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XII./3.1.: Malignant tumours of the mesopharynx

XII./3.1.1.: Characteristic features

The mesopharynx is the stretch of pharynx between the soft palate and the hyoidean. Its subregions
are: tongue root (pharyngoepiglotticus, glossoepiglotic folds), tonsillar region (tonsillar vallecula,
frontal and back pharyngeal arches, soft palate (uvula too), back and side walls of the pharynx . The
most frequent localisation is the tongue root. The tumour most frequently develops in the 5th -6th
decade of life, 80% in men. Tumours in the throat (oral-pharynx) similarly to the other head-neck
epithelial cancers most often metastasize into the regional lymphotic glands in the neck. Distant
metastases most often occur in the lungs. Its most frequent histological form is epithelial cancer,
differentiated to various degrees.

Table 1.

Incidence in Hungary in 2009: man: 970, woman: 259 (National Cancer Registry)

Mortality in Hungary in 2009: man: 415, woman: 88 (Hungarian Central Statistical Office)

Etiology and risk factors

With every head-neck tumour the most important risk factor is smoking and regular alcohol
consumption. Other etiological factors: nutrition (e.g. : vitamin deficiency, undernourishment), bad
mouth hygiene, occupational hazards, earlier irradiation, immunosupression, HPV and herpes viral
infection. In head-neck tumours HPV can be detected all over the world in 15-35%, it appears in
50-90% of oropharynx cancers (oncogen HPV16, 18), most frequently in tonsilla and tongue root
tumours.

Familial accumulation can occur but whether the origin is genetic or similar way of living has not
been proven. The most frequent accompanying diseases: chronic pulmonary diseases (often TBC in
anamnesis), stomach ulcer, arteriosclerosis, chronic alcohol induced liver disease, oesophageal
varices, coagulation disorders.

XII./3.1.2.: Clinical symptoms

The most frequent complaints according to the location of the tumour: vague pain on swallowing
and in the throat which often shoots into the ear, lump in the throat feeling, bloody sputum,
palpable painless node appears in the neck.

XII./3.1.3.: Diagnosis

Diagnostic algorithm during examining throat (oral-pharynx) tumours:

-History

-Physical test (general , ear-nose-laryngological (fig. 1) dental)
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-Indirect and direct endoscopic pharynx-larynx examination

-Histology test from the primary tumour, aspirational citological examination from the metastasis in
the neck

-Imaging examinations: chest X-ray, (CT), neck UH, head-neck region CT and/or MRI (fig. 2),
swallowing X-ray, abdominal UH, (CT,MR), bone scintigraphy. At advanced stage tumours
PET/CT are parts of the staging tests, aiming to look for distant metastases. PET/CT are
recommended in Gr 2-3 histological grade and in the case of N 2-3 neck lymphatic gland status.
PET/CT are useful in evaluating the therapeutic response, examining recidivation, and also
restaging.

Picture 2. Picture 3.

Picture 4. Picture 5.

Laboratory tests: routine blood test, blood group. detailed coagulogram and clinical chemistry, in
the case of tumours of non epithelial origin, if needed, tumour marker tests.

XII./3.1.4.: Screening recommendation

Oral surgical and laryngeal screening of high risk alcoholic and smoking population is
recommended.

XII./3.1.5.: Stage establishment (AJCC – TNM staging

(7thedition 2010))

Primary tumour (T)

TX: a primary tumour cannot be evaluated

T0: a primary tumour cannot be detected

Tis: in situ carcinoma

T1: largest tumour diameter <2cm

T2: 2 cm <largest tumour diameter <4 cm

T3: largest tumour diameter> 4 cm

T4a: medium-grave progression of local process: extending to the larynx, the outer
musculature of the tongue, the medial pterygoid muscle, the hard palate or the mandibula



T4b: gravely progressed local process: malignant tumour spreading to the lateral pterygoid
muscle, the pterygoid plates, the lateral nasopharynx, the base of the skull, or embracing
the carotid artery.

