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Introduction

In today’s literature, there are very few accounts, whether in
textbooks or published literatures, that systematically describe the
challenges and approaches to managing recurrent head and neck
cancer.

Recurrent head and neck cancer is this difficult entity to diagnose
and manage. This group of pathologies entails a large variety of tumor
types, behavior which is not always predictable and is very variable
clinical presentation course based on tumor characteristics, location,
patient factors and condition and previous treatments. This paper
aims to describe the different types of recurrence and the diagnostic
approach as well as treatment options including supportive therapy.
Literature regarding this topic is not extensive considering the fact
that a significant number of squamous cell cancers of the head and
neck recur. This is also rarely covered in conferences and major
medical meetings as well. Head and neck cancer recurrence can be
quite devastating to the patients and their families. Around 50 to
60% of stage III and IV head and neck cancers recur, which makes
it more or less common condition faced by head and neck oncologic
specialists.'? The survival rate ranges between 15 and 40%. Survival
time after local and regional recurrence is 6 to 9 months and 60%
are due to local and regional recurrence.’* 90% of the patients with
metastases die from uncontrolled disease on the primary site or the
neck.*

Old recurrent head and neck cancers present at an advanced
stage with poor prognosis. As an example, recurrent early laryngeal
cancers such as T1 and T2 vocal fold squamous cell carcinomas have
a favorable survival rate if discovered early and treated appropriately
(85-95%). More advanced cancers of the larynx, recurrent
oropharyngeal cancers, nasopharyngeal and hypopharyngeal cancers
have a lower survival rate.

The goals of treatment include the following:
1. Cure
2. Prolongation of life (with good quality of life)

3. Reduction of local and regional disease, and alleviation of
symptoms

4. Palliation of pain and control of bleeding.

Figure 1, the modality of choice for treating recurrent head and
neck squamous cell carcinoma is usually complete surgical resection.
The decision to operate on patients with advanced complex tumors
requires thorough planning in the context of a multidisciplinary
medical team that includes otolaryngologists, reconstructive surgeons,
medical oncologists, radiation oncologists, speech/swallowing
therapists, psychologists, pathologists, radiologists and others. In this
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decision analysis tree, the first question that we have to ask ourselves
is when to say no. It is not recommended to operate on patients with
the following:

a. Multiple distant metastases (unresectable), or even a single
metastasis that is advanced or an unfavorable location

b. Fixed disease after prior treatment (prior surgery, chemotherapy
and/or radiation therapy)

c. Intratemporal fossa, parapharyngeal space cancers involving the
skull-base (relative contraindication)

d. Supraclavicular disease after treatment (relative contraindication)

e. Skin metastases (by experience, patients with multiple skin
metastasis have a very low rate of cure)

f. Significant comorbidity such as advanced cardiovascular disease
and poor performance status

g. Advanced grade and extent of recurrent cancer after prior
treatment.

One study that is significant is from the Mayo Clinic which
concluded that there were no long time survivors in patients with
recurrent neck disease after neck dissection regardless of subsequent
treatment.

Patient evaluation

A good patient evaluation, as with every field in medicine, includes
a thorough history including collection of previous pathology slides,
operative reports, details of prior treatment and a study of risk
factors. A complete physical examination including palpation of the
previously treated tumor location and looking for subtle bleeding
at the palpated area can be very helpful in detecting early hidden
recurrences at sites such as the tongue base. Systematic examination
of cranial nerves in addition to a full head and neck examination and
fiber optic naso-pharyngolaryngoscopy is performed. Laboratory
studies include disease-specific lab work in addition to the general
hematology and chemistry panels. Radiologic studies include a CT
scan, MRI, PET/CT, which are critical in evaluating recurrent cancer,
in addition to angiography in cases of vascular involvement. Once the
patient is fully and thoroughly evaluated, the patient is restaged and it
is in fact, the stage of recurrent cancer that determines survival more
than the original TNM.
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Figure | The modality of choice for treating recurrent head and neck
squamous cell carcinoma is usually complete surgical resection.

