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Ce nu este cunoscut, deocamdata, la subiectul abordat

In 10-15% din cazuri de limfom Hodgkin in stadiile locale
(I si II), dupa obtinerea remisiunilor complete, se dezvolta
recidive. Rezultatele tratamentului recidivelor LH rdman
nesatisfacatoare si sunt putin studiate.

Ipoteza de cercetare

Dezvoltarea recidivelor la pacientii cu LH influenteaza neg-
ativ asupra duratei vietii si prognosticul, deseori, este nefavo-
rabil.

Noutatea adusa literaturii stiintifice din domeniu

Cel mai frecvent, recidivele limfomului Hodgkin s-au dez-
voltat la persoanele cu varsta de 18-40 ani (69%), preponder-
ent, la femei (60%). Au predominat recidivele tardive (78%).
Cea mai inalta eficacitate a tratamentului recdderilor LH a
demonstrat-o programul de polichimioterapie ABVD, remi-
siuni complete fiind obtinute in 68,0% de cazuri.

Rezumat

Introducere. Desi eficacitatea tratamentului LH este inal-
t3, la aproximativ 10-15% din pacientii cu LH in stadii locale,
dupa obtinerea remisiunilor complete, mai devreme sau mai
tardiv, se pot dezvolta recidive care influenteaza negativ pro-
gnosticul si speranta la viata.

Material si metode. Studiu retrospectiv, descriptiv. Da-
tele clinice, hematologice si rezultatele tratamentului au fost
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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.

Article’s added novelty on this scientific topic

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-
est treatment efficacy of relapsed HL was proven in ABVD
polychemotherapy, complete remission being achieved in
68.0% of cases.

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-
velop relapses that negatively influence the prognosis and life
expectancy.

Material and methods. Retrospective, descriptive study.
Clinical, haematological and treatment outcomes were studied



Treatment of relapsed Hodgkin’s lymphoma

studiate la 72 pacienti cu recidive ale LH, diagnosticati, initial,
cu stadiile I si II, cu remisiuni complete, obtinute dupa terapia
de prima linie. Diagnosticul de LH a fost confirmat morfologic,
conform Clasificarii Internationale Histologice si Citologice a
Patologiilor Tumorale ale Tesutului Hematopoietic si Limfatic,
propusa in anul 2008 si revizuita in anul 2016 de OMS. Stadiul
clinic a fost determinat conform Clasificarii Clinice Internatio-
nale, adoptate In Ann-Arbor (SUA) in anul 1971. Tratamentul
a constat din 6-8 cicluri de polichimioterpie dupa schemele
ABVD (doxorubicing, bleomicing, vinblasting, dacarbazina) la
28 de pacienti; CVPP (cyclophosphamida, vinblastina, predni-
solon, procarbazina) - la 27 de bolnavi. In 17 cazuri, a fost apli-
cat un tratament combinat (polichimioterapie cu radioterapie).
Statistica descriptiva.

Rezultate. Recaderile la pacientii cu remisiuni complete
ale LH, diagnosticati, initial, in stadiul I si II, au avut loc mai
frecvent la persoanele cu varsta de 18-40 de ani (69%). Au
predominat recidivele tardive (78%). Eficacitatea tratamentu-
lui recidivelor a fost joasa, remisiunile complete au constituit
doar 54,2%. Programul de tratament cu o eficacitate mai in-
alta a fost polichimioterapia dupa schema ABVD. Remisiunile
complete au fost obtinute, in acest caz, la 68% dintre pacienti.
Supravietuirea fara recidive la pacientii cu remisiuni complete
peste 2 si 5 ani a fost de 90% si 80%, respectiv.

Concluzii. Tratamentul recaderilor limfomului Hodgkin in
stadiu I-II dupa remisiune completd ramane a fi slab eficient
(54,2-68%), iar speranta la viata la 5 ani este de 80%.

Cuvinte cheie: limfom Hodgkin, recaderi, tratament.