Regional lymphatic glands (N)

NX: regional lymphatic glands cannot be evaluated

N0: regional lymphatic gland metastasis cannot be detected

N1: ≤3 cm largest diameter metastasis in a single ipsilateral lymphatic gland

N2:

N2a: 3 cm < largest diameter ≤ 6 cm metastasis in a single ipsilateral lymphatic gland

N2b: several ≤ 6 cm largest diameter metastases in ipsilateral lymphatic glands

N2c: several ≤ 6 cm largest diameter metastases in both or opposite side lymphatic glands

N3: ≥ 6 cm largest diameter metastatic lymphatic gland

Distant metastases (M)

MX: distant metastases cannot be evaluated

M0: distant metastasis cannot be detected

M1: distant metastasis

Staging

Stage 0 Tis N0 M0

Stage I T1 N0 M0

Stage II T2 N0 M0

Stage III T1,T2 N1 M0

T3 N0, N1 M0

Stage IVA T1, T2, T3 N2 M0

T4a N0, N1, N2 M0

Stage IVB any T N3 M0

T4b any N M0

Stage IVC any T any N M1

pT, pN, pM categories match TNM categories

XII./3.1.6.: Therapy

The prognosis for throat cancer is bad, in its advanced stage it requires complex oncotherapy.
Planning the treatment the following must be equally taken into consideration: the advance stage of
the disease, the general state of the patient, (achievement status) personality, side effects of the
planned therapy, and defect states. Treating the patients surgical intervention, chemotherapy
(classical citotoxic and biological therapy), radiotherapy and their combined application need to be
considered.

The detailed therapeutical strategy refers to epithelial cancers.

XII./3.1.7.: Treatment algorithm of throat cancers

T1-2, N0-1

1.) either definitive radiation therapy (II. evidence), in case of residuum salvage operation



2.) or with T1-2 N1 concomitant radio chemotherapy (II. evidence), in case of residuum
salvage operation

3.) or operation +/- unilateral or bilateral neck dissection,

1 positive lymph node requires postoperative radiation therapy,

extra capsular spreading or positive wound lip require radio chemotherapy (I. evidence)

with several lymph nodes (without extra capsular spreading ) radio chemotherapy or
perineural/lymphatic/spreading into a vein radiotherapy (II. evidence)

T3-4, N0

1.) either radio chemotherapy (I. evidence), in case of residuum operation

2.) or operation +/- unilateral or bilateral neck dissection,

1 at positive lymph node postoperative radiation therapy, in case of

extra capsular spreading or positive wound lip radio chemotherapy (I. evidence)

with several lymph nodes (without extra capsular spreading ) radio chemotherapy or
perineural/lymphatic/spreading into a vein radiotherapy (II. evidence)

3.) or induction chemotherapy continued with concurrent chemo radiotherapy

(III. evidence), in case of residuum salvage operation, (or in clinical study after induction
chemotherapy concurrent chemo radiotherapy)

T3-4, N+ or any T, N2-3

1.) Or radio chemotherapy (I. evidence), in case of residual tumour salvage operation on
the primary tumour and the neck region.

2.) Or operation +/- unilateral (N1,2a-b,N3) or bilateral (III. evidence) (N2c) neck
dissection followed by radiation therapy or radio chemotherapy (I. evidence)

3.) Or induction chemotherapy, continued by chemo radiotherapy ( or in clinical study
induction chemotherapy followed by concurrent chemoradiotherapy)

XII./3.1.7.1. Surgical treatment:

Operation should be considered in case of any removable throat tumour as primary therapy. (see
algorithms). The ablastic operation of T1, T2 early tumours gives the same chance as primary
radiation therapy. In case of operable advanced T3 tumours and selected T4A tumours chemo
radiotherapy is preferable.

Operation is indicated in case of residual tumour following non surgical primary therapy and
recidivist tumour after a tumour free period, if the tumour is resecable.

Function preserving operations:

endoral (laser): selectively located small tumours (soft palate, uvula, tonsilla)

from external exposure: removal of a small area of the pharynx which does not affect very much
the swallowing and chewing functions.

Radical operations:

Tongue root- back wall pharynx, side wall of pharynx resection of (as required mandibular
resection, as required lobe reconstruction (myocutan or freeflap))

XII./3.1.7.2.: Medicinal treatment

Radiochemotherapy

This is the standard treatment in case of advanced tumours (stages III., IV. ) (Evidence level I).

Radio chemotherapy significantly reduces the frequency of local recidivism and increases complete



patient survival. Radio chemotherapy can be used not only as primary treatment but as adjuvant
treatment after operation, or following induction chemotherapy or as palliative care. Postoperative
radio chemotherapy is more effective than postoperative radiotherapy alone according to several
large randomised phase III clinical examinations. Great risks from the point of recidivist
development: histologically proven residual illness, positive wound lip, more than one lymph node
affected metastatically, extra capsular tumour spreading, lymphatic, perineural or vascular invasion.

