
52

Introducere. -
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 Studiu retrospectiv, descriptiv. Da-

În 10-15% din cazuri de limfom Hodgkin în stadiile locale 

-
-

rabil. 

Cel mai frecvent, recidivele limfomului Hodgkin s-au dez-
voltat la persoanele cu vârsta de 18-40 ani (69%), preponder-
ent, la femei (60%). Au predominat recidivele tardive (78%). 

demonstrat-o programul de polichimioterapie ABVD, remi-
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Abstract
Introduction. Although the treatment effectiveness of HL 

is high, approximately 10-15% of patients with HL in local sta-
ges, after complete remission, either earlier or later may de-

expectancy.
Material and methods. Retrospective, descriptive study. 

Clinical, haematological and treatment outcomes were studied 
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What is not known yet, about the topic
In 10-15% of cases of Hodgkin’s lymphoma in local stages 

(I and II), after complete remission, relapses develop. The re-
sults of treatment of HL relapses remain unsatisfactory and 
are poorly studied.

Research hypothesis
The development of relapses in patients with HL adver-

sely affects the life span and the prognosis is often unfavo-
rable.

Most frequently, recurrences of Hodgkin’s lymphoma de-
veloped in people aged 18-40 years (69%), predominantly in 
women (60%). Tardive relapses prevailed (78%). The high-

polychemotherapy, complete remission being achieved in 
68.0% of cases.
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-

nale, adoptate în Ann-Arbor (SUA) în anul 1971. Tratamentul 

-
-

cat un tratament combinat (polichimioterapie cu radioterapie). 

frecvent la persoanele cu vârsta de 18-40 de ani (69%). Au 
-

-

Cuvinte cheie: 

Introducere

-

-

-

-

mai mult [2, 3]. 

-

-
-

cidivelor, care vor contribui la individualizarea tratamentului.

-

in 72 patients with HL relapses, initially diagnosed with stages 

-
on of Tumor Pathology of Hematopoietic and Lymphatic Tis-
sue, proposed in 2008 and revised in 2016 by the WHO. The 
clinical stage was determined according to the International 

The treatment consisted of 6-8 cycles of polychemotherapy 
according to ABVD (doxorubicin, bleomycin, vinblastine, da-
carbazine) regimens in 28 patients; CVPP (cyclophosphamide, 

17 cases, a combined treatment (polychemotherapy with ra-
diotherapy) was applied. Descriptive statistics.

Results. Relapses in patients with complete remission 
of HL, initially diagnosed in stages I and II, occurred more 
frequently in subjects aged 18-40 years (69%). Late relapses 

complete remission accounting for only 54.2%. The ABVD 

Complete remission was obtained in 68% of patients. The re-
lapse-free survival in patients with complete remission over 2 
and 5 years was 90% and 80%, respectively.

Conclusions. Treatment of relapsed Hodgkin’s lymphoma 
in stages I-II after complete remission remains poorly effec-
tive (54.2%-68.0%) and life expectancy over 5 years is 80%. 
Key words: Hodgkin’s lymphoma, relapses, treatment.

Introduction
Hodgkin’s lymphoma (HL) is a tumor that develops from 

lymphoid tissue. This disease affects people of all ages, and the 

the curve starts to increase after 50 years [1].
In the last 20-30 years the treatment outcomes of patients 

with HL have considerably improved due to the implementati-
on and development of contemporary therapy regimens. Opti-
mization and standardization of chemotherapy have helped to 
achieve a high percentage of up to 95% of complete remission 

second-stage patients with complete remission is 90% and 
more [2, 3].

approximately 10-15% of patients with HL in the local stages, 
after complete remission develop relapses [4-7]. The progno-
sis in patients with relapses is often unfavorable, with a signi-

-
gnosis and treatment. The determination of relapse risk fac-
tors is a current problem since it will also help to individualize 
the treatment.

Currently, for HL stages I and II, there is a tendency to de-
crease the intensity of polychemotherapy and radiotherapy to 
avoid negative consequences both in the early and late stages 
[8]. Therefore, the primary task is that the treatment perfor-
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-

-

face accent pe doze mari de chimioterapie, cu autotransplant 
-

-
derente, studierea rezultatelor diferitor metode de tratament 

-

Design-ul studiului este unul de tip retrospectiv, descriptiv. 

