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Abstract

Introduction: The standard treatment of patients with metastatic squamous cell carcinoma at loco-regionally advanced stage 
is the association of radiation-chemotherapy; however, a high percentage of these persist and require rescue surgery, which 
implies significant morbidity. Initial neck dissection could play an important role in reducing this rate of complications. 
Objective: To know oncological results of patients with neck metastasis. Materials and methods: Retrospective analysis of 
patients undergoing treatment for cervical lymph node metastasis of squamous cell carcinoma. The therapeutic sequence 
was decided based on volume, resectability, site and size of the primary and general condition of the patient. Overall surviv-
al was calculated based on HPV status. Results: We included 30 patients with a mean age of 57 years and a mean follow-up 
of 5 years: 22 men and 8 women. All with loco-regionally advanced stages, 10 N3 and 20 N2. In 18, determination of p16 
was made in the lymph node metastases, in 13 of them it was positive and in 5, negative. Seven patients were treated with 
initial chemotherapy and 23 underwent neck dissection; 5-year survival was 25% and the prognosis was better in patient 
with positive p16. Conclusion: The treatment of cervical metastasis depends on its resectability; initial surgery should be 
promoted. Neo-adjuvant chemotherapy is an alternative in patients with bulky, unresectable or borderline metastases, HPV is 
a factor of good prognosis.
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Introduction

In our setting, 60 to 70% of patients with head and 
neck cancer present with locoregionally advanced stag-
es1, either with bulky neck metastases associated with 
small primary tumors or large primary tumors with small 
cervical metastases (cN1-2 A). Patients who have mul-
tiple cervical metastases or metastases larger than 
6 cm (cN2 and cN3) represent a therapeutic challenge. 
Although the association of chemotherapy and radio-
therapy is the standard treatment –or radiotherapy 
alone in patients who are not candidates for systemic 
treatment–, approximately 25% of these patients have 

cervical tumor persistence or early recurrence and 
need to undergo cervical lymph node dissection (res-
cue). This group of patients has a higher percentage of 
complications after surgery2.

In patients with cervical metastases from a primary 
unknown squamous cell carcinoma, the therapeutic de-
cision is not necessarily easier; 35% of them are esti-
mated to have metastatic adenopathy characteristics 
that drive to expect tumor persistence after concomitant 
treatment (tumor necrosis, lymph node conglomerates 
and periganglionic tumor invasion on tomography)3.

The therapeutic sequence in patients with advanced 
cancer has no impact on survival, since it depends on 
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factors of the neoplasm itself such as capsular rupture, 
soft tissue invasion, dissected/metastatic lymph nodes 
ratio, etc., but it does impact on morbidity and quality 
of life.

Cervical metastasis standard treatment is neck dis-
section, and its radicalness depends on the volume of 
metastasis and non-ganglionic structures infiltration 
(sternocleidomastoid, internal jugular vein and spinal 
accessory nerve). This procedure allows patients to be 
postoperatively classified and, based on this, decide 
the adjuvant treatment to be followed4,5. When it is 
performed as a first step in combined therapy it is 
called “upfront dissection”, and its purpose is to avoid 
performing the same procedure but in an area with 
significant anatomical changes due to concomitant 
treatment, which increases the risk.

However, when metastases are unresectable, com-
bined chemotherapy and radiotherapy is the standard 
treatment, and surgery is performed only in case of 
clinical persistence or imaging evidence of residual 
cervical tumor on positron-emission tomography/com-
puted tomography (PET-CT).

An alternative to initiating concomitant treatment is 
neoadjuvant chemotherapy in order to “make” unre-
sectable metastases resectable and perform lymph 
node dissection prior to the chemoradiation association 
or radiation alone3,5.

When, owing to the metastatic characteristics, the 
patient is expected to possibly experience persistence 
or recurrence in the short-term, upfront dissection 
should be preferred in order to adequately stage the 
disease and reduce the rate of complications that may 
occur during an eventual surgical rescue6.

Human papillomavirus (HPV) status is a well-known 
prognostic factor, and although there is still not enough 
evidence to reduce treatment intensity in HPV(+) pa-
tients, its presence might favor the decision for upfront 
dissection7-9.