Introducere

Limfomul Hodgkin (LH) este o tumoare care se dezvolta
din tesutul limfoid. Aceasta maladie afecteaza persoanele de
orice varstd, iar curba incidentei are 2 apogeuri. Primul apo-
geu are locla varsta de la 15 ani pana la 25 de ani, apoi, dupa o
scadere semnificativa, curba incepe sa creasca dupa 50 ani [1].

In ultimii 20-30 de ani s-au imbunatatit considerabil rezul-
tatele tratamentului la bolnavii cu LH datorita implementarii
si elaborarii programelor contemporane de terapie. Optimiza-
rea si standardizarea chimioterapiei au contribuit la obtinerea
unui procent inalt, de pana la 95% de remisiuni complete In
stadiile locale ale LH. Supravietuirea de peste 10 ani la paci-
entii In stadiile I si II cu remisiuni complete constituie 90% si
mai mult [2, 3].

Desi eficacitatea tratamentului In stadiile I si II este Tnalt3,
la aproximativ 10-15% dintre pacientii cu LH in stadiile locale,
dupa obtinerea remisiunilor complete se dezvolta recidive [4-
7]- Prognosticul la pacientii cu recaderi deseori este nefavora-
bil, cu reducerea semnificativa a sperantei de viata.

Recidivele LH prezinta o problema destul de importanta
atat in plan de diagnostic, cat si de tratament. O problema ac-
tuala este si determinarea factorilor de risc de dezvoltare a re-
cidivelor, care vor contribui la individualizarea tratamentului.

In prezent, pentru stadiile I si I ale LH, existi o tendinta de
a micsora intensitatea polichimioterapiei si radioterapiei pen-
tru a evita consecintele negative atat In perioada precoce, cat
si cea tardiva [8]. Deci, sarcina principala este ca tratamentul
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in 72 patients with HL relapses, initially diagnosed with stages
I and II, with complete remission after the first-line therapy.
The HL diagnosis was morphologically confirmed, according
to the International Histological and Cytological Classificati-
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
Clinical Classification, adopted in Ann-Arbor (USA) in 1971.
The treatment consisted of 6-8 cycles of polychemotherapy
according to ABVD (doxorubicin, bleomycin, vinblastine, da-
carbazine) regimens in 28 patients; CVPP (cyclophosphamide,
vinblastine, prednisolone, procarbazine) - in 27 patients. In
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
prevailed (78%). The efficacy of relapse treatment was low,
complete remission accounting for only 54.2%. The ABVD
polychemotherapy was the treatment with a higher efficacy.
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
incidence curve has two peaks. The first peak occurs in people
between 15 and 25 years old, then, after a significant decline
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
of HL in local stages. The survival over 10 years in the first and
second-stage patients with complete remission is 90% and
more [2, 3].

Although the treatment efficacy in stages I and II is high,
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-
ficant reduction in life expectancy.

The relapsed HL poses a significant problem both in dia-
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-



efectuat sa posede o eficacitate maxima, cu o toxicitate mini-
ma [9]. Astfel, alegerea tacticii de tratament va fi in functie de
prezenta sau lipsa factorilor de risc de dezvoltare a recidivelor.

Pacientii cu factori de prognostic nefavorabil vor necesita
un tratament mai intensiv, comparativ cu ceilalti.

in tratamentul recidivelor de LH, in ultimii ani, se utilizeaz3
programe de terapie intensiva ca BEACOPP escaladat (cyclop-
hosphamid3, etoposida, procarbazing, vincristing, bleomicina,
prednisolon) si altele [10, 11]. In cazurile de recideri a LH, se
face accent pe doze mari de chimioterapie, cu autotransplant
sau alotransplant al maduvei oaselor [12, 13]. Ins3, autotrans-
plantul si alotransplantul de maduva osoasa nu este disponibil
si accesibil in toate cazurile din varia motive. Din aceste consi-
derente, studierea rezultatelor diferitor metode de tratament
va contribui, probabil, la optimizarea si individualizarea tera-
piei pacientilor cu LH recidivant.

