
tion. In this way, correlation of imaging results and patho-
logical node status can be performed to determine the ac-
curacy of this modality of surveillance. Our approach to
neck dissections being performed at a planned interval is in
agreement with this statement.

Some investigators have sought to find means of evalu-
ating patients earlier in the post-chemoradiation course to
determine which patients are likely to recur. Gourin et al*
reviewed a group of 17 patients with advanced-stage neck
disease (N2-3) who were evaluated with PET/CT within
eight to 10 weeks after chemoradiation and underwent a
planned neck dissection. They used a standard uptake value
(SUV) of 1.7 to 3.8 to determine a positive scan. Eleven
(64.7%) patients had a positive scan, of which two (18.2%)
had carcinoma present in their specimen. Of the six patients
with negative scans, carcinoma was present in three (50%)
of their specimens. Sensitivity and specificity of PET/CT in
predicting occult nodal disease was 40 percent and 25 per-
cent, respectively, using these parameters. Brkovich et al®
found similarly disappointing results using FDG-PET be-
fore 12 weeks; however, they found a negative predictive
value of 91.7 percent. These studies demonstrate the diffi-
culty of determining whether a patient has residual cancer
before the 12-week post-therapy with FDG-PET.

Brizel et al’ looked at a subset of patients with N2-3
disease who underwent hyperfractionated radiotherapy and
concurrent cisplatin/5-FU chemotherapy to determine the
negative predictive value of a clinically complete response,
positive predictive value of a less than clinically complete
response, and overall accuracy of clinical response. These
values were 74 percent, 44 percent, and 60 percent, respec-
tively. In addition, the 4-year disease-free survival rate was
75 percent for N2-3 patients who had a clinically complete

response and had undergone a neck dissection versus 53
percent for patients who had a clinically complete response
but did not undergo a neck dissection (P = 0.08). The
four-year overall survival rate was 77 percent versus 50
percent, respectively, for these two groups of patients (P =
0.04).

Sewall et al’ reviewed their experience with planned
post-radiation/chemoradiation therapy neck dissection and
discovered an overall 28 percent incidence of residual dis-
ease. Planned neck dissection was performed on average 9.3
weeks after therapy. Of 107 neck dissections, only four
were performed on patients with less than N2 disease. These
investigators did not evaluate a clinical response to therapy.
Owing to the high overall incidence of residual cancer in
their series, they currently perform planned selective neck
dissections on all pretreatment N2-3 disease following che-
moradiation. Morbidity from the neck dissection was 10
percent. Nouraei et al,'® who published a series of 41 pa-
tients who underwent planned neck dissections at eight
weeks, had a 20 percent rate of significant complications.
We experienced a low level of morbidity of 10 percent in
our series.

Yao et al'' demonstrated that FDG-PET may be a reli-
able surveillance modality for patients who achieve a good
clinical response to concurrent intensity-modulated radio-
chemotherapy. They routinely perform FDG-PET at 12
weeks post-therapy, citing an increased false-negative rate
before this time period. They used a cutoff SUV value of
greater than 3.0 to constitute a positive result in an effort to
reduce the number of false positives. In their series of 13
patients with N2 or greater disease at presentation and a
negative PET scan after definitive chemoradiation, they
experienced no regional recurrences (100% negative predic-
tive value). This group performed FDG-PET at variable
time periods after treatment, the average being 14 weeks
post-chemoradiation.

In light of current information and in agreement with our
findings, a planned neck dissection performed four to 12
weeks following primary chemoradiation is supported by
available literature for optimizing patient outcomes, even
with a clinically complete response. Surgical morbidity of a
planned neck dissection is low. It seems that PET/CT sur-
veillance may be an alternative option for those patients
who demonstrate a clinically complete response and are
concerned about the surgical risk incurred with a neck
dissection. It remains to be demonstrated that a positive PET
scan can predict pathologically viable cancer following che-
moradiation before 12 weeks. Owing to the retrospective
nature of our study, it is difficult to make conclusions about
our results. The wide confidence intervals in our article are
due to the limited number of patients enrolled. We believe
that until a method of surveillance is developed that predicts
which patients with a complete response are truly free of
residual disease, it is better to err on the side of a planned
neck dissection. The percentage of patients with a clinically
complete response that wind up demonstrating viable tumor in
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their specimens is high enough to warrant consideration of
planned neck dissections on all patients presenting with ad-
vanced neck disease following concurrent chemoradiation.
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