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Résumé

Méthodes thérapeutiques utilisées dans le traitement 
des lymphomes malins de la tête et du cou

Le lymphome malin est l’un des problèmes actuels de 
la médecine moderne. Parmi les tumeurs malignes de 
la tête et du cou, le lymphome est la deuxième cause la 
plus fréquente. La plupart de lymphomes extranodaux 
sont représentés par des lymphomes non hodgkiniens. 
Les lymphomes non hodgkiniens localisés dans les 
voies aérodigestives supérieures sont classés en trois 
catégories, en fonction de la fréquence de ces types: 
lymphomes de la cavité buccale, pharynx et lymphome 
en anneau de Waldeyer, sinus nasal, gorge, pharynx 
et trachée. Les principales approches thérapeutiques 
utilisées dans la thérapie des lymphomes malins sont: 
la chimiothérapie conventionnelle, la radiothérapie, 
la chirurgie, la thérapie de sauvetage, la thérapie par 
interféron, la thérapie par anticorps monoclonaux, la 
greffe de moelle osseuse, le traitement par peptides. 
La chimiothérapie cytotoxique est le traitement prin‑
cipal des lymphomes malins de grade moyen et élevé. 
Cependant, des études ont montré une toxicité accrue 
et n’illustrent pas un bénéfice significatif par rapport 
à l’utilisation de la cure CHOP (cyclophosphamide, 

AbstRAct

Malignant lymphoma is one of the topical problem of 
modern medicine. Among head and neck malignan‑
cies, lymphoma is the second most common cause. 
Most of the extranodal lymphomas are represented 
by non‑Hodgkin’s lymphomas. Non‑Hodgkin’s lym‑
phomas localized in the upper aerodigestive tract are 
classified into three categories, depending on the fre‑
quency of these types: oral cavity lymphomas, pharynx 
and Waldeyer’s ring lymphoma, nasal sinuses, throat, 
pharynx and trachea lymphomas. Main therapeutic ap‑
proaches used in the therapy of malignant lymphomas 
are: conventional chemotherapy, radiotherapy, surgery, 
„salvage“ therapy, interferon therapy, monoclonal anti‑
body therapy, bone marrow transplant, peptides treat‑
ment. Cytotoxic chemotherapy is the main treatment 
for medium and high grade malignant lymphomas. 
However, studies have shown increased toxicity and 
did not find a significant benefit compared to the use 
of CHOP cure (cyclophosphamide, doxorubicin, vin‑
cristine and prednisone), both in terms of survival at 
3 years and time until therapeutic success. Using third 
generation of therapeutic protocols allows to achieve 
complete remission in approximately 50% of non‑Hod‑
gkin’s lymphoma cases. Considering the endeavor to 
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IntRoductIon

Malignant lymphomas represent an important 
pathology in modern medicine. Cancer is the second 
cause of death after cardiac diseases, of which leuke‑
mia and lymphomas represent the main pathology in 
patients aged between 20 and 39 years old. Perhaps 
more than other oncohematological conditions, 
lymphomas presented in the last years a particular 
dynamic evolution, including pathogenic aspects, di‑
agnosis, precise nosological classification and thera‑
peutic means. The refinement of molecular biology 
and molecular genetics techniques, of genetic multi‑
plication, notions difficult to imagine a few decades 
ago, has allowed an accurate classifications of these 
disorders1.

Among head and neck cancers, lymphomas are 
the second in frequency, developing in head and 
neck lymph nodes or as an extralymphatic site. Also, 
they come second after primary gastrointestinal lym‑
phomas. Head and neck lyphomas include prolifera‑
tions involving Waldayer’s lymphatic ring, nose and 
paranasal sinuses, larynx, farynx, thyroid gland and 
salivary glands. In this territory the lymphatic tis‑
sue – MALT (mucosa associated lymphoid tissue) is 
particularly well represented and may be a starting 
point for various lymphoproliferations. This tissue 
develops as a response to the increased frequency of 
chronic inflammation at this level2‑4.

The onset of malignant lymphoma outside 
lymph nodes has been more and more common, more 
than 30% of malignant lymphomas being diagnosed 
as originating out of the lymph nodes and presenting 
pathogenic, clinical and therapeutic particularities5.