Material si metode

Design-ul studiului este unul de tip retrospectiv, descriptiv.
Au fost studiate aspectele clinice si rezultatele tratamentului
la 72 de pacienti cu recaderi ale LH, diagnosticati, initial, cu
stadiile I si I, cu remisiuni complete, obtinute dupa finalizarea
terapiei de prima linie.
Protocolul de cercetare a obtinut avizul pozitiv al Comitetu-
lui de Etica a Cercetdrii (proces-verbal nr. 34 din 19.06.2014).
Criteriile de includere in studiu au fost:
= varsta pacientului 218 ani;
= bolnavi cu recaderi sau avansare a LH, diagnosticati,
initial, in stadiile I si II, cu remisiuni complete, obtinute
dupa finalizarea terapiei de prima linie;
= statutul de performanta <2 puncte pe scara ECO G/OMS;
= pacienti eligibili pentru tratamentul cu polichimioterapie
si In combinatie cu radioterapie;
= existenta datelor monitorizarii in dinamica.

Criterii de excludere din studiu au fost:
= lipsa datelor care confirma cu certitudine diagnosticul de
LH;

= statutul de performanta >2 puncte pe scara ECOG/OMS;

= pierderea posibilitatii monitorizarii in dinamica a cazu-

lui.

Parametrii inregistrati ai studiului au fost: sexul, varsta,
stadiul bolii, cazul de raspuns complet (remisiune completa),
partial (remisiune partiald) sau de boala stabila (stabilizarea
procesului tumoral), cazul de boala progresiva (tratament fara
efect), durata monitorizarii si cazurile de deces.

Din registrele medicale, au fost colectate datele retrospec-
tive ale pacientilor care au indeplinit criteriile de includere in
perioada 01.11.2013-31.10.2017. in total, au fost documenta-
te 72 de cazuri. Diagnosticul, tratamentul si evidenta pacienti-
lor inclusi in studiu au fost efectuate in Centrul Hematologic si
Centrul Consultativ Diagnostic al Institutului Oncologic. Date-
le au fost colectate din fisele de ambulator si foile de observa-
tie ale pacientilor din stationar. Diagnosticul, in toate cazurile,
a fost confirmat morfologic conform Clasificarii Internationale
Histologice si Citologice a Patologiilor Tumorale ale Tesutului
Hematopoietic si Limfatic, propusa in 2008 si revizuita in anul
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med should have maximum efficacy with minimal toxicity [9].
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
complete remission after the first-line therapy.

The Research Protocol has obtained the positive opinion of
the Research Ethics Committee (Minutes no. 34 0f 19.06.2014).

The inclusion criteria in the study were:

= patient age 218 years;

= patients with relapsed or progressive HL, initially dia-

gnosed in stages I and II with complete remission after
the first-line therapy;

= ECO G/WHO performance status <2;

= patients eligible for polychemotherapy combined with

radiotherapy;

= available follow-up data.

Exclusion criteria from the study were:

= ]lack of data confirming the diagnosis of HL;

= ECOG / WHO performance status >2;

= Jack of available follow-up data.

The parameters recorded in the study were: sex, age, stage
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
cases was morphologically confirmed according to the Inter-
national Histological and Cytological Classification of Tumors
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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2016 de OMS [14-16]. in acest scop, au fost folosite metode
histologice si imunohistochimice, cu utilizarea de anticorpi
monoclonali (CD15, CD30) ale materialului obtinut la biopsia
ganglionilor limfatici mariti, altui organ sau tesut.

Gradul de raspandire al procesului tumoral al recidivelor
de LH (stadiul clinic) a fost determinat conform Clasificarii Cli-
nice Internationale, adoptate in Ann-Arbor (SUA) in anul 1971.
Pentru determinarea gradului de raspandire a recidivelor LH,
au fost utilizate: examenul fizic, radiologic, ultrasonografie, to-
mografia computerizata, trepanobiopsia osului iliac etc.