Radiochemotherapeutical protocols:

Cisplatin (DDP) 100 mg/m2, 1., 22., 43. day. ( in case of dwindling kidney functioning
Carboplatin.)

1.-4. day Carboplatin 70 mg/m2 and continuous 5-Fluorouracil 600 mg/m2/day, repeated
every 3 weeks during radiotherapy.

Phase III randomised clinical tests show that applying cetuximab and radiotherapy together
in locally advanced head-neck tumour patients significantly improved locoregional control
and full survival rate. Applicable protocol: during the week preceding radiotherapy
saturating dose 400 mg/m2 cetuximab, then weekly 250 mg/m2 cetuximab.

Induction chemotherapy

Routinely cannot be used for improving survival results. Induction chemotherapy should preferably
be used simultaneously with radiochemotherapy. Preoperative secventional chemotherapy is being
investigated.

Concerning the number of induction chemotherapy cycles so far there is no standard, most clinical
examinations contain cycles 2, 3, 4. Imaging control is needed to evaluate the therapeutical answer
in the case of 2 or 3 cycles at the end, in the case of 4 cycles after cycles 2 and 4..

Induction chemotherapy may only be continued after cycle 2 if the first two treatments have
resulted in at least partial remission. (WHO or RECIST criteria).

Induction chemotherapy is followed by radiothrapy or radiochemotherapy in the case of irresecable
tumour, and in the case of every resecable tumour where the therapeutical response was at least
partial remission. After induction chemotherapy the surgical removal of resecable tumours is
indicated only when the therapeutical response did not reach the level of partial remission or the
tumour progrediated. Indication: Irresecable, T3-4 stage or positive lymph node or (N2-3) epithelial
cell head-neck tumours (oral cavity-, oropharyngeal-, hypopharynx-, nose- and sinus-tumours ),
stage IV- nasopharyngeal tumours.

Chemotherapeutical protocols:

1.) Cisplatin 100 mg/m2 1. day, continuous 5-Fluorouracil 1000 mg/m2 1.-4.(5.) day,
repeated every 3 weeks (2-4 cycle)

2.) Carboplatin 300 mg/m2/1 day, continuous 5-Fluorouracil 1000 mg/m2 1.-4.(5.) day
repeated every 3 weeks (2-4 cycle)

3.) Docetaxel 75 mg/m2 1. day, cisplatin 100 mg/m2 1. day and continuous 5-Fluorouracil
1000 mg/m2 1.-4. (5.) day, repeated every 3 weeks.

Medication of metastatic or recidivating diseases

When treating metastatic or distant metastatic patients the aim is lenthening progression-free full
survival, improvement of the quality of life and palliation of symptoms.

Chemotherapy can be applied both as monotherapy and in various combined forms. The response
rate with monotherapy is 15-35 %, with combined treatment 30-40 %.

During combined or monotherapy after every second chemotherapy cycle imaging examinations
are needed to exclude progression. In case of progression the therapy must be stopped or as
possible another therapy or optimal symptomatic treatment need to be found. 10-12 weeks after the
last treatment with chemo radiotherapy imaging control is done in order to choose further
treatment.

Monotherapy:

Cisplatin

Carboplatin



Paclitaxel

Docetaxel

5-FLU

Methotrexat

Ifosfamid

Bleomycin

Cetuximab (non epipharyngeal tumours)

Gemcitabin (epipharynx tumour)

Combined chemotherapy:

Cisplatin /carboplatin/ + 5-FLU

Cisplatin/Carboplatin + taxans

(Cisplatin 100 mg/m2 1. day, continuous 5-Fluorouracil 1000 mg/m2 1.-4.(5.) day, repeated
every 3 weeks.

Docetaxel 75 mg/m2 1. day, cisplatin 100 mg/m2 1. day and continuously 5-Fluorouracil
1000 mg/m2 1.-4. (5.) day, repeated every 3 weeks

Carboplatin 300 mg/m2 1. day, continuous 5-fluorouracil 1000 mg/m2 per day on 1.-4.
days

Paclitaxel 175 mg/m2 1. day, ifosfamid 1000 mg/m2 on 1.-3. days, carboplatin 1. day

Docetaxel 75 mg/m2 1.day, cisplatin 75 mg/m2 on 1.day repeated every 3 weeks )

XII./3.1.7.3.: Radiation therapy:

Definitive treatment (irradiation and chemo irradiation):

Primary tumour and positive neck:

66-74 Gy (conventional fractionation, 2 Gy/fraction during 7 weeks)

Negative neck: 44-64 Gy (1,6 - 2 Gy/ fraction)

Postoperative treatment:

The time lag between operation and radiotherapy ≤6 weeks.

