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Abstract

Background: Non-Hodgkin’s lymphomas (NHL) are malignant tumors that develop from lymphoid tissue. Primary lymph node (LN) involvement is the
most common localization (52-70%). The integration of Rituximab (R) in the NHL treatment represented a turning point. The aim of this study was to
evaluate the therapeutic impact of the use of R in combination with conventional polychemotherapeutic (PChT) in the treatment of nodal onset NHL.
Material and methods: A descriptive cohort study was performed on 80 patients diagnosed with NHL.

Results: In the study participated: men - 39(48.8%), women - 41(51.2%). The mean age of the patients was 56.09 + 13.6 years. The onset of NHL occurred
in peripheral I/n in 85.0% of cases, in mediastinal LN - 7.5%, and abdominals in 7.5%. Stages I-II were identified in 21(26.2%) patients, stages III-IV in
59(73.8%) cases. Aggressive NHLs were diagnosed in 54(67.5%) patients, indolent NHLs in 26(32.5%) cases. In 61(76.3%) patients, first-line R+PChT
treatment was applied — group 1(G1), and in 19(23.8%) cases conventional PChT was applied — group 2(G2). The overall response rate (ORR) in G1 was
86.8%, in G2 - 63.1%. Complete remissions (CR) were obtained in G1 in 63.9% of patients, in G2 - 47.3% of cases. Progression-free survival (PFS) in
G1 had a median of 20 months, and in G2 the median was 12 months (p <0.05).

Conclusions: The use of Rituximab increased the ORR rate (86.8% vs 63.1%), the frequency of CR (63.9% vs 47.3%) and PFS (20 months vs 12 months
(p <0.05).
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Introduction The onset of NHL can occur in any organ and tissue.
More often primary NHL develops in lymph nodes (52-
70%). Among other risk factors the progression of NHL is
also influenced by the location of the primary affected area.

Rituximab represents a humanized chimeric anti-CD20
monoclonal antibody, that is a powerful tool for treating
B-cell malignancies being licensed for the treatment of
non-Hodgkins lymphomas, chronic lymphocytic leukemia,
Waldenstrom macroglobulinemia, etc. [9]. Direct signaling,
complement-mediated cytotoxicity (CMC), and antibody-
dependent cellular cytotoxicity (ADCC) all appear to
play a major role in rituximab efficacy in association with
chemotherapy in treatment of NHL [9, 10].

Since the approval of rituximab, anti-CD20 monoclonal
antibodies have revolutionized the treatment of B cell NHL
and have become a cornerstone of modern gold standard
practice [11, 12].

The aim of the paper is to identify and evaluate the clinical
and evolutionary features of non-Hodgkin’s lymphomas
with primary involvement of peripheral lymph nodes under
the influence of chemoimmunotherapeutic treatment with
rituximab in combination with conventional chemotherapy.

Non-Hodgkin’s lymphomas (NHL) are malignant tu-
mors of lymphatic tissue [1, 2]. They are some of the most
common malignant hematological disorders having a pro-
portion of 3.1-4.3% of the structure of malignant tumors,
being ranked as the 5th to 9th most common cancer in most
countries worldwide [3-5]. NHL morbidity in the Republic
of Moldova is estimated to be 4.1 cases per 100000 inhabit-
ants[1,6]. NHL can develop at any age group, however NHL
morbidity increases with age, with a maximum incidence
between 45 and 65 years, thus affecting the working age
population [3, 7].

These malignancies arise from the malignant transfor-
mation of mature and immature cells of immune system,
affecting either B lymphocytes — representing around 86%
of all NHL, and a smaller proportion of T- and natural kill-
er (NK) cells — 14% in developing regions [5]. A series of
prognostic factors are recognized for the influence of NHL
evolution, among them: age, sex, clinical stage, LDH level,
etc. NHL prognosis is also influenced by the location of the
primary affected area [1, 8].
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Material and methods

The clinical aspects and the evolution of the disease were
studied in 80 patients with NHL with primary lymph node
(LN) involvement, aged between 22 and 83 years. The di-
agnosis was morphologically confirmed by lymph node bi-
opsy. The spreading degree of the tumor process was deter-
mined according to the International Clinical Classification
adopted in the city of Ann Arbor (USA), in 1971 [13].