Tratamentul a constat din 6-8 cicluri de polichimioterapie
dupa schemele ABVD (doxorubicina, bleomicina, vinblastina,
dacarbazinad) la 28 de pacienti, CVPP (cyclophosphamid3, vin-
blastini, prednisolon, procarbazini) - la 27 de bolnavi. In 17
cazuri, a fost aplicat un tratament combinat (polichimiotera-
pie + radioterapie). Schema de tratament ABVD a fost aplica-
ta la pacientii cu recaderi tardive, la care, initial, remisiunea
completa a fost obtinuta dupa utilizarea schemei respective
de polichimioterapie, sau cu recidive precoce, aparute dupa
aplicarea schemei CVLP, sau in cazul pacientilor, la care remi-
siunea completa a fost obtinutd dupa aplicarea altor scheme
de polichimioterapie.

Schema CVLP a fost administrata la pacientii cu recidive
tardive, la care remisiunea completa a fost obtinuta tot dupa
aceasta schema de polichimioterapie, sau 1n cazul recidivelor
precoce, aparute dupa aplicarea schemei ABVD.

Tratamentul combinat a fost efectuat iIn cazurile cand au
ramas focare reziduale dupa polichimioterapie, fiind aplicata
radioterapia (RT).

Statistica descriptiva. Datele sunt prezentate drept valori
absolute si relative.

Rezultate

Mai mult de jumatate dintre pacientii cu recaderi ale LH, di-
agnosticat, initial, in stadiul I-II si cu remisiune completa dupa
prima linie de tratament, au avut varsta de 18-40 de ani. Frec-
venta recidivelor a fost mai Tnalta la femei (57%) decat la bar-
bati (43%) (Tabelul 1).

La majoritatea pacientilor (78%) au fost Inregistrate re-
cidive tardive. Recidive precoce au fost diagnosticate doar in
22% din cazuri (Tabelul 2). Atat in cazul recidivelor precoce,
cat si celor tardive, a predominat avansarea procesului tumo-
ral (44% si 62%, respectiv). Recidivele locale au fost consta-
tate la 15 (20,8%) bolnavi. Recaderi locale si avansarea LH au
avutlocin 15 (21%) cazuri (Tabelul 2).
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The degree of tumour spread of relapsed HL (clinical stage)
was determined according to the International Clinical Classifi-
cation adopted in Ann-Arbor (USA) in 1971. To determine the
extent of relapsed HL, the following examination methods have
been used: physical examination, radiography, ultrasonogra-
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
first line of treatment, were 18-40 years old. The recurrence
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

Tabelul 1. Distribuirea pacientilor cu recdderi ale LH in functie de varsta si sex.
Table 1. Distribution of patients with reccurence of HL according to age and gender.

Categorii de varsta Total pacienti, n (%)

Repartizarea pe sexe / gender repartition

Barbati / men Femei / women

Age groups Total patients, n (%)
18-40 ani / years old 50 (69%)
41-60 ani / years old 20 (28%)

>60 ani / years old 2 (3%)
Total 72 (100%)

20 (40%) 30 (60%)
9 (45%) 11 (55)
2 (100%) 0 (0%)
31 (43%) 41 (57%)
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Tabelul 2. Distribuirea pacientilor cu recaderi in functie de perioada aparitiei si caracterul lor.
Table 2. Distribution of patients with relapses depending on the occurrence period and character.

Perioada aparitiei Caracterul recidivei / relapse character
recaderilor Total

Relapse occurrence

Locald, n (%)
Local, n (%)

Locala cu avansare, n (%)
Local with progression, n (%)

Avansare, n (%)
Progression, n (%)

Precoce (<12 luni)

0, 0, 0, 0
Early (<12 months) 16 (22%) 4 (25%) 5 (31%) 7 (44%)
Tardiva (>12 luni) 0 . . .
Late (>12 months) 56 (78%) 11 (20%) 10 (18%) 35 (62%)

Tabelul 3. Distribuirea pacientilor cu recaderi ale LH 1n functie de stadiul clinic conform Clasificarii Clinice
Internationale (Ann-Arbor, 1971).

Table 3. Distribution of patients with HL relapses depending on the clinical stage according to the International Clinical
Classification (Ann-Arbor, 1971).