Primary tumour: 60-66 Gy (2 Gy/fraction)

Neck:

Positive neck lymph node: 60-66 Gy (2 Gy/fraction)

Negative neck lymph node: 44-64 Gy (1,6-2 Gy/ fraction)

Postoperative chemo irradiation: Cisplatin 100 mg/m2, on 1., 22., 43. days. (in case of reduced
kidney functioning Carboplatin)

3D conform or IMRT radiotherapy is recommended

Irresecable, recidivist head-neck tumours:

(NCCN guidelines 2011)

Irresecable head-neck tumours

Standard treatment:

PS 0-1

Concurrent cisplatin or carboplatin-base chemotherapy



+ RT (I.), or induction chemotherapy, followed by radiation therapy (III. evidence)

PS 2

Definitive radiotherapy as possible with concurrent chemotherapy

PS 3

Definitive radiotherapy or one component chemotherapy or „best supportive care”.

Participation in clinical examination

Recidivist head-neck tumours:

Re-staging!

Loco regional recidivation, without prior RT :

Resecable tumours: surgical treatment + RT.

Irresecable tumours: irradiatio and/or chemotherapy, participation in clinical examination

Locoregional recidivation or second primary tumour, earlier radiotherapy has been done:

Resecable tumours: surgical treatment + reirradiatio, clinical examination

Irresecable tumours: reirradiatio and/or chemotherapy, participation in clinical examination

In case of distant metastasis

Standard therapy:

PS 0-1 combined or one component chemotherapy.

PS 2 One component chemotherapy or best supportive care.

PS 3 Best supportive care.

Participation in clinical examination

XII./3.1.8.: Diagnostic algorithm of patient follow-up

Physical examination (endoscopy) in the he first year every1-3 months , until 2 years every 2-4
months, until 3-5 years every 4-6 months, afterwards annually.

Chest-X-ray examination (in the first year every six months, until year 5 annually.)

Neck CT and/or MR:

After any primary treatment status establishing examinations are recommended, after operation at
least in a month, after radiotherapy in 3 months, during and after induction chemotherapy, and with
palliative chemotherapy to establish therapeutic response 3 weeks after the last chemotherapy, in
high risk recidivation during the year after finishing treatment every 4 months, then every half year,
or when clinical tumour is suspected. Aspiration citology, histological examination are needed in
case of the appearance of regional neck metastasis or local recidivation. After neck radiotherapy
annual TSH definition.

XII./3.1.9.: Rehabilitation, care

When organ-preserving operation or non-surgical treatment is done safe swallowing, aspiration
avoidance needs to be learned possibly under the direction of a phoniater-swallowing therapeutist.
After laryngectomy functional or instrumental voice rehabilitation is needed, also directed by a
phoniater-swallowing therapeutist. After neck block dissection the pain occurring with neck and
shoulder movement, and shoulder weakness, requires physiotherapy. When freeflap is used the
source spot should be attended to and provided with physical exercise.

The dryness of the mouth, which is a late side effect of radiation therapy, needs diet adjustment.
Part of the rehabilitation of swallowing is defining the suitable composition and consistency of
nourishment. Most pharynx tumour patients characteristically used to smoke and drink and now
must be helped to break the habit for good, their resocialisation needs to be followed up, in some



cases particular assistance is needed.

XII./3.2.: Malignant tumours of the hypopharynx

XII./3.2.1.: Characteristic features

The hypopharynx extends from the free edge of the epiglottis (from the level of the hyoidean) to the
low level of the cricoid cartilage. Three subregions can be distinguished: sinus piriformis,
postcricoid region and the posterior and lateral wall of the hypopharynx. Primary subpharynx
tumours are mostly epithelial cancers. (Table. 1.). Most frequently they occur in the sinus piriformis
(fig 3.), least frequently on the posterior wall. At the time of the diagnosis < 40% of the tumours are
at Stage I-II, the majority of the tumours both primarily and regionally are at advanced stage. The
frequency of neck metastases is about 60%. Distant metastases occur most frequently in the lungs.

Picture 6. Picture 7.