An important role in the complex evaluation 
of these patients is atributed to the ENT clinical ex‑
amination, including inspecting and palpating lateral 
neck tumors and the entire cervical region as a whole 
and endoscopic examination of the nose, nasophar‑
ynx, oropharynx and larynx, in order to visualize 
the mucosa of the superior respiratory and digestive 
tract. Often, clinical evaluation must be completed 
with paraclinical investigations. The diagnosis of cer‑
tainty is represented by histopathological examina‑
tion, which ofers important immunohistochemical 
and cytogenetic data of the malignant cell, with an 
important role in the evolution and prognostic of the 
patients. Only after obtaining a diagnosis of certainty 
we can determine the optimal treatment for each pa‑
tient6,7.

Most extranodal lymphomas are non‑Hodgkin’s 
lymphomas. Non‑Hodgkin’s lymphomas of the upper 
respiratory and digestive tract are classified in three 
main categories, depending on the frequency of these 
types (Table 1).

Alongside these sites, there have been described 
lymphomas originating in the salivary glands or in 
the inner ear structures. All these lymphomas may be 
accompanied by lateral neck determinations, requir‑
ing a differential diagnosis between carcinomas with 
lateral neck metastasis and malignant lymphopathy 
with a lymphatic or extralymphatic origin8,9.

theRApeutIcAl pRoblems

The histological, clinical, and evolutionary het‑
erogeneity of malignant lymphomas raises certain 
therapeutical problems. The therapeutic management 
of this patology has undergone significant changes 

doxorubicine, vincristine et prednisone), tant en 
termes de survie à 3 ans que de succès thérapeutique. 
L’utilisation de protocoles thérapeutiques de troisième 
génération permet d’obtenir une rémission complète 
dans environ 50% des cas de lymphome non hodg‑
kinien. Considérant les efforts pour diagnostiquer 
correctement et adopter une thérapie appropriée d’un 
lymphome malin approprié dans la région de la tête 
et du cou, approche complexe, avec intégration d’élé‑
ments cliniques, morphologiques et cytogénétiques, 
collaboration interdisciplinaire entre pathologiste, hé‑
matologue, oncologue, radiothérapeute, nutritionniste 
et psychologue , représente les méthodes les plus justi‑
fiées pour aborder un patient atteint d’un lymphome 
malin.

Mots-clés: lymphome de la tête et du cou, chimiothé‑
rapie, radiothérapie.

diagnose correctly and to adopt an appropriate therapy 
of a malignant lymphoma suitable in head and neck 
area  , a complex approach, with integration of clinical, 
morphological and cytogenetic elements, interdisci‑
plinary collaboration between pathologist, hematolo‑
gist, oncologist, radiotherapist, nutritionist, psycholo‑
gist, represents the most justified method for a patient 
with malignant lymphoma.

Keywords: head and neck lymphoma, chemotherapy, 
radiotherapy.



Therapeutic methods used in the treatment of malignant lymphomas of the head and neck – TUȘALIU et al

456 / vol. 53, no. 3

over time, which allowed the use of modern treat‑
ments in the last few years to stop the evolution of 
the neoplastic process in the hope of possible cure 
of the disease.

The main therapeutic methods used in malig‑
nant lymphoma are conventional chemoteraphy, ra‑
diotherapy, surgical treatment, salvage treatment, in‑
terferon treatment, monoclonal antibody treatment, 
medullar transplantation, peptide treatment.

The most common treatment in malignant lym‑
phomas remains conventional chemotherapy2. Its use 
is supported by the fact that two‑thirds of the cases 
of non‑Hodgkin’s lymphoma are disseminated, being 
in stages III‑IV since the diagnosis1. Chemotherapy is 
commonly used as polychemotherapy and as mono‑
therapy only in selected cases, such as elderly patients 
with low malignancy lymphomas10. Radiotherapy is a 
therapeutic option used in well‑established circum‑
stances and with very precise techniques, depending 
on the location of the lymph nodes affected by the 
disease. For a long period of time, it represented the 
main therapeutic method used in localised forms of 
disease (stage I) and for low malignancy histologic 
types. In most cases, it has an auxilliary role, being 
associated with polychemotherapy. The use of radio‑
therapy (cobalt therapy) as a primary treatment, has 
its justification, especially for the cases with bulky 
tumoral masses.