-

 
 

 
 

 

 
LH;

 
 -
lui.

Din registrele medicale, au fost colectate datele retrospec-

perioada 01.11.2013-31.10.2017. În total, au fost documenta-
-

Centrul Consultativ Diagnostic al Institutului Oncologic. Date-
-

Thus, the choice of treatment tactics will depend on the pre-
sence or absence of relapse risk factors.

Patients with unfavorable prognostic factors will require 
more intensive treatment than others. Intensive care pro-
grams such as Escalated BEACOPP (cyclophosphamide, etopo-
side, procarbazine, vincristine, bleomycin, prednisolone) and 
others [10, 11] have been used in recent years in the treat-
ment of relapsed HL. In cases of relapsed HL, high doses of 
chemotherapy, bone marrow autotransplant or allotransplant 
are used [12, 13]. However, bone marrow autotransplant and 
allotransplant are not available and accessible in all cases for 
various reasons. For these reasons, studying the results of di-
fferent treatment methods will probably help optimize and in-
dividualize the therapy in patients with relapsed HL.

Material and methods
The study design is retrospective, descriptive. Clinical as-

pects and treatment outcomes were studied in 72 patients 
with relapsed HL, initially diagnosed with stages I and II, with 

The Research Protocol has obtained the positive opinion of 
the Research Ethics Committee (Minutes no. 34 of 19.06.2014).

patients with relapsed or progressive HL, initially dia-
gnosed in stages I and II with complete remission after 

patients eligible for polychemotherapy combined with 
radiotherapy;
available follow-up data.

ECOG / WHO performance status >2;
lack of available follow-up data.

of disease, complete response (complete remission), partial 
response (partial remission) or stable disease (tumor process 
stabilization), progressive illness (lack of treatment effect), 
follow-up and deaths.

From the medical records, the retrospective data of pa-
tients who met the inclusion criteria within 01.11.2013 and 
31.10.2017 were collected. Overall, 72 cases have been docu-
mented. The diagnosis, treatment and follow-up of the pati-
ents included in the study were performed in the Hematologic 
Center and Diagnostic Consulting Center of the Oncological 
Institute. The data were collected from out-patient and in-pa-
tient medical records and medical forms. The diagnosis in all 

-

of Hematopoietic and Lymphatic Tissue, proposed in 2008 and 
revised by WHO in 2016 [14-16]. For this purpose, histological 
and immunohistochemical methods were used as well as mo-
noclonal antibodies (CD15, CD30) of the material obtained in 
the biopsy of enlarged lymph nodes, other organs or tissues.
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-

-

Tratamentul a constat din 6-8 cicluri de polichimioterapie 
 ,

 CVPP -

cazuri, a fost aplicat un tratament combinat (polichimiotera-
pie + radioterapie). Schema de tratament ABVD a fost aplica-

-

de polichimioterapie.

Tratamentul combinat a fost efectuat în cazurile când au 

radioterapia (RT).

-

prima linie de tratament, au avut vârsta de 18-40 de ani. Frec-
-

-
cidive tardive. Recidive precoce au fost diagnosticate doar în 
22% din cazuri (Tabelul 2). Atât în cazul recidivelor precoce, 

-
-

avut loc în 15 (21%) cazuri (Tabelul 2). 

Tabelul 1. 
Table 1. on o  n   cc nc  o   cco n  o  n  n

 o o  n  n 

Repartizarea pe sexe / n  on

n Femei / o n

 o 50 (69%) 20 (40%) 30 (60%)

 o 20 (28%) 9 (45%) 11 (55)

>60 ani /  o 2 (3%) 2 (100%) 0 (0%)

Total 72 (100%) 31 (43%) 41 (57%)

The degree of tumour spread of relapsed HL (clinical stage) 
-

cation adopted in Ann-Arbor (USA) in 1971. To determine the 
extent of relapsed HL, the following examination methods have 

-
phy, computed tomography, iliac bone trepanbiopsy etc.

The treatment consisted of 6-8 cycles of polychemothera-
py based on ABVD regimens (doxorubicin, bleomycin, vinblas-
tine, dacarbazine) in 28 patients, CVPP (cyclophosphamide, 
vinblastine, prednisolone, procarbazine) in 27 patients. In 17 
cases, combined treatment (polychemotherapy + radiothera-
py) was applied. The ABVD treatment regimen was applied 
to patients with late relapses, who initially had complete re-
mission after using the above mentioned polychemotherapy 
regimen or with early relapses that occurred after the CVLP 
regimen, or in the case of patients whose full remission was 
obtained after the application of other polychemotherapy re-
gimens.