Incidence in Hungary in 2009: men 624, woman 85

Mortality in Hungary in 2009: men 239 , women 23 (source: Hungarian Central Statistical Office
and Hungarian National Cancer Registry)

Etiology and risk factors

Similarly to all head and neck tumours here too >90% of the patients has been regularly consuming
alcohol and smoking for decades. Other etilological factors: nourishment factors (e.g. : vitamin
deficiency, undernourishment), bad mouth hygiene, professional hazards, earlier irradiation,
immune suppression, Plummer–Winson-syndrome. Familial accumulation occurs, but it has not
been proven whether it is caused by genes or similar way of life. Most frequently it develops in the
5th-6th decade, 80 % IN MEN. Most frequent accompanying illnesses: chronic pulmonary disease,
(often TBC in anamnesis), stomach ulcer, arterio sclerosis, chronic alcohol-induced liver disease,
oesophageal varices, coagulation disorders.

XII./3.2.2.: Clinical symptoms

The most frequent complaints according to the location of the tumour: vague pain on swallowing
and in the throat which often shoots into the ear, lump in the throat feeling, bloody sputum,
dyspnoea, appearance of palpable painless node in the neck.

XII./3.2.3.: Diagnosis

Diagnostic algorithm during examining the subpharynx :

History

Physical test (general , ear-nose-laryngological, dental)

Indirect and direct endoscopic pharynx-larynx examination

Histology test from the primary tumour, aspirational citological examination from the
metastasis in the neck

Imaging examinations: chest X-ray, (CT), neck UH, head-neck region CT and/or MRI ,



swallowing X-ray, abdominal UH, (CT,MR), bone scintigraphy. At advanced stage tumours
PET/CT are parts of the staging tests, to look for distant metastases. PET/CT are
recommended in Gr 2-3 histological grade and in the case of N 2-3 neck lymph node status.
PET/CT are useful in elvaluating the therapeutic response, examining recidivation, and also
restaging.

Laboratory tests: routine blood test, blood group, detailed coagulogram and clinical
chemistry, in the case of tumours of non epithelial origin if needed tumour marker tests.

XII./3.2.4.: Screening recommendation

Annual oral surgical or laryngeal screening of the endangered alcoholic and smoking population is
recommended.

XII./3.2.5.: Staging (American Joint Committee on Cancer – TNM staging
(7th edition, 2010))

Primary tumour (T)

TX: a primary tumour cannot be evaluated

T0: a primary tumour cannot be detected

Tis: in situ carcinoma

T1 The tumour is restricted to a sub-region of the hypopharynx and/or is of 2 cm or less
diameter

T2 The tumour infiltrates more than one sub-region of the hypopharynx or spreads to a
neighbouring region too, or its largest diameter exceeds 2 cm, but is not larger than 4 cm,
but there is no pharynx part fixation

T3 The tumour is larger than 4 cm, either fixates part of the pharynx or spreads into the
oesophagus.

T4a The tumour spreads to one of the following: tyroid cartilage, /ring cartilage, hyoidean,
tyroid gland, central soft substance (prelaryngeasmuscles, subcutaneous fatty tissue)

T4b The tumour spreads to the praevertebral fascia, surrounds the arteria carotis, or
infiltrates the substance of the mediastinum

Regional lymph nodes (N)

NX: regional lymphatic glands cannot be evaluated

N0: regional lymphatic gland metastasis cannot be detected

N1: ≤3 cm largest diameter metastasis in a single ipsilateral lymph node

N2:

N2a: 3 cm < largest diameter ≤ 6 cm metastasis in a single ipsilateral lymph node

N2b: several ≤ 6 cm largest diameter metastases in ipsilateral lymph nodes

N2c: several ≤ 6 cm largest diameter metastases in both or opposite side lymph nodes

N3: ≥ 6 cm largest diameter metastatic lymph node

Distant metastases (M)

MX: distant metastases cannot be evaluated

M0: distant metastasis cannot be detected

M1: distant metastasis

Staging

Stage 0 Tis N0 M0



Stage I T1 N0 M0

Stage II T2 N0 M0

Stage III T1,T2 N1 M0

T3 N0, N1 M0

Stage IVA T1, T2, T3 N2 M0

T4a N0, N1, N2 M0

Stage IVB any T N3 M0

T4b any N M0

Stage IVC any T any N M1

XII./3.2.6.: Therapy

The therapy of subpharyngeal tumours is influenced by the nearness of the larynx. The prognosis
for throat cancer is bad, in its advanced stage it requires complex oncotherapy. Planning treatment
the following must be equally taken into consideration: the advance stage of the disease, the general
state of the patient, (achievement status) personality, side effects of the planned therapy, and defect
states. Treating the patients surgical intervention, chemotherapy (classical citotoxic and biological
therapy), radiotherapy and their combined application need to be considered.

