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What is not known yet, about the topic
-

tients with rheumatoid arthritis (RA) is not known to date, as is the 

agent tocilizumab (TOC) vs. methotrexate monotherapy (MT) and 
the combination of methotrexate and sulfasalazine (MT+SLZ) in RA 

(ACR50), in the absence of adverse reactions that would induce the 
withdrawal of the medication studied. 

Research hypothesis
Biological therapy with TOC for rheumatoid arthritis may be more 

effective in improving the functional status of the patients, it could in-
duce a clinical improvement by reducing clinical signs (pain, morning 
stiffness, number of painful and swollen joints), by a positive dynam-
ics of all the laboratory indices of disease activity, and the toleration 
of the biological therapy could be better compared to the standard 
MT and MT+SSZ combination treatment.

and MT+SSZ combination treatment was found in patients with RA. 
-

tional status of the patients, the clinical and paraclinical manifesta-
tions of the disease and satisfactory tolerability of TOC application. 

therapy.

-

-

.
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Introducere. -

-

-
rile moderne ale tratamentului AR sunt bazate pe conceptul 

-

-

conform criteriilor de includere/excludere. În rezultatul ran-

-
-
-

-

-

cu monoterapia MT sau tratamentul combinat MT+SLZ. Supor-
-
-

lor adverse, care au necesitat întreruperea tratamentului, a fost 

Cuvinte cheie: 

Introducere 

-
bile regionale. Femeile sunt afectate de 3 ori mai frecvent de-

-
-

-
-

Abstract
Introduction. Rheumatoid arthritis (RA) affects approxi-

mately 0.5-1% of the European and North American popula-

3 times more frequently than men. Inappropriate treatment 
or lack of treatment usually has a severe and progressively ag-

-
tion, osteochondral destructions and functional impairment. 
Modern approaches to RA treatment are based on “aggressive 

-
mation and prevent joint destruction from the earliest stages 
of the disease. In the recent years, attention has been focused 
on the anti-cytokines and biological preparations.

Material and methods. The study was carried out within 
Republican Clinical Hospital, Arthrology unit, during 2013-
2016. A total batch of 150 patients was created, selected ac-
cording to the inclusion/exclusion criteria. As a result of 

-
ate + sulfasalazine (MT+SLZ) treatment and other 50 patients 

Results. During the study period, functional status was im-
proved in patients of the both treatment groups. In the group 
with TOC biological therapy, the HAQ average score decreased 
from 1.5 to 0.5, and in the MT monotherapy and MT+SLZ 

TOC biological therapy have been observed.
Conclusions. Biological therapy with TOC has shown 

monotherapy or combined MT+SLZ therapy. Tolerance of the 
-

cantly differed from MT monotherapy or combined MT+SLZ 
treatment. The frequency of side effects requiring the discon-
tinuation of treatment was negligible in patients receiving bio-

monotherapy group and MT+SLZ combination therapy group.
Key words: rheumatoid arthritis, biological treatment, 

tocilizumab, anti-IL 6, methotrexate, sulfasalazine.

Introduction 
Rheumatoid arthritis (RA) affects approximately 0.5-1% 

-
cant regional variations. Women are affected 3 times more 
frequently than men. Inappropriate treatment or lack of treat-
ment usually has a severe and progressively aggravating devel-

-
dral destructions and functional impairment. Rheumatoid 
arthritis is a severe condition that affects work capacity. The 
occurrence of visceral lesions is responsible for shortening the 
average life span from 5 to 10 years. The major consequence of 
this condition is disability [1, 2]. Loss of work capacity is the 
most costly consequence of early rheumatoid arthritis that is 
why rheumatoid arthritis should be treated in time. Despite 
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în -
-

care reduc probabilitatea leziunilor articulare ireversibile [4, 
5, 6]. 

-

-
cilizumab (TOC).

Pentru realizarea obiectivelor propuse, a fost selectat un lot 

cu criteriile de diagnostic EULAR 2010 [7] (Tabelul 1).

-
-

-

-

-

-

Diagnostic cert de AR, stabilit conform Criteriilor EULAR 
2010 [7] (Tabelul 1).
Vârsta de 18-65 de ani;

studiu recunoscut, în mod adecvat, prin utilizarea de MT, 

studiu;

-

major advances in the domain of therapy, no cure remedy for 
rheumatoid arthritis is known so far, and also no prophylactic 
methods are available either [3]. Optimal disease treatment 
requires early diagnosis, as well as timely (i.e. early enough) 
use of agents that reduce the probability of irreversible joint 
damage [4, 5, 6].

The purpose of the study is to assess the impact on the 
quality of life of methotrexate (MT) monotherapy or its com-
bination with sulfasalazine (SLZ) and of the biological treat-
ment with the anti-IL6 agent tocilizumab (TOC) in patients 
with rheumatoid arthritis.

Material and methods
In order to perform the study and meet the proposed ob-

jectives, we selected a group of 150 patients with RA diagno-
sis, established in accordance with the EULAR diagnostic cri-
teria (2010) [7] (Table 1). 