Stadiul clinic
Clinical stage

Pacienti, n (%)
Patients, n (%)

I 23 (32%)
il 22 (31%)
1 6 (8%)

v 21 (29%)

Tabelul 4. Rezultatele imediate ale terapiei pacientilor cu recaderi ale LH in functie de metoda de tratament.
Table 4. Inmediate treatment results in patients with relapsed HL depending on the treatment method.

Metoda de tratament Remisiune completd, n (%)

Remisiune partiala, n (%) Fara efect, n (%)

Treatment method Complete remission, n (%) Partial remission, n (%) Lack of effect, n (%)
ABVD 19 (68%) 2 (7%) 7 (25%)
CVPP 14 (52%) 5 (18%) 8 (30%)
PChT + RT 6 (35%) 6 (35%) 5 (30%)

Nota: ABVD - doxorubicina, bleomicing, vinblasting, dacarbazina; CVPP - ciclofosfamidd, vinblasting, prednisolon, procarbazina;

PChT + RT - polichimioterapie + radioterapie.

Note: ABVD - doxorubicine, bleomicine, vinblastine, dacarbasine; CVPP - cyclophosphamide, vinblastine, prednisolone, procarbasine; PCT

+ RT - polychemotherapy + radiotherapy.

Majoritatea recidivelor (86%) au fost diagnosticate la paci-
entii cu LH varianta sclerozi nodulara. In varianta mixt-celula-
ra a LH, recidive s-au dezvoltat la 8 (11%) pacienti. La bolnavii
cu varianta cu predominare limfoida a LH, recidive au fost con-
statate doar in 2 (3%) cazuri.

Stadializarea recidivelor a fost efectuata conform Clasifica-
rii Clinice Internationale, adoptate in Ann-Arbor (SUA) in anul
1971. Astfel, stadiul I a fost constatat la 23 (32%) de bolnavi,
stadiul Il - 1a 22 (31%) de pacienti, stadiul III - 1a 6 (8%) paci-
enti si stadiul IV -1n 21 (29%) de cazuri.

Analiza rezultatelor imediate ale tratamentului recidivelor
la pacientii cu stadiul I si Il ale LH, in functie de metoda de
tratament, a aratat ca eficacitatea curativa generala a fost de
72%. Remisiuni complete au fost obtinute doar la putin mai
mult de jumatate dintre pacienti (54%). Procentul remisi-
unilor complete a fost mai 1nalt in cazurile de utilizare a po-
lichimioterapiei dupa schema ABVD (68%), spre deosebire de
CVPP (52%). Polichimioterapia ABVD este considerata a fi o
schema mai intensa. Remisiunile complete dupa tratamentul

the International Clinical Classification adopted in Ann-Arbor
(USA) in 1971. Thus, stage | was found in 23 (32%) patients,
stage Il - in 22 (31%) patients, stage III - in 6 (8%) patients
and stage IV - in 21 (29%) of cases.

The analysis of the immediate results of relapse treatment
in patients with HL stages [ and 1], according to the treatment
method, showed that the overall therapeutic efficacy was 72%.
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 I, according
to the relapse status, found that the overall efficacy was higher
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Tabelul 5. Rezultatele imediate ale tratamentului pacientilor cu recidive ale LH in functie de stadiul recidivei.
Table 5. Immediate treatment results in patients with relapsed HL depending on the relapse stage.

Stadiul clinic
Clinical stage

Remisiune completd, n (%)
Complete remission, n (%)

Remisiune partiala, n (%)
Partial remission, n (%)

Fara efect, n (%)
Lack of effect, n (%)

I 14 (61%)
11 13 (59%)
I 3 (50%)
v 9 (43%)

2 (9%) 7 (30%)
2 (9%) 7 (32%)
2 (33%) 1(17%)
7 (33%) 5 (24%)

Tabelul 6. Rezultatele imediate ale tratamentului pacientilor cu recaderi ale LH in functie de varsta.
Table 6. Immediate treatment results in patients with relapsed HL depending on age.