For the staging of the tumoral process and determination
of the degree of initial expansion of NHL, were used
data received from: clinical examinations, imaging and
ultrasound investigations, bone marrow aspiration, bone
marrow biopsy, endoscopic or radiological research of the
gastrointestinal tract (if necessary), fibroepipharyngoscopy
(if necessary).

For the statistical analysis of the data, the standard
descriptive statistics kit was used through the data analysis
of Microsoft EXCEL and on IBM SPSS Statistics 26.0. The
use of the standard descriptive statistics kit facilitated the
calculation of mean, median and p value. To assess patient
survival, the Kaplan-Meier’s life-table method of forming
survival curves, was used.

Results

Out of the 80 patients participating in the study, 39
(48.8%) were men and 41 (51.2%) women. The mean age of
the patients was 56.09+13.6 years. The age categories most
often affected by NHL in the study group were: age group
61-70 years — 25 patients (31.25%), age group 51-60 years —
22 patients (27.5%) followed by age group 41-50 years — 14
cases (17.5%), (fig. 1).
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Fig. 1. Distribution of patients in the study group according to
age categories

The analysis of the statistical distribution of the study
group in correspondence with the area of the LN primary
involved showed that more often the NHL onset occurred
in: peripheral 1/n in 85.0% of cases, in mediastinal LN -
7.5%, and in abdominals LN in 7.5%, (tab.1).

Table 1. Distribution of patients in the study group
according to area of lymph nodes primary involved in
the tumoral proliferation

Are.a of I.yrr!ph nodes Patients Frequency (%)
primarily involved
Peripheral LN 68 85.0
Mediastinal LN 6 7.5
Intrabdominal LN 6 7.5
Total 80 100.0

Table 2. Distribution of NHL patients with primary lymph node involvement according to the localization of the
primary involved area and age category

= Onset in the area of the lymph nodes
& S£85 _ 5 _ . _
) 220U s = 5 K cE g3 [~
g Yag 3 ] 2 S £S g2
© - s = A
18-30 Count 1 0 0 3 1 1 6
% 16.7% 0.0% 0.0% 50.0% 16.7% 16/7% 100.0%
31-40 Count 2 1 0 0 0 1 4
% 50.0% 25.0% 0.0% 0.0% 0.0% 25.0% 100.0%
21-50 Count 8 2 2 0 1 1 14
% 57.1% 14.3% 14.3% 0.0% 7.1% 7.1% 100.0%
51-60 Count 7 4 3 0 2 6 22
% 31.8% 18.2% 13.6% 0.0% 9.1% 27.3% 100.0%
61-70 Count 11 5 2 2 2 3 25
% 44.0% 20.0% 8.0% 8.0% 8.0% 12.0% 100.0%
71-80 Count 3 2 0 1 0 2 8
% 37.5% 25.0% 0.0% 12.5% 0.0% 25.0% 100.0%
>80 Count 1 0 0 0 0 0 1
% 100.0% 0.0% 0.0% 0.0% 0.0% 0.0% 100.0%
Count 33 14 7 6 6 14 80
Total % 41.3% 17.5% 8.8% 7.5% 7.5% 17.5% 100.0%
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Among the peripheral lymph nodes, the cervical
lymph nodes served, most frequently, as the area of onset
of the tumor process — 33 (41.3%) cases, followed by the
supraclavicular and axillary area with 14 cases each (17.5%
each), whereas the onset of lymphoma occurred in the
inguinal lymph nodes in 7 (8.8%) patients. The analysis
of the distribution by age categories shows that the area of
onset of lymphoma proliferation starting from the cervical
lymph nodes was predominant in all age groups, except for
the age category 18-30 years where in 50% of cases the onset
of tumor proliferation began in mediastinal lymph nodes
(tab. 2).