Treatment algorithm of sub pharyngeal tumours

T1 N0-1, small T2 N0

At early stages - total laryngectomy is not needed

1. either definitive radiotherapy

in case of complete response

at residual neck lymph node: neck lymph node dissection (selective or radical)

no residual neck lymph node: observation

no case of residual tumour: „salvage” operation + as required neck lymph node dissection

2. or operation (partial laryngopharyngectomy )

N0 lymph node: ipsilateral or bilateral selective neck lymph node dissection

N1 radical dissection

extra capsular spreading, v. positive would lip: postop. radio chemotherapy (I. evidence)

with several lymph nodes (without extra capsular spreading), or perineural/lymphatic
vessel/ vein invasion: radiotherapy or. radio chemotherapy (only with several extended
lymph node metastases ) II-evidence)

T1 N2-3, T2-3 any N

In resecable advanced cases if total laryngectomy is required

(participation in clinical studies recommended)

1. either 2 cycles induction chemotherapy (I. evidence)

complete response : definitive radiotherapy (I. evidence), chemo radiotherapy (II/B evidence)

if residual neck lymph node: neck dissection (selective or. radical)

if on neck complete response: N1 - observation, N2-3 - observation or dissection

partial response (to judge this endoscopy as required): chemo radiotherapy (II/B), which

in case of residual tumour is followed by salvage operation

no response: operation, which



is followed by radio therapy, if there are no risk factors

is followed by radio chemotherapy if there is extra capsular spreading, positive wound lip

is followed by radiotherapy if there are several lymph nodes (without extra capsular
spreading), or if there is perineural/lymph/ vein intrusion or if there are several extended
lymph node metastases radio chemotherapy.

2. or operation (laryngopharyngectomy + selective (No) or radical (N+) lymph node dissection

extra capsular spreading or positive lip wound: radio chemotherapy

with several lymph nodes (without extra capsular spreading), or perineural/lymph/vein
intrusion: radiotherapy or radio chemotherapy (only with several extended lymph node
metastases – II. evidence)

3. concomitant radio chemotherapy (II evidence)

in case of complete response

at residual neck lymph node : neck lymph node dissection ( selective or radical)

no residual neck lymph node: N1 lymph node observation, N2-3 observation or dissection

in case of residual tumour: salvage operation + as required neck lymph mode dissection

4. in the frame of clinical examination induction chemotherapy, followed by radiochemotherapy

T4 any N

1.) Operation + radical neck dissection, then radiochemotherapy (I. evidence)

2.) concomitant radiochemotherapy: followed in case of complete response, if there is a
neck lymph node by dissection, if there is no response then observation (early N1) or at
N2-3-observation or dissection

3.) induction chemotherapy 2 cycles, radio chemotherapy

4.) in the frame of clinical examination induction chemotherapy, followed by
radiochemotherapy

XII./3.2.6.1.: Surgical treatment

As primary treatment operation is to be considered with every removable subpharyngeal tumour.
Ablastic operation of T1, T2 early tumours has the same chance as primary radiotherapy. In case of
operable advanced T3 tumours and selective T4A tumours chemoradiotherapy is preferable, if the
patient’s general and lung status allows it. As in most cases the operation can be substituted by non
surgical treatment detailed discussion is needed and the advantages and drawbacks of both
treatments need to be explained to the patient.

Operation is indicated to remove resecable tumours in case of residual tumours after non surgical
primary treatment and recidivating tumours after a tumour free period.

Function preserving operations:

endolaryngeal (laser): pharynx resection from external incision:

supracricoid partial laryngo-pharyngectomy (supracricoid lateral laryngectomy with
pharyngectomy (fig. 4))



Picture 8. Picture 9.

-partial pharyngectomy, if required with lobe reconstruction

Radical operations:

total laryngectomy with pharyngeal resection if required combined with trachea- and tongue root
resection, as required with lobe reconstruction (myocutaneous or free flap)

Medication and radiotherapy, treatment of irresecable and recidivating tumours, the
diagnostic algorithm of following up patients, rehabilitation and care matches what has been
written about mesopharyngeal tumours, see there.