Grupe de varsta Remisiune complet3, n (%)

Remisiune partiald, n (%)

Fari efect, n (%)

Age groups Complete remission, n (%) Partial remission, n (%) Lack of effect, n (%)
21-40 25 (50%) 11 (22%) 14 (28%)
41-60 12 (60%) 2 (10%) 6 (30%)

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

combinat chimio-radioterapeutic au constituit 35% (Tabe-
lul 4). Radioterapia a fost aplicata in regiunile tumorilor rezi-
duale dupa polichimioterapie; totusi, la un procent nu mare
(35,3%), dar a contribuit la obtinerea remisiunilor complete.

Analiza rezultatelor tratamentului recidivelor pacientilor
cu LH, diagnosticati, initial, cu stadiile I si II, in functie de sta-
diul recidivelor, a constatat ca eficacitatea generala a fost mai
inalta in stadiul I si Il (60,9% si 59,1%), cu descrestere trepta-
ta in stadiul IV (42,9%).

Remisiunile complete la pacientii cu recidive stadiul I au
fost Inregistrate in 60,9% din cazuri, spre deosebire de bolna-
vii cu stadiul IV, la care remisiunile complete au fost obtinute
doar in 42,9% din cazuri (Tabelul 5).

Studiul rezultatelor tratamentului recidivelor LH in func-
tie de varstd a aratat ca rata remisiunilor complete obtinute a
fost putin mai inaltd in grupul de varsta 41-60 de ani, fata de
pacientii cu varsta intre 18-40 de ani (60,0% si 50,0%, respec-
tiv) (Tabelul 6). La varsta de peste 60 de ani, au fost doar doi
bolnavi si la ambii au fost obtinute remisiuni complete. Ins3,
din cauza numarului mic de pacienti, nu este posibil de emis
concluzii veridice.

Supravietuirea fara recidive peste 2 si 5 ani la pacientii cu
remisiuni complete a fost de 90,3% si 77,9%, respectiv. Aceste
date ne arata ca in cazurile de obtinere a remisiunilor comple-
te la pacientii cu recaderi, acestea pot fi de lunga durata si intr-
un procent destul de nalt (77,8%) - chiar vindecare. Astfel, In
cazurile de recaderi ale LH, este necesar de intensificat trata-
mentul cu scheme de polichimioterapie mai agresive, pentru
a obtine remisiuni complete. Aceasta se refera, Indeosebi, la
persoanele tinere (18-40 ani), la care recaderile au fost mai
frecvente si rezultatele tratamentului au fost cu o eficacitate
mai joasa.

Discutii

Limfomul Hodgkin prezinta o neoplazie limfoproliferativa,

cu potential inalt de vindecare, caracterizata printr-o varietate
de caracteristici morfologice, manifestari clinice si diferit ras-

in stages I and I (60.9% and 59.1%), with gradual decrease in
stage IV (42.9%). Complete remission in patients with relap-
ses at stage | 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
high percentage (77.8%) - even recovery. Thus, in cases of
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
is classified as two distinct disease entities: NLPHL - nodu-
lar lymphocytic predominant HL and CHL - classical HL [19,
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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Fig. 1 Rata de supravietuire la 60 de luni a pacientilor cu remisiune completa dupa prima recadere.
Fig. 1 The survival rate over 60 months in patients with complete remission after the first relapse.

puns la tratament [1, 17, 18]. In prezent, LH este clasificat ca
doua entitati distincte ale bolii: NLPHL - LH nodular cu predo-
minare limfocitara si CHL - LH clasic [19, 20]. De fapt, aceste 2
subtipuri histologice au diferite prezentari clinice, distributii
de varsta si prognoze.

Rezultatele tratamentului au aratat ca persoanelee cu var-
sta de 18-40 ani prezintd un grup cu un prognostic mai putin
favorabil. In tirile ocidentale, aceastd maladie ocupa 11% din
limfoame si are o distributie cu un apogeu la persoanele tinere
(25-35 de ani), apte de munca [21, 22].