According to the International Clinical Classification,
approved in Ann Arbor (USA), most patients were
diagnosed in generalized stages: stage III - 17 (21.3%)
cases, stage IV in 42 (52.5%) patients. Localized stages were
diagnosed in 26.3% of cases, from which: stage I - 7 (8.8%)
patients, stage I — 14 (17.5%) cases.

The histological examination of the tissue samples has
determined aggressive types of NHL in 54 (67.5%) cases.
However, it should be mentioned that indolent NHLs were
also found quite frequently, in 26 (32.5%) patients. Aggressive
non-Hodgkin’s lymphomas were the only types of NHL
(100%) that were detected in cases of primary mediastinal
localization of the tumor process. Aggressive NHLs also
predominated in patients with primary involvement of the
inguinal, cervical, abdominal, and axillary lymph nodes
(85.7%, 72.7%, 66.7%, and 57.1%, respectively). Indolent
NHLs were recorded more frequently in patients with
primary supraclavicular lymph node involvement (57.1%)
cases (tab. 3).

Table 3. Distribution of NHL patients with primary
lymph node involvement according to evolutionary type
of NHL and primary involved area

Evaluative type of
Area ofI/n | Count/within NHL
primarily area of I/n pri- Total
X S . Indo-
involved | marily involved | Aggressive lent
. Count 24 9 33
Cervical
% 72.7% 27.3% | 100.0%
. Count 8 6 14
Axillary
% 57.1% 42.9% | 100.0%
. Count 6 1 7
Inguinal
% 85.7% 14.3% | 100.0%
Count 6 0 6
Mediastinal
% 100.0% 0.0% | 100.0%
Intra-ab- Count 4 2 6
dominal % 66.7% 33.3% | 100.0%
Supracla- Count 6 8 14
vicular % 42.9% 57.1% | 100.0%
Count 54 26 80
Total
% 67.5% 32.5% | 100.0%

Aggressive NHLs constituted the majority of NHL
types in patients diagnosed in localized stages: stage I — 7
(100%) cases; stage IT — 10 (71.4%) of patients. In the case

of generalized stages, the ratio between aggressive NHL vs
indolent NHL looks like this: stage III - 47.1% vs 52.9%;
stage IV — 69% vs 31% (tab. 4).

Symptoms of general intoxication were present in 42
patients (52.5%), mostly (73.8%) in the generalized stages
of the disease. Symptoms of intoxication were present in
100% of cases in the primary involvement of the mediastinal
lymph nodes, 64.3% in the primary involvement of the
axillary lymph nodes, and 51.5% in the primary involvement
of the cervical lymph nodes. The primary involvement of
intrabdominal and supraclavicular lymph nodes in half of
the cases (50%) was associated with B symptoms, in contrast,
the onset of lymphoma in the inguinal lymph nodes was
associated with B cell symptoms in only 14.3% of patients.

Table 4. Distribution of NHL patients with primary
lymph node involvement according to clinical stage and

evaluative type of NHL
Disease Count/ % Evolutive type of NHL Total
stage | within disease
stage Aggressive Indolent
Count 7 0 7
% 100.0% 0.0% 100.0%
I Count 10 4 14
% 71.4% 28.6% 100.0%
Il Count 8 9 17
% 47.1% 52.9% 100.0%
v Count 29 13 42
% 69.0% 31.0% 100.0%
Total Count 54 26 80
% 67.5% 32.5% 100.0%

Depending on the type of treatment given to patients,
the group of patients was subdivided into 2 subgroups:
subgroup 1 - subgroup of patients, whose conventional
polychemotherapeutic (PChT) treatment (CHOP, COP;
FC, etc., in accordance with the provisions of the national
clinical protocol) was associated with the administration of
rituximab, and subgroup 2 - the subdivision of patients who,
for various reasons (medical contraindications, personal
allergic history, personal choices of the patient, etc.),
followed the treatment only with the use of conventional
polychemotherapy. In subgroup 1 (R + PChT) were included
61 (76.3%) patients, and the subgroup 2 (PChT alone)
included 19 (23.8%) cases.