XII./3.3.: Malignant tumours of the epipharynx

XII./3.3.1.: Characteristic features

The epipharynx is that stretch of pharynx which goes from the choanal to the low level of the soft
palate. The most frequent form of primary naso-pharyngeal tumours is the so called
naso-pharyngeal type undifferentiated epithelial cancer, and there are also variously differentiated
classical epithelial cancers, and less frequently cancers of other histological origin. (Table 1)

The most frequent place of the primary tumour is in the lateral region of the epipharynx in the
Rosenmüller vallecula. It is a disease of middle aged people. At the time of the diagnosis 70% of
the patients have palpable neck metastasis, among the head-neck malignant tumours this tumour
causes metastasis the most frequently. Epipharyngeal tumours constitute 0.5% of all the tumours of
the organism, being a rare tumour there is less possibility for its large scale clinical examination.

Incidence in Hungary in 2009: man: 67, woman: 46 (Hungarian National Cancer Registry)

Mortality in Hungary in 2009: man: 41, woman. 9 (Hungarian Central Statistical Office)

Etiology and risk factors:

Genetic predisposition (HLA-A2 and BW46 antigen traceability) and various environmental factors
(chemical, physical, biological agents) play a part. Chemical carcinogens: smoke, dust from wood
processing, spicy food, and salted and smoked fish, meat, physical factors: radiotherapy in
childhood, viral origin: Epstein-Barr-virus (EBV). Contrary to other epithelial cancers originating
from neck-head mucous membrane here the etiological role of classical chemical carcinogens is not
characteristic (alcohol, smoking). Contrary to other head-neck tumours the presence of
accompanying diseases is not characteristic.

This tumour is rare in our country, it is more frequent in the Far-East.

XII./3.3.2.: Clinical symptoms

Impeded nasal breathing, nasal twang, generally one sided transmission-type hearing loss, otitis
media, bloody-prurulent nasal matter, headache.

Lymph node metastasis in 90%-of the cases (most often this is the first symptom) single- or
bilateral, characteristically paraaccesorial. Metastases occur retropharyngeally, or in the territory of
the nuchae region too. In 35–45% of the cases there are distant metastases (lungs, liver, bone).

XII./3.3.3.: Diagnosis



Diagnostic algorithm during the examination of nasal tumours:

History

Physical examination (general, otorhinolaryngeal, dental)

Indirect and direct endoscopic pharynx-layrnx examination

Histological examination from the primary tumour, aspirational citology from neck
metastasis

Imaging examinations: chest X-ray.(CT), neck UH, head (face and skull)-neck region CT
and/or MRI, swallowing X-ray, abdominal UH, (CT,MR), bonescintigraphy. With
advanced stage tumour PET/CT are a part of staging examinations, in order to find distant
metastases. PET/CT recommended in case of Gr 2-3 histological grade and N 2-3 neck
lymph node state. PET/CT are useful in evaluating therapeutical response, examining
recidivism, and restaging too.

Laboratory tests: routine blood test, blood group, detailed coagulogram and clinical
chemistry, in case of non-epithelial tumour when required tumour marker tests. Antibody
–tests related to the Epstein-Barr-virus: IbA antibodies against viral capsid antigen
(a-VCA), IgG antibodies against early antigens (a-EA).

XII./3.3.4.: Screening recommendation

Nasopharyngoscopic and EBV serological screening of high risk individuals (blood relations of
epipharynx tumour patients) should regularly (annually) perfumed.

XII./3.3.5.: Staging (AJCC – TNM staging (7th edition, 2010))

Primary tumour (T)

T1 The tumour is localised in the naso-pharynx or the oral-pharynx or spreads to the
naso-pharynx and/or the mouth-pharynx without parapharyngeal involvement.

T2 Tumour with parapharyngeal involvement

T3 The tumour infiltrates skull base and/or the bone structures of accessory cavities

T4 The tumour spreads intracranially and/or infiltrates cranial nerves, the infratemporal
fossa, the masticator space, the hypopharynx, the orbita, the sub-pharynx.

Regional lymph nodes (N)

N0 No detectable lymph node metastasis

N1 Lymph node metastasis on same side lymph node(s), with 6cm or smaller maximum
diameter, above the supraclavicular vallecula and/or single or bilateral retropharyngeal
lymph node metastasis, with 6 cm, or smaller maximum diameter

N2 Bilateral lymph node metastasis, with 6 cm, or smaller maximum diameter above the
supraclavicular vallecula.