Treatment of recurrent head and neck squamous-cell
carcinoma

The following are the treatment options for recurrent head and
neck squamous cell carcinoma:

Surgery at the primary site, neck dissection, reconstruction and
(rarely) surgery for metastases: This is the cornerstone of treatment
for cure in recurrent head and neck cancer that usually follows prior
surgery, chemotherapy, radiation therapy or any combination of these
therapeutic modalities. The literature has demonstrated that surgical
salvage yields the best results. In a study by Goodwin, et al in a large
number of patients has found that for recurrent stage I, there is a 73%
survival at 2years; recurrent stage I — 67%, recurrent stage II — 33%,
and recurrent stage IV — 22%. This was based on an analysis of 32
published reports.'® The study concluded that survival depends on the
stage of the recurrence and not on the original stage, and the location
of the primary plays a major role in the success of the salvage.
Evidently, the tongue base and the pharynx are the most difficult sites
to salvage. Surgery for earlier laryngeal cancer such as T-1 lesions
yields a disease-free survival of over 90% and for T-2 ranging between
80-90%. These are usually managed by endoscopic LASER partial
laryngectomies including cordectomies, supraglottic laryngectomies
and other endoscopic procedures. Open laryngeal surgeries still have
a role today in the management of recurrent cancers in the form of
supraglottic, fronto-lateral, hemi-laryngectomies, or supra-cricoid
laryngectomies with good swallowing and acceptable voice results.®’

Radiation therapy (conventional, IMRT, Stereotactic radio
surgery, and others): Stereotactic radio surgery for locally recurrent
head and neck cancers or skull-base metastasis has been performed.®?
Studies published by Cmelak, Chua, Buatti and Firlik revealed
different local control rates, ranging between 33 and 100%.'*'* This is
a very good option for local control and it may be curative. This has
been used mostly in recurrent nasopharyngeal cancers and skull base
localized lesions.

Chemotherapy: It has evolved greatly in the head and neck care
which started with Methotrexate in the 1960s, all the way to the
Carboplatin and Paclitaxel in the 80’s and 90’s and now there are
evolving therapies involving Cetuximab — a monoclonal antibody.
The chemo-radiotherapy for locally recurrent head and neck cancers
also yields a survival rate ranging from 15 to 50%. Platin-based
chemotherapy alone has a response rate of around 30%. New studies
by Vermokin et al and others have shown that adding Cetuximab to
Platinum and Fluorouracil improves the overall survival and almost
doubles the response rate, which is feasible with acceptable side
effects.'*'® It significantly reduces pain and swallowing problems and
has no negative effect on the quality of life. This is the regimen that is
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recommended for recurrent head and neck squamous cell carcinoma
which is not respectable.

Combination of the above: For selected cases, resection followed
by chemotherapy and radiation is a tailored treatment of choice.
These are performed for recurrent extensive disease and have shown
acceptable survival rates in well selected patients.

Experimental Protocols — There are other novel target agents
in squamous cell carcinoma of the head and neck including the
following:!'8-20

i. Vascular EGF and VEGEF receptor (anti-angiogenesis)
ii. Integrin inhibitors
iii. Histone deacetylase inhibitors which affect the DNA
iv. SRC inhibitors (intra-cellular Tyrosine Kinase)

v. Proteasome inhibitors
vi. IGFR inhibitors

Note: There are no Phase III trials on the above.

Surgical treatment of distant metastasis

There are no definitive large scale controlled studies on the benefits
of treating distant metastases. Many small series and case reports have
been published demonstrating the benefits of metastatectomies.'® In
a healthy patient who has a single lung metastasis, most treating
physicians decide to perform lung resection, and treat the primary site
as well for the best chance of cure. This depends on patients overall
status, and situation of the loco-regional disease. Many patients
survived ‘metastatectomies’ and primary treatment in cases published
in the literature and in unpublished report and physician experience.