Analyzing the treatment efficacy ithas been observed that
the overall response rate (ORR) in subgroup 1 constituted
86.8%, compared with subgroup 2 where the ORR was
equal to 63.1%. Complete remissions (CR) were obtained in
subgroup 1 in 63.9% of patients, and in subgroup 2 in 47.3%
of cases (fig. 2).

Progression-free survival (PFS) in subgroup 1 had a
median of 20 months, and in subgroup 2 the median was 12
months (p=0.001) (fig. 3).




ORIGINAL RESEARCH

V. Tomacinschii et al. Moldovan Medical Journal. November 2021;64(5):56-61

100%

33
90% 98 15.4
80%

23 215

70%

60%

50%

40%

30%

20%

10%

0%

Subgroup 1 Subgroup 2

CR mPR ©SD mPD
Fig. 2. Effectiveness of treatment within study
subgroups. CR - complete remission, PR - partial

remission, SD - stable disease, PD - progressive disease

Rituximah use

T Rituximab based regimens
| Convertional
chematherapy
Rituximah based
aE regimens-censored
{ Conventional

03 chemotherapy-censored

06

04

Cumulative survival

02

00

10
Progression free survival, months

20 30 40 50

Fig. 3. Kaplan Meier estimates of progression free
survival (PFS), within the study subgroups

Discussion

As a result of this study, it was found that NHL with pri-
mary lymph node involvement more frequently developed
in people aged between 61-70 years (31.25%), and 51-60
years (27.5%), which corresponds to the literature data [3,
14-16]. At the same time, this study confirmed the primary
predilection for involvement of non-Hodgkin's lymphomas
in the peripheral lymph nodes, with 85% of cases beginning
here.

Cervical and supraclavicular lymph node area served
as area of origin of tumoral expansion in 41.3% and

17.5%, respectively. Large descriptive studies that have
been realized, previously have also shown that the most
common sites of involvement are localized in cervical
and supraclavicular area. The percentage reported by
the literature data varied in the case of primary cervical
lymph node involvement ranged from 31 to 37% [17, 18],
and the supraclavicular area served as the area of primary
involvement in the lymphoma process in 11%, more or less
similar to our data [18]. Similarities between data from
other scientific articles and our data were also found in case
of primary involvement of the axillary lymph nodes (17.5%
- our data vs 11.9% in the literature data [18]. Meanwhile,
must be paid attention to a slight dissonance in the case
of primary involvement of the inguinal lymph nodes. Our
data determined a primary involvement of the lymph nodes
in 8.8%, while studies show that the groin area is involved
in approximately 16.4-18% [17-19]. The correlation of
the primary location of the tumor localisation according
to the age category did not show discrepancies compared
to the general frequency of the primary implications of
non-Hodgkin’s lymphomas, the cervical area remaining
predominant. The exception was the age category 18-30
years, in which 50% of the tumor’s process onset served the
mediastinum area. Similar data regarding the onset of non-
Hodgkins lymphoma in correlation to age can be found in
several studies of the literature [20-22]. The group of patients
was homogeneous, as a confirmation comes the mutual
ratio between the percentages of aggressive non-Hodgkin’s
lymphomas vs indolent non-Hodgkin’s lymphoma (67.5%
vs 32.5%). Epidemiological studies showed similar values in
terms of the frequency of detection of aggressive lymphomas
(59-65%) vs indolent (35-41%) [16, 23-25]. The correlation
between the clinical stage of non-Hodgkins lymphomas
and their evolutionary type determines another peculiarity,
namely, the only or most aggressive NHLs are determined
localized in stages I and II (100% and 71.4% respectively)
while in generalized stages the ratio between aggressive
NHL vs indolent NHL is more or less equal and constitutes:
47.1% vs 52.9% in clinical stage III and 69.0% vs 31.0% in
clinical stage IV. These data can be explained by the earlier
addressing of patients with aggressive NHL who have a
more overt clinical picture [23].