The CVLP regimen was administered to patients with late 
recurrences, in whom complete remission was also obtained 
after this polychemotherapy regimen, or in the case of early 
recurrences following the application of the ABVD regimen.

The combined treatment was performed in cases where 
residual foci after polychemotherapy remained, radiotherapy 
(RT) being applied as well. Descriptive statistics. The data are 
presented as absolute and relative values.

Results
More than half of patients with relapsed HL, initially dia-

gnosed in stages I-II and with complete remission after the 

frequency was higher in females (57%) than in males (43%) 
(Table 1).

Late recurrences were reported in most patients (78%). 
Early recurrences were only diagnosed in 22% of cases (Table 
2). Tumor progression prevailed in both early and late recur-
rences (44% and 62%, respectively). Local recurrences were 
found in 15 (20.8%) patients. Local remission and progressi-
on of HL occurred in 15 (21%) cases (Table 2).

Most recurrences (86%) were diagnosed in patients with 
nodular sclerosis HL. In the mixed-cellularity HL, relapses 
developed in 8 (11%) patients. In patients with lymphocyte 
predominant HL, recurrence was found in only 2 (3%) cases.

The staging of recurrences was performed according to 
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Majoritatea recidivelor (86%) au fost diagnosticate la paci-
-

-
statate doar în 2 (3%) cazuri. 

-

1971. Astfel, stadiul I a fost constatat la 23 (32%) de bolnavi, 
-

Analiza rezultatelor imediate ale tratamentului recidivelor 

-
unilor complete a fost mai înalt în cazurile de utilizare a po-

Tabelul 2.
Table 2. on o  n    n n  on  occ nc  o  n  c c

 occ nc
Total

Caracterul recidivei /  c c

oc  n oc   o on  n 
Avansare, n (%)

P o on  n 

 1  on
16 (22%) 4 (25%) 5 (31%) 7 (44%)

 1  on
56 (78%) 11 (20%) 10 (18%) 35 (62%)

Table 3. on o  n     n n  on  c n c   cco n  o  In n on  n c  
c on nn o  1 1

Stadiul clinic
n c  P n  n 

I 23 (32%)

II 22 (31%)

III 6 (8%)

IV 21 (29%)

Table 4. I  n   n n     n n  on  n  o

Metoda de tratament
n  o o  on  n P  on  n c  o  c  n 

ABVD 19 (68%) 2 (7%) 7 (25%)

CVPP 14 (52%) 5 (18%) 8 (30%)

PChT + RT 6 (35%) 6 (35%) 5 (30%)

o :   o o c n  o c n  n n  c n  PP  c c o o  n n  n o on  oc n  P  
   o c o   o

(USA) in 1971. Thus, stage I was found in 23 (32%) patients, 

The analysis of the immediate results of relapse treatment 
in patients with HL stages I and II, according to the treatment 

Complete remission was obtained in just over half of the pati-
ents (54%). The percentage of complete remission was higher 
in cases of the ABVD polychemotherapy (68%), as opposed to 
CVPP (52%). The ABVD polychemotherapy is considered to be 
a more intense regimen. Complete remission after combined 
chemotherapy and radiotherapy was 35% (Table 4). Radio-
therapy was applied in the regions of residual tumors after po-
lychemotherapy; however, not in a high percentage (35.3%), it 
contributed to complete remission.

The analysis of the treatment outcomes in patients with 
relapsed HL, initially diagnosed with stages I and II, according 
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combinat chimio-radioterapeutic au constituit 35% (Tabe- 
-

-

-

fost înregistrate în 60,9% din cazuri, spre deosebire de bolna-

doar în 42,9% din cazuri (Tabelul 5). 
Studiul rezultatelor tratamentului recidivelor LH în func-

-
tiv) (Tabelul 6). La vârsta de peste 60 de ani, au fost doar doi 

concluzii veridice.