N3 lymph node metastasis/mets, larger than 6 cm, and/or lymph node metastasis touching
supraclavicular vallecula

N3a larger than 6 cm lymph node metastasis/mets

N3b lymph nodes touching the supraclavicular vallecula

Distant metastases (M)

MX Distant metastasis cannot be proven.

M0 There is no distant metastasis.

M1 Distant metastasis/mets.

Staging



Stage 0 Tis N0 M0

Stage I T1 N0 M0

Stage II T1 N1 M0

T2 N0 M0

T2 N1 M0

Stage III T1 N2 M0

T2 N2 M0

T3 N0 M0

T3 N1 M0

T3 N2 M0

Stage IVA T4 N0 M0

T4 N1 M0

T4 N2 M0

Stage IVB any T N3 M0

Stage IVC any T any N M1

XII./3.3.6.: Therapy

The treatment of the patients equally involves combined chemotherapy, biological therapy, surgical
treatment, radiotherapy and the joint combined application of all.

XII./3.3.6.1.: Treatment algorithm of naso-pharynx tumours (NCCN 1.2011):

T1 N0 M0:

definitive radiotherapy of the epipharynx and elective radiotherapy of both neck regions

T1 N1-3; T2-T4 any N:

either concurrent chemoradiotherapy with cisplatin, followed by adjuvant cisplatin-5-fluorouracil
therapy(I. evidence)

or induction chemotherapy followed by concurrent chemo radiotherapy

(III. evidence)

After that in case of neck residual tumour neck blockdissection should be done.

Any T, Any N, M1:

cisplatin base combined chemotherapy, then radiotherapy of the primary tumour and the neck
region

If the primary tumour is cured but there is residuum on the neck: radical neck blockdissection.

XII./3.3.6.2.: Medicinal treatment

Radiochemotherapy

Radiotherapy simultaneously with chemotherapy and/or biological therapy

Radio chemotherapy significantly reduces the frequency of local recidivism increases the full
survival rate of patients. In advanced naso-pharyngeal tumours radio chemotherapy is more
efficacious than radiotherapy by itself. (Evidence level: II)

Radio chemotherapy protocol:



Cisplatin (DDP) 100 mg/m2, 1., 22., 43. days. (in case of reduced kidney functioning Carboplatin.)

1.-4. days Carboplatin 70 mg/m2 and continuous 5-Fluorouracil 600 mg/m2/day, every 3 weeks
repeated during radiation therapy.

Induction chemotherapy, medicinal treatment of irresecable or recidivating disease see under
mesopharynx tumours.

XII./3.3.6.3.: Surgical treatment

The primary treatment of these tumours is radio- chemo radiotherapy, operation is considered in
case of residual tumours and in the first place in the treatment of neck lymph node mets.

XII./3.3.6.4.: Radiotherapy

Definitive radiotherapy:

≥ 70 Gy on primary tumour and traceable neck mets

≥ 50 Gy on smaller risk lymph region

The technique of radiation therapy greatly influences both tumour control and side effects of
treatment. 3D conform or IMRT radiation therapy is recommended. Thorough knowledge of the
regularity of the spreading of the nasopharyngeal tumour and experience in the radiotherapy of
head neck tumours is necessary when planning the definition of the target mass and optimal dose
distribution based on imaging tests.

T1-T2 Radiotherapy can only be done with ultra energy radiation source /telecobalt, linear
accelerator/. The dose of radiation treatment is 66-74 Gy. According to histological structure radio
chemotherapy is recommended if possible.

T3 –T4 Definitive radiation therapy: Treatment must be done in the form of radio chemotherapy,
the doses are practically the same as the dose given in case of T1-2. Depending on the direction of
the spreading of the tumour the radiation therapy border on the skull base can move up.

Radiation treatment of relapses :

Teletherapy: depending on the dose of the introductory radiation therapy in 10–24 Gy doses, from
two opponent, or frontal centred fields.

Brachytherapy: Fractionally, depending on the dose of the introductory radiotherapy, in 6–20 Gy
doses, calculated per 0.5–1 cm reference points.

XII./3.3.7.: The diagnostic algorithm of patient follow up

It matches the algorithm for meso- and hypopharynx tumours, in addition :

Laboratory tests – from a prognostical point of view it is indicated to follow up the IgA antibodies
against Epstein–Barr-virus viral capsid antigen and the IgG antibodies against early antigens.

Increased a-EA in the year after the tumour diagnosis suggests bad prognosis.

XII./3.3.8.: Rehabilitation, care

See under mesopharynx tumours