Treatment with the monocolonal anti-CD-20 antibody,
rituximab, increased the overall response rate. Thus,
within subgroup 1 there was an ORR of 86.8% compared
to subgroup 2 where ORR constituted 63.1%. Specialized
analyses performed on various treatment groups in terms
of structure and demography provided results comparable
to those obtained by us, ORR ranged from 79-92% in
treatment groups using rituximab, compared to 57-75% in
groups where best available treatment was used [26-30].

PES in the study subgroup using rituximab in combina-
tion with conventional chemotherapy had a median of 20
months (p=0.001) at a 36-month follow-up period. PES in
the subgroup treated with rituximab in our case is slight-
ly shorter compared to previously published data [12, 26,
28]. A possible explanation would be the comorbid status,
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which required a decrease in the total therapeutic doses of
the drugs used.

Conclusions

1. NHL with primary involvement of peripheral lymph
nodes developed more often in the age category 61-70 years
(31.25%).

2. The onset of NHL occurred more frequently in the
peripheral lymph nodes (85.0%), in which the involvement
of the cervical lymph nodes predominated (41.3%).

3. The frequency of aggressive NHL was 67.5%. Indolent
NHL was diagnosed in 32.5% of cases.

4. The use of rituximab in combination with PChT
increased the ORR rate (86.8% compared to 63.1%), the
frequency of CR (63.9% as opposed to 47.3%) and PFS (20
months compared to 12 months).

References

—

. Corcimaru I. Hematologie [Hematology]. Chisinau: Medicina; 2007.
388 p. Romanian.

2. Tomacinschii V, Robu M, Buruiana S, Tomacinschii C. IBCL-380: clini-
cal features of non-Hodgkin’s lymphomas with primary involvement
of peripheral lymph nodes in an elderly population. Clin Lymphoma
Myeloma Leuk. 2020;20(Suppl 1):5285. https://doi.org/10.1016/S2152-
2650(20)30913-7.

3. Siegel RL, Miller KD, Jemal A. Cancer statistics, 2017. CA Cancer J Clin.
2017;67(1):7-30. https://doi.org/10.3322/caac.21387.

4. Chiu BC, Hou N. Epidemiology and etiology of non-Hodgkin’s lym-
phoma. In: Evens A., Blum K, editors. non-Hodgkin’s lymphoma. Cham:
Springer; 2015. p. 1-25. (Cancer Treatment and Research; vol 165).
https://doi.org/10.1007/978-3-319-13150-4_1.

5. Miranda-Filho A, Pifieros M, Znaor A, Marcos-Gragera R, Steliarova-
Foucher E, Bray F. Global patterns and trends in the incidence of non-
Hodgkin’s lymphoma. Cancer Causes Control. 2019;30(5):489-499.
https://doi.org/10.1007/s10552-019-01155-5.

6. Tomacinschii V, Robu M, Corcimaru, I, Musteata L, Buruiana S, Popescu
M, Catan C, Chiu M. Aspectele clinice ale limfoamelor non-Hodgkin cu
afectare primari a ganglionilor limfatici periferici la persoanele in etate
[Clinical aspects of non-Hodgkin’s lymphomas with primary involve-
ment of peripheral lymph nodes in the elderly]. [Public Health Econ
Manag Med] (Chisinau). 2020;(4/86):40-44. Romanian.

7. Zelenetz AD, Gordon LI, Wierda WG, Abramson JS, Advani RH,
Andreadis CB, et al. Non-Hodgkin’s lymphomas, version 4.2014. J
Natl Compr Canc Netw. 2014;12:1282-303. https://doi.org/10.6004/
jncen.2014.0125.

8. Payandeh M, Sadeghi M, Shahriari-ahmadi A, Sadeghi E. The survival
of nodal non-Hodgkin’s lymphoma patients in the West of Iran. Am J
Cancer Prev. 2015;3(5):103-105. https://doi.org/10.12691/ajcp-3-5-8.

9. Cerny T, Borisch B, Introna M, Johnson P, Rose AL. Mechanism of ac-
tion of rituximab. Anticancer Drugs. 2002;13 Suppl 2:53-10. https://doi.
org/10.1097/00001813-200211002-00002.