In studiul efectuat s-a constatat ca reciderile care s-au dez-
voltat la pacientii cu LH diagnosticatj, initial, in stadiile I si II
cu remisiuni complete, au avut loc, mai frecvent, la persoanele
cu varsta de 18-40 de ani. Aceasta varsta, asadar, prezinta un
factor de risc de dezvoltare a recaderilor. Mai frecvent, recidi-
vele s-au dezvoltat la pacientii cu varianta scleroza nodulara a
formei clasice a LH si rar - In formele mixt-celulara si depletie
limfoid3, ceea ce a fost evidentiat in studiul nostru.

Recidivele LH prezinta o problema destul de importanta si
in plan de tratament. In literatura nu sunt elucidate rezultatele
tratamentului recidivelor care au aparut la pacientii cu stadiile
locale I si II ale LH. In majoritatea lucrarilor, sunt inclusi nu
doar pacientii cu recaderi ale LH, dar si bolnavii cu formele
refractare ale maladiei, formand un singur grup de studiu [23,
24]. De obicei, sunt analizate toate stadiile impreuna sau, mai
frecvent, doar stadiile generalizate [25, 26].

Se poate de mentionat ca eficacitatea tratamentului a fost
in functie de gradul de raspandire a procesului tumoral, var-
std si schema de PChT care a fost aplicata. Eficacitatea trata-
mentului a fost mai Tnalta in stadiile locale ale recaderilor, la
pacientii cu varsta de 41-60 de ani si dupd aplicarea PChT con-
form schemei ABVD.

E de mentionat c3, indiferent de metoda de tratament, de
varsta pacientilor sau de gradul de raspandire al procesului

The study allowed to find that relapsed HL, developed in
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].

It can be noted that the treatment efficacy was based on
the degree of spread of the tumor process, the age and the ap-
plied polychemotherapy regimen. The treatment efficacy was
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
process, the treatment efficacy was low. Complete remission
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-
te that there is a need for an intensified treatment in cases of
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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tumoral, eficacitatea tratamentului a fost joasa. Remisiuni
complete au fost obtinute doar in 54,2% din cazuri, spre de-
osebire de pacientii primari, la care remisiunea completa se
poate obtine in 90-95% [2, 3].

Supravietuirea fara recidive peste 2 si 5 ani dupa trata-
mentul efectuat la pacientii cu recdderi si remisiuni complete
a constituit, respectiv, 90,3% si 80,4%. Aceste date ne indica la
necesitatea intensificarii tratamentului in cazurile de recaderi
ale LH, deoarece obtinerea remisiunilor complete contribuie
la vindecarea acestor pacienti.

in cele din urma, considerim ci punctele forte ale studiu-
lui prezent sunt constatarea faptului, ca grupul de pacienti cu
varsta 18-40 de ani prezinta un risc sporit pentru dezvolta-
rea recaderilor LH, comparativ cu alte varste. De asemenea,
s-a constatat ca cea mai optimald schema de polichimioterapie
s-a dovedit a fi ABVD.

Din punctele slabe ale studiului mentionam caracte-
rul lui retrospectiv, esantionul relativ mic de pacienti, lipsa
posibilitdtii de folosire a tratamentului cu doze mari de chi-
mioterapeutice si cel de autotransplant in Republica Moldova.

Concluzii

1) Recaderile la pacientii cu remisiuni complete ale LH, di-
agnosticati, initial, In stadiul I si II, au avut loc mai frec-
vent la persoanele cu varsta de 18-40 de ani (69%). Au
predominat recidivele tardive (78%).

2) Eficacitatea tratamentului recidivelor a fost joasa, remi-
siunile complete au constituit doar 54,2%.

3) Programul de tratament cu o eficacitate mai inalta a
fost polichimioterapia dupa schema ABVD. Remisiuni-
le complete au fost obtinute, in acest caz, la 68% dintre
pacienti.

4) Supravietuirea fara recidive la pacientii cu remisiuni
complete peste 2 si 5 ani a fost de 90% si 80%, respectiv.
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