For non‑Hodgkin’s lymphomas with low malig‑
nancy and in advanced forms, there are several thera‑
peutic approaches. These include „watch and wait“ 
strategy for patients with no symptoms, which is 
preferred until the disease progresses and the patient 
develops bulk adenopathies or systemic symptoms. 
Moderate treatment, as mono or polychemotherapy, 
is recommended as the first choice treatment and 
palliative treatment2. Monotherapy using alkylating 
agents induces a response in 50‑80% of the cases2. 
Cyclophosphamide and chlorambucil are most used, 
with complete remision obtained after 6‑12 months 

of treatment, its average duration being 24‑36 
months, with an average survival of 8 years11. It is 
the treatment of choice for patients over 65 years1. 
Polychemotherapy includes a standard CVP cure 
(cyclophosphamide, vincristine, prednisone) and 
has a 80‑90% response in complete and partial re‑
missions11. The use of more aggressive cures does 
not have a positive impact on survival1. The use of 
polychemotherapy associated with radiotherapy is 
useful in patients with localised forms of disease, 
such as compressive, painful adenopathies or medul‑
lar compression. The use of aggressive chemotherapy 
resulted in an increased percentage of remissions, 
however it is little used2. Most studies demonstrate a 
permanent tendency towards relapse without greatly 
improving overall survival12. The main therapeutic 
plans used are COPP (cyclophosphamide, oncovin, 
procarbazine, prednisone), CHOP –Bleo+If (cyclo‑
phosphamide, adriamycin, oncovin, prednisone, bleo‑
mycin, interferon). Aggressive radiotherapy consists 
in total body irradiation and total lymphatic irradia‑
tion, which can have up to 100% response rate with 
a survival period without relapse at 5 years of 60%1. 
Other non‑conventional therapeutic methods are 
represented by alpha interferon, medullar transplan‑
tation and monoclonal antibodies with purine ana‑
logues treatment1. Indolent type B lymphomas ben‑
efit from the following treatment options: „watch and 
wait“ strategy, Fludarabine, Anti‑CD20 monoclonal 
antibodies (Rituximab, Gazivaro), CHOP, Rituximab 
or Rituximab + CHOP (R‑CHOP) 1.

For non‑Hodgkin’s malignant lymphomas with 
an intermediate grade of malignancy, poly‑chemo‑
therapy is the main therapeutic option, radiotherapy 
having an auxilliary role, with greater importance in 
the localized cases without unfavorable prognostic 
factors and in the forms that evolve with initial or 
persistent volumetric mass after the application of 
polychemotherapy2. In localised form, the therapeu‑
tic regimens include 3‑4 cycles of polychemotherapy 

Table 1. Classification of non‑Hodgkin’s lymphomas of the upper respiratory and digestive tract.
Oral, Waldayer’s ring and pharynx 

lymphomas
Nasal and paranasal sinuses lympho-

mas Pharynx and tracheal lymphomas

Small B cell lymphoma Small B cell lymphoma Small B cell lymphoma

– Marginal B‑cell lymphoma, MALT
– Mantle lymphoma

– Follicular lymphoma
– Extramedullary plasmacytoma

– Lymphocytic lymphoma
– Follicular lymphoma

– Mantle lymphoma
– Marginal B‑cell lymphoma, MALT

– Extramedullary plasmacytoma

– Marginal B‑cell lymphoma, MALT
– Extramedullary plasmacytoma

Diffuse large B cell lymphoma

Diffuse large B cell lymphoma

Non Hodgkin’s peripheral lymphoma/ 
sinonasal area (secondary) Diffuse large B cell lymphoma

Burkitt lymphoma

Non Hodgkin’s peripheral lymphoma
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(CHOP) with targeted radiotherapy, but with unsuc‑
cessful survivals recorded in 80% of cases, or targeted 
radiotherapy without further treatment, indicated 
in nonbulky disease stages I or II, with no systemic 
symptoms1.