10. Weiner GJ. Rituximab: mechanism of action. Semin Hematol.
2010;47(2):115-23. https://doi.org/10.1053/j.seminhematol.2010.01.011.

11. Pavanello E, Zucca E, Ghielmini M. Rituximab: 13 open questions after
20 years of clinical use. Cancer Treat Rev. 2017;53:38-46. https://doi.
org/10.1016/j.ctrv.2016.11.015.

12. Mohammed R, Milne A, Kayani K, Ojha U. How the discovery of ritux-
imab impacted the treatment of B-cell non-Hodgkin’s lymphomas. J
Blood Med. 2019;10:71-84. https://doi.org/10.2147/JBM.S190784.

13. Carbone PP, Kaplan HS, Musshoff K, Smithers DW, Tubiana M. Report

of the committee on Hodgkin’s disease staging classification. Cancer

Res. 1971;31(11):1860-1.

14. Tadmor T, Liphshitz I, Silverman B, Polliack A. Incidence and epidemiol-
ogy of non-Hodgkin’s lymphoma and risk of second malignancy among
22 466 survivors in Israel with 30 years of follow-up. Hematol Oncol.
2017;35(4):599-607. https://doi.org/10.1002/hon.2302.

15. Boffetta PI. Epidemiology of adult non-Hodgkin’s lymphoma. Ann On-
col. 2011;22(Suppl 4):iv27-31. https://doi.org/10.1093/annonc/mdr167.

16. Skrabek P, Turner D, Seftel M. Epidemiology of non-Hodgkin’s lym-
phoma. Transfus Apher Sci. 2013;49(2):133-8. doi: 10.1016/j.tran-
5¢i.2013.07.014.

17. Banfi A, Bonadonna G, Carnevali G, Oldini C, Salvini E. Preferential
sites of involvement and spread in malignant lymphomas. Eur ] Cancer.
1968;4(3):319-24. doi: 10.1016/0014-2964(68)90058-3.

18. Laurent C, Do C, Gourraud PA, De Paiva GR, Valmary S, Brousset P.
Prevalence of common non-Hodgkins lymphomas and subtypes of
Hodgkin's lymphoma by nodal site of involvement. Medicine (Baltimore).
2015;94(25):e987. https://doi.org/10.1097/MD.0000000000000987.

19. Pérez GB, Calaf GM, Villalba MTM, Prieto KS, Burgos FC. Frequency
of hematologic malignancies in the population of Arica, Chile. Oncol
Lett. 2019;18(5):5637-43. https://doi.org/10.3892/01.2019.10858.

20. Aggarwal R, Rao S, Dhawan S, Bhalla S, Kumar A, Chopra P. Primary
mediastinal lymphomas, their morphological features and comparative
evaluation. Lung India. 2017;34(1):19-24. https://doi.org/10.4103/0970-
2113.197115.

21. Martelli M, Ferreri A, Di Rocco A, Ansuinelli M, Johnson PWM.
Primary mediastinal large B-cell lymphoma. Crit Rev Oncol Hematol.
2017;113:318-27. https://doi.org/10.1016/].CRITREVONC.2017.01.009.

22.Xu L, Zhang S. Mediastinal lymphoma. In: Zhang S, editor. Diagnostic
imaging mediastinal diseases. Singapore: Springer; 2021. p. 81-104.
https://doi.org/10.1007/978-981-15-9930-9_5.

23.Smith A, Crouch S, Lax S, Li J, Painter D, Howell D, et al. Lymphoma
incidence, survival and prevalence 2004-2014: Sub-type analyses from
the UK’s Haematological Malignancy Research Network. Br J Cancer.
2015;112(9):1575-84. https://doi.org/10.1038/bjc.2015.94.

24. Anderson JR, Armitage JO, Weisenburger DD. Epidemiology of the
non-Hodgkin’s lymphomas: distributions of the major subtypes differ by
geographic locations. Non-Hodgkins Lymphoma Classification Project.
Ann Oncol. 1998;9(7):717-20. doi: 10.1023/a:1008265532487.