Head and neck reconstruction

Head and neck reconstruction has grown greatly over the past three
decades with the development and advancements of microvascular
free flap reconstruction. The reconstructive ladder in general begins
with healing by secondary intension (granulation tissue) followed
by primary closure, skin grafts, local flaps, regional flaps, and
microvascular free flaps.?'° In recurrent head and neck cancer surgery,
the resulting defect is usually large and complex. In addition, many
of these patients have received radiation, so the quality of the tissues
in the surgical bed is poor with an increased chance of infections,
fistulas and breakdown. These patients usually require reconstruction
with regional flaps including the deltopectoral (Bakamjian) and the
pectoralis major flaps, which are the workhorses of head and neck
reconstruction. Microvascular  osteo-cutaneous reconstructions
include the scapular and fibula free flaps for mandibular or maxillary
reconstruction.’* For soft tissue reconstruction such as tongue,
oropharynx and pharynx: Forearm free flap (Chinese flap), lateral
thigh, lateral arm, rectus abdominis and latissimus dorsi free flaps.**

It is extremely important that two teams work together
simultaneously: the primary resection team and the reconstructive
team. This shortens the operating room time significantly and helps
each team focus on the task at hand.’** Wider margins are usually
taken so that the chance of recurrence is minimized. After the
generous resection with wide margins, the defects are usually large
and the reconstructive team is responsible for the flap harvest and
reconstruction that yields the best functional and aesthetic results
while covering the large vessels to avoid vascular events such as
carotid blowouts. Soft tissue is replaced with soft tissue and bone is
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reconstituted with bone. Occasionally, sensate free flaps are part of the
reconstructive armamentarium to restore sensation in cases of oral,
pharyngeal or oropharyngeal reconstruction to improve swallowing
and avoid aspiration. The flap nerve (such as the lateral ante-brachial
cutaneous nerve in the forearm flap) is anastomosed to the buccal or
lingual nerves to reconstitute sensation in the reconstructed tissues
(Figure 2).'¢

The Reconstructive Ladder

Free flap
Distant flap
Regional flap

Local flap
Skin graft

1° closure

2° intention

Wounded

Figure 2 Reconstructive ladder.
Palliative care

Recurrent head and neck cancers can be a highly devastating
disease. There are times, where no options are available in terms of
treatment for cure and the medical team has to communicate honestly
and openly with the patient and the family to provide options for
palliative care including pain control, psychological support and
other soothing measures.***” The pain and hospice teams as well
as psychologists/psychiatrists are consulted early on to assist in are
alleviating the patients’ and families’ suffering.?!

Conclusion

Primary head and neck cancer is not an uncommon disease entity
that physicians of all specialties encounter. Recurrent head and neck
cancer of all stages is commonly seen, especially in tertiary care
Medical Centers. The management options are discussed and the
treatment strategy depends on the site, recurrent tumor stage, patient’s
health status, local tissue factors, extent of tumor and types of prior
therapy which may include surgery, radiation, chemotherapy, other
therapies or any combination of these modalities.

Discussion and studies are discussed in the literature and in
conferences hopefully this trend will continue to develop. Overall,
the mainstay of treatment for the majority of recurrent squamous
cell carcinomas of the head and neck includes surgical salvage
with reconstruction along with additional therapeutic options such
as chemotherapy and radiation. Complete resection with the widest
possible margins is recommended and chemo-radiotherapy is added
for close or positive margins, for neck disease and for aggressive
recurrent high grade tumors. Head and neck cancer is best treated
through a multidisciplinary team approach; the most important
factor in these cases is very diligent follow up and maintenance of
a high index of suspicion for possible recurrence so that the cancer
can be caught early and addressed with careful planning and timely
individualized patient tailored treatment.
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