-

-
mentul cu scheme de polichimioterapie mai agresive, pentru 

-

Tabelul 5.
Table 5. I  n   n n     n n  on   .
Stadiul clinic
Clinical stage o  on  n P  on  n c  o  c  n 

I 14 (61%) 2 (9%) 7 (30%)

II 13 (59%) 2 (9%) 7 (32%)

III 3 (50%) 2 (33%) 1 (17%)

IV 9 (43%) 7 (33%) 5 (24%)

Tabelul 6. 
Table 6. I  n   n n     n n  on 

 o o  on  n P  on  n c  o  c  n 

21-40 25 (50%) 11 (22%) 14 (28%) 

41-60 12 (60%) 2 (10%) 6 (30%)

>60 2 (100%) 0 (0%) 0 (0%)

in stages I and II (60.9% and 59.1%), with gradual decrease in 
stage IV (42.9%). Complete remission in patients with relap-
ses at stage I was recorded in 60.9% of cases, unlike stage IV 
patients, in whom complete remission was obtained in only 
42.9% of cases (Table 5).

The study of the treatment results of relapsed HL by age 
showed that the complete remission rate was slightly higher 
in the age group 41-60 years compared to patients aged 18-40 
years (60.0% and 50,0%, respectively) (Table 6). At the age 
of 60, there were only two patients, and both had complete 
remission. However, because of the small number of patients, 
it is not possible to make accurate conclusions.

The relapse-free survival over 2 and 5 years in patients 
with complete remission was 90.3% and 77.9%, respectively. 
These data show that in cases of complete remission in pati-
ents with relapses, these may be long-lasting and in a fairly 

relapsed HL, it is necessary to intensify the treatment with 
more aggressive polychemotherapeutic regimens, in order to 
achieve complete remission. This refers, in particular, to young 
people (18-40 years), where the relapses were more frequent 
and the treatment outcomes were less effective.

Discussion
Hodgkin’s lymphoma presents a lymphoproliferative ne-

oplasm with a high 7 recovery potential, characterized by a 
variety of morphological features, clinical manifestations and 
different responses to treatment [1, 17, 18]. At present, HL 

-

20]. In fact, these 2 histological subtypes have different clinical 
presentations, age distributions and prognoses.

The treatment outcomes have shown that people aged 18-
40 years have a less favorable prognosis. In the western coun-
tries, this disease accounts for 11% of lymphomas and has a 
peak distribution in young people (25-35 years) who are able 
to work [21, 22].
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-

-

-

cu remisiuni complete, au avut loc, mai frecvent, la persoanele 

-

refractare ale maladiei, formând un singur grup de studiu [23, 

frecvent, doar stadiile generalizate [25, 26].

-
-

-
form schemei ABVD.

Fig. 1 
Fig. 1    o   on  n n   co  on    

patients with initially diagnosed stages I and II with complete 
remission, occurred more frequently in subjects aged 18-40 
years. Therefore, this age presents a risk factor for the deve-
lopment of relapses. More frequently, recurrences have de-
veloped in patients with nodular sclerosis of classical HL and 
rarely in mixed-cellularity and lymphoid depletion forms, as 
highlighted in our study.

The relapsed HL is a rather important problem in treat-
ment. The literature does not elucidate the treatment results 
of relapses in patients with HL, local stages I and II. In most li-
terature, not only patients with relapsed HL, but also patients 
with refractory HL are included, forming a single study group 
[23, 24]. Typically, all stages are analyzed together, or, more 
commonly, only generalized stages [25, 26].

the degree of spread of the tumor process, the age and the ap-

higher in local relapses, in patients aged 41-60 years and after 
polychemotherapy administration according to the ABVD re-
gimen.

It should be highlighted that regardless of the treatment 
method, the patients age or the degree of spread of the tumor 

was achieved only in 54.2% of cases, unlike primary patients, 
where complete remission can be achieved in 90-95% [2, 3].

The relapse-free survival over 2 and 5 years after treat-
ment in patients with relapses and complete remission ac-
counted for 90.3% and 80.4%, respectively. These data indica-

relapsed HL, as achieving complete remission contributes to 
the recovery of these patients.

Finally, we believe that the strong point of the current stu-
dy is that the 18-40 year-old patients are at increased risk for 
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-

-

-

-

-

-

-
-

vent la persoanele cu vârsta de 18-40 de ani (69%). Au 
predominat recidivele tardive (78%).

-
siunile complete au constituit doar 54,2%.

-
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