We assessed the evolution of a group of patients 
with squamous cell carcinoma metastases to the neck, 
classified as cN2 and cN3, in order to know their evo-
lution, the role of HPV in prognosis and the rate of 
responses to induction chemotherapy in those who 
were not considered candidates for upfront radical 
neck dissection.

Material and methods

Retrospective analysis of a series of patients consec-
utively treated for squamous cell carcinoma metastasis 
with primary tumor identified or not.

Clinical records of patients treated for this neoplasm 
for 6 consecutive years were assessed. Average fol-
low-up was 5 years. Patients in whom the information 
was not available or who had not received treatment in 
our institution were excluded.

The type of treatment administered and the presence 
or absence of HPV, was determined by immunohisto-
chemistry with p16 in cervical lymph nodes, and overall 
survival of the series and based on HPV status was 
calculated.

Results

The records of 30 consecutively-treated patients, 22 
men and 8 women, with a mean age of 57 years, were 
evaluated; 20 were classified as N2 and 10 as N3.

In 18  patients, p16 analysis could be performed on 
cervical lymph node samples, whereas in 12 it could not 
be performed and the HPV status remained unknown. In 
13 out of 18 patients (72%), HPV status was positive, in 
28% it was negative and in 40%, HPV infection status 
remained unknown because testing was not performed.

The most common site of primary tumor location was 
the oropharynx in 17  patients (56%), followed by un-
known primary tumor in 6 (20%). The location distribu-
tion of can be seen in table 1.

On initial assessment, 23  patients were candidates 
for surgery and underwent radical neck dissection. 
There was no perioperative mortality or major compli-
cations in this group of patients, among which 7 were 

Table 1. In 53% of patients, the tumor originated in any 
oropharyngeal subsites, mainly in the base of the 
tongue; 6 patients (20%) had an unknown primary tumor

Tumor site n %

Unknown primary tumor 6 20

Tonsil 3 10

3‑fold zone 1 3.3

Base of the tongue 7 23.3

Soft palate 1 3.3

Glossotonsillar sulcus 1 3.3

Supraglottic larynx 1 3.3

Nasopharynx 1 3.3

Piriform sinus 3 10

Oropharyngeal lateral wall 3 10

Piriform sinus 3 10
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considered unresectable and received 2  cycles of 
induction chemotherapy, with 6 of them showing a clin-
ical response after chemotherapy, which allowed radi-
cal neck dissection; in all of them, there was residual 
tumor, and no patient (0/6) had major complications 
after surgery. One patient showed unresectable clinical 
persistence after chemotherapy, and thus he received 
another chemotherapy cycle associated with radical 
radiotherapy, but since he continued showing per-
sistence after this treatment, he had to undergo rescue 
surgery. As postoperative complications, he experi-
enced hematoma, bleeding and surgical wound dehis-
cence that required reoperation on two occasions.

Overall survival for the series was 25%, with HPV-pos-
itive patients showing a better prognosis with a 5-year 
survival of 45%, which is significant when compared 
with patients with negative or unknown HPV status 
(Figs. 1 and 2).

Discussion

Patients with multiple or bulky neck metastases and 
with unknown primary tumors receive radical radiother-
apy or concomitant chemotherapy and radiotherapy as 
standard treatment, depending on the stage of the dis-
ease and the subsite the tumor originates from; howev-
er, approximately 25% of these patients are estimated 
to show persistence in spite of treatment or to have early 
recurrence and require rescue surgery. Rescue or 
salvage surgery after concomitant treatment failure is 
associated with a high rate of postoperative complica-
tions10, and therefore it is preferable to perform lymph 
node dissection first in order to reduce morbidity. This 
is called “upfront neck dissection”, which has the virtue 
of offering adequate staging and a lower rate of compli-
cations in comparison with rescue dissection11.

However, there is a group of patients who cannot un-
dergo upfront dissection. It is those who have large tumor 
volumes at primary site, or cervical adenopathies regard-
ed as unresectable. This group of patients has two 
therapeutic alternatives: concomitant chemotherapy-ra-
diotherapy or neoadjuvant chemotherapy. If there is suf-
ficient response, lymph node dissection is performed, 
otherwise, the treatment continues with radiotherapy or 
chemo-radiation if patient general status allows12.