25. Lunning MA, Vose JM. Management of indolent lymphoma: where are
we now and where are we going. Blood Rev. 2012;26(6):279-88. https://
doi.org/10.1016/j.blre.2012.09.004.

26.Dotan E, Aggarwal C, Smith MR. Impact of rituximab (Rituxan)
on the treatment of B-cell non-Hodgkins lymphoma. Pharm Ther.
2010;35(3):148-57.

27. Marcus R, Imrie K, Solal-Celigny P, Catalano JV, Dmoszynska A, Raposo
JC, et al. Phase III study of R-CVP compared with cyclophosphamide,
vincristine, and prednisone alone in patients with previously untreated
advanced follicular lymphoma. J Clin Oncol. 2008;26(28):4579-86.
https://doi.org/10.1200/JCO.2007.13.5376.

28. Pfreundschuh M, Trimper L, Osterborg A, Pettengell R, Trneny M,
Imrie K, et al. CHOP-like chemotherapy plus rituximab versus CHOP-
like chemotherapy alone in young patients with good-prognosis diffuse
large-B-cell lymphoma: a randomised controlled trial by the MabThera
International Trial (MInT) Group. Lancet Oncol. 2006;7(5):379-91.
https://doi.org/10.1016/S1470-2045(06)70664-7.

29. Herold M, Haas A, Srock S, Neser S, Al-Ali KH, Neubauer A, et al. Ritux-
imab added to first-line mitoxantrone, chlorambucil, and prednisolone
chemotherapy followed by interferon maintenance prolongs survival
in patients with advanced follicular lymphoma: an East German Study
Group Hematology and Oncology Study. ] Clin Oncol. 2007;25(15):1986-
92. doi: 10.1200/JC0O.2006.06.4618.

30. Van Oers MHJ, Klasa R, Marcus RE, Wolf M, Kimby E, Gascoyne RD,
et al. Rituximab maintenance improves clinical outcome of relapsed/
resistant follicular non-Hodgkin’s lymphoma in patients both with and
without rituximab during induction: results of a prospective randomized
phase 3 intergroup trial. Blood. 2006;108(10):3295-301. doi: 10.1182/
blood-2006-05-021113.

/ ]




ORIGINAL RESEARCH V. Tomacinschii et al. Moldovan Medical Journal. November 2021;64(5):56-61

Authors’ ORCID iDs and academic degrees

Victor Tomacinschii, MD, PhD Applicant - https://orcid.org/0000-0002-5907-1714
Maria Robu, MD, PhD, Associate Professor — https://orcid.org/0000-0002-3228-7566
Sanda Buruiana, MD, PhD, Associate Professor - https://orcid.org/0000-0003-2341-0099
Veronica Finciuc, MD Resident - https://orcid.org/0000-0002-2662-7210

Ana Grecu, MD Resident - https://orcid.org/0000-0003-4467-8633

Cristina Dudnic, MD Resident - https://orcid.org/0000-0002-1904-1596

Dunmitrita Urescu, MD Resident - https://orcid.org/0000-0002-6711-0402

Marina Suschevici, MD Resident — https://orcid.org/0000-0001-8275-9990

Authors’ contribution

VT designed the research, reviewed statistics and interpreted the data, drafted the manuscript; MR conceptualized the project and designed the
research, revised the manuscript critically; SB interpreted the data, revised the manuscript critically; VE AG, CD, DU and MS collected the data,
made statistical analysis. All the authors revised and approved the final version of the manuscript.

Funding
The study was supported by Nicolae Testemitanu State University of Medicine and Pharmacy. The trial was the authors’ initiative. The authors
are independent and take responsibility for the integrity of the data and accuracy of the data analysis.

Ethics approval and consent to participate
The research was approved by the Research Ethics Committee of Nicolae Testemitanu State University of Medicine and Pharmacy (protocol No

1 of July 03, 2020).

Conflict of Interests
There is no known conflict of interests and financial or non-financial support associated with this publication.

e~