Extralymphatic infiltration requires special at‑
tention because of immediate occult associations 
(Waldeyer’s ring, digestive tract) and the risk of re‑
lapse in the central nervous system of sinus lympho‑
mas. In primary extralymphatic lymphomas, localised 
in Waldayer’s ring, in addition to performing a biopsy 
for histopathological examination, a surgical inter‑
vention is preferred in order to remove as much as 
possible the affected lymphatic tissue (tonsillectomy, 
complete adenopathy excision)13‑15.

For disseminated form, the treatment of 
choice is represented by polychemotherapy, which 
must led to complete remission. Maximum doses 
are given and after complete remission, only a few 
chemotherapy cycles are administered, prolonged 
therapy increasing toxicity without providing bet‑
ter results16. Standard treatment is represented by 
CHOP. Several other therapeutic associations of sec‑
ond and third generation drugs, such as m‑BACOD 
(Methotrexat + Leucovorin, Bleomycin, Adriablastin, 
Cyclophosphamide, Oncovin, Dexamethasone), 
PRO‑MACE/ MOPP (Pro‑Prednison, Methotrexat, 
Adriablastin, Cyclophosphamide, Etoposide), 
MACOP ‑ B (Methotrexat + Leucovirin, Adriablastin, 
Cyclophosphamide, Oncovin, Prednison, Bleomycin), 
COPBLAM III (Cyclophosphamide, Oncovin, 
Prednison, Bleomycin, Adriablastin, Metulan) have 
been tried in order to obtain improved results2. 
Studies have shown an increased toxicity and do not 
prove a significant benefit of using incisive treatment 
compared to CHOP, both in terms of survival at 3 
years and duration to success16‑18.

High‑grade malignant lymphomas are still a dif‑
ficult issue in terms of first‑line treatment, and so far 
there is no consensus19‑21. In lymphoblastic lympho‑
mas, conventional chemotherapeutic regimens for ag‑
gressive lymphomas lead to excellent initial response 
rates, but most patients recur and eventually die with 
progressive disease that does not respond to rescue 
chemotherapy. There is a combination protocol of 
systemic chemotherapy associated with central nerv‑
ous system (CNS) prophylaxis, which consists in cy‑
clophosphamide, doxorubicin, vincristine, prednison 
and methotrexat induction, methrotexat CNS proph‑
ylaxis, consolidation using 4 cycles, oral maintenance 
therapy with methotrexate and 6 mercaptopurine for 
12 months. There is a 58% failure at three years22.

The following therapeutic regimens may also 
be used: RCHOP, R‑ICE (Rituximab, Ifosfamid, 

Carboplatin, Etoposide), ESHAP (Etoposide, 
Metilprednisolone, Citarabine, Cisplatin).

Treatment schemes inspired by the treatment 
of acute lymphoblastic leukemias have also been at‑
tempted. A problem in the study remains bone mar‑
row transplantation which, after receiving the first 
complete remission, may favorably influence the prog‑
nosis of patients.

For small cell lymphoma and Burkitt’s lympho‑
ma in child, modern protocols only include multia‑
gent chemotherapy and contain Cyclophosphamide 
in combination with Methotrexate, Doxorubicin, 
Cytarabine, and/or Vincristine. The adult starts 
with aggressive chemotherapy (BACT ‑ Carmustina, 
Cytarabine, Cyclophosphamide, 6 ‑thioguanine 
or BEAM ‑ Carmustina, Etoposide, Cytarabine, 
Melphalan) followed by autologous or allogeneic bone 
marrow transplantation10.

The use of third generation therapeutic proto‑
cols allows for complete remissions in approximately 
50% of the non‑Hodgkin’s lymphoma aggressive cas‑
es2. There are 10‑15% of treatment‑refractory cases, 
and 20‑30% of cases recur, relatively early, after com‑
plete remission2.

conclusIons

In the context of correct diagnosis and appropri‑
ate therapy of a malignant lymphoma with expression 
in the head and the neck, the complex approach with 
integration of clinical, morphological and cytogenet‑
ic elements, interdisciplinary collaboration of ENT 
surgeon with pathologist, hematologist, oncologist, 
radiotherapist, nutritionist, psychologist, represents 
the most justified method of approaching the patient 
with malignant lymphoma.
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