Finally, the therapeutic goal is an adequate selection 
of patients that allows offering a balance between can-
cer control and morbidity.

There are clinical and imaging factors that predict the 
persistence of lymph node metastases after non-surgi-
cal treatment. These are the presence of multiple lymph 

nodes, the formation of lymph node conglomerates and 
the presence of lymph node tumor necrosis on cervical 
tomography. These lymph node characteristics indicate 
that upfront surgical treatment is more indicated.

Neoadjuvant chemotherapy is an alternative, al-
though still controversial, that is valid for patients who 
are not candidates for upfront surgery for any reason. 
In this series, we found an important response to neo-
adjuvant chemotherapy treatment (85%), which allowed 
subsequent surgery. Although neither locoregional con-
trol nor survival change with the therapeutic sequence, 
the rate of complications is different. In this series, 
there were no major complications in the group of pa-
tients who underwent upfront surgery or in those who 
had received neoadjuvant chemotherapy.

Su
rv

iv
al

 %

Months

Figure  1. Five-year survival for the entire patient sample 
was 25%, owing to the advanced stage of disease at 
which the diagnosis was established.
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Figure 2. The presence of human papillomavirus (HPV) at 
metastatic lymph nodes is a factor of good prognosis 
when compared to HPV-negative patients.
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HPV status is another important factor to be taken into 
account, since it not only impacts on patient prognosis, 
but could, in the immediate future, select the type of 
treatment. Due to the good prognosis HPV-positive pa-
tients who do not consume alcohol/tobacco have, their 
treatment could be less radical, avoiding, for example, 
chemoradiotherapy after surgery or limiting the radio-
therapy fields to the oropharyngeal half without includ-
ing the entire mucosa of the head and neck area13.

In the present series, survival in HPV-positive pa-
tients was significantly better when compared to pa-
tients with negative and unknown HPV status.

In the initial diagnostic-therapeutic approach of a pa-
tient with head and neck cancer, we must take into 
account that, in the presence of recurrence after radio-
therapy, either alone or in combination with chemother-
apy, as well as after bio-radiotherapy, surgical rescue is 
much more complex and susceptible to higher morbidity. 
Complications reported by other authors are significantly 
more serious: the rate of wound infections, flap necrosis 
and vascular surgery-associated injury is increased, and 
thus we should be very cautious both when deciding on 
initial treatment and when deciding if a patient is candi-
date for surgical rescue or not. The multidisciplinary 
approach used in specialized centers is essential to 
minimize the complication rate of this procedure14,15.

Recently, the guidelines for the management of the 
neck in oral and oropharyngeal cavity cancer, taking 
into account the morbidity rescue surgery implies, have 
shown evidence-based criteria for neck dissection in 
patients previously treated with radiotherapy or chemo-
radiotherapy. The rationale for the decision includes 
clinical evaluation, magnetic resonance and tomogra-
phy imaging, size of the probable recurrence and uptake 
intensity on PET-CT16.

Conclusions
The treatment of patients with head and neck squa-

mous cell carcinoma with metastasis to the lymph nodes 
depends on the stage, lymph node resectability, patient 
status and anatomical subsite of tumor origin. Balance 
must be achieved between cancer control and complica-
tions. The therapeutic sequence does not impact on sur-
vival, but it does on the sequels left by treatment17-19.

Upfront radical neck dissection is safe and decreases 
the possibility of subsequent surgery being required 
and for complications to increase. In patients with un-
resectable metastases, standard treatment is 
concomitant chemoradiation; however, neoadjuvant 
chemotherapy has emerged as an alternative for the 
performance of surgery after treatment in patients with 

sufficient response and to avoid carrying it out as res-
cue at the expense of higher morbidity.

In positive-HPV patients, de-escalation in therapeutic 
intensity and radicalness could be a reality in the near 
future due to the good prognosis these patients have when 
they are not big consumers of tobacco or alcohol20.
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