(no. 21/16 from 05.02.2015) was obtained.
The study was carried out within Republican Clinical Hos-

pital, Arthrology unit, during the period 2013-2016. Patient 
randomization was performed using cards that indicated the 
number of one of the three treatment types studied (MT+SLZ, 
MT or TOC). The cards were dispersed and placed in opaque 
envelopes. Envelopes are described by serial numbers (1-150). 
This procedure was performed prior to the research, with a 

-
-

therapy. The patients were comparable according to relevant 
clinical and demographic indices. All the patients in the study 
group were subjected to a detailed assessment, performed ac-
cording to a complex clinical examination program in order 
to determine both the clinical and paraclinical advancement 

A certain RA diagnosis according to the 2010 EULAR cri-
teria [7] (Table 1).
Age 18-65 years old;
RA duration of at least 6 months;
Active phase availability of RA according to the following 

minutes;
(4) ESR was not less than 30 mm/h.

Active RA diagnosis is allowed by the mandatory presence 

Lack of previous use of DMARDs used in this study, 
adequately recognized by the use of MT, SLZ or any bio-
logical preparation;
No contraindications for the application of DMARDs in 
the study;
The use of any drug in the NSAID and/or corticosteroid 
group at a stable dose of at least 4 weeks prior to the 
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study, the daily dose of prednisolone should not exceed 

Exclusion of the intra-articular injection of corticoste- 
roids for 1 month before the study;
The possibility for the patient of performing regular vi-
sits to PMSI CRH Arthrology Department and medical 
supervision of ambulatory treatment;
Written signing by the patient of the informed consent 
for the participation in this study.

-
tive (latent) infectious (bacterial, viral, fungal or parasi-
tic) processes;
Felty or secondary Sjogren syndromes, rheumatoid vas-
culitis, hyperthermia caused by RA, suspicion of amylo-
idosis;

of the small joints, aseptic bone necrosis;
Severe concomitant illnesses requiring active examinati-

or at present, infections (including chronic ones), seve-
re cardiac diseases, uncontrolled arterial hypertension, 
severe pulmonary diseases, including severe pulmonary 

Active ulcers of the gastrointestinal tract;
Liver diseases, a history of alcohol abuse;
Increased liver function tests (ALT, AST, alkaline pho-
sphatase, bilirubin) or renal function tests (creatinine), 
compared to the upper limit of the recommended nor-
mal range;

After checking the inclusion criteria, the patient was in-
cluded in the treatment that was indicated on the card.

The MT dose in the treatment groups was 12.5-15 mg per 

to the combination therapy received only MT. In the absence of 
adverse reactions attributable to MT, SLZ was added the third 

mg daily, then, in the absence of adverse reactions attributable 
to SLZ, the dose was increased every 7 days by 500 mg to a 
total dose of 2.0 g per day.

In patients treated with TOC, after dilution, it had to be giv-
en as an intravenous infusion within 1 hour. The preparation 

-
um chloride pyrogen-free solution, following the aseptic tech-
nique. From a 100 ml infusion bag, 9 mg/ml (0.9%) of sterile, 
apyrogenic sodium chloride injection solution was extracted 
under aseptic conditions, equal to the volume of the Tocilizu-
mab concentrate required for the patient’s dose. The required 
amount of Tocilizumab concentrate was calculated according 
to the recommendations and consisted of 0.4 ml (4mg/kg), be-
ing withdrawn from the vial and inserted into the 100 ml infu-

the bag was turned slightly to avoid foaming.

Posibilitatea de vizite regulate a pacientului la SCR, sec-
-

bulator; 

informat pentru a participa la acest studiu.

virale, fungice sau parazitare);
-
-

-

-

Ulcere active ale tractului gastrointestinal; 
Boli hepatice, o istorie de abuz de alcool; 

-
lului valorilor normale recomandate; 

inclus în tratamentul care a fost indicat pe cardul de rando-
mizare. 

Doza de MT în grupurile de tratament a fost de 12,5-15 mg 
-
-

-

-

-

cu volumul de concentrat de Tocilizumab, necesar pentru doza 
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applied compared to the classical method.
Thus, the L1A study group included 50 patients with RA 

and L1B included 50 patients with RA who were treated with 
0 control group 

included 50 RA patients who were treated using the classical 
MT method.

joint index 28, pain assessment using the visual analogue pain 
intensity scale (VAS), C-reactive protein (CRP), erythrocyte 
sedimentation rate (ESR) and quality of life (HAQ).

Given the presence in the statistical examination of groups 
with several types of variables (nominal and scalar), three sta-

1) if both variables corresponded to the nominal type, then 
the table of the frequency of common distributions was calcu-

2) if one of the variables corresponded to the nominal type 
and the other to the scalar type, then according to the data of 
the nominal type variable, the group was subdivided into sub-
groups with the initial scalar type value research according to 
the Student method and the dispersion analysis;

3) if both variables corresponded to the scalar type, and 
thus the average values are initially determined, then, as a sta-
tistical analysis, the research studying the way modifying an 

carried out.

selected on the basis of compliance and among the selected 



36    n   o

-

-

-

-
torii cantitativi, în grupuri de tratament individual, s-a folosit 
U-testul Mann-Whitney. Datele au fost prelucrate statistic cu 
soft-ul STATISTICA 7.0.

 c n o    n  o o c c  o
c

-
form criteriilor ACR.

treatment-based population. The analysis of performance 
indices has only been performed in a population of patients 

-
ability analysis was performed in all patients who received at 
least one dose of the study drug [3, 7]. 

Nonparametric methods were used for the statistical n

treatment group using the Wilcoxon test. To evaluate the sig-

the Fisher`s test. The Mann-Whitney U-test was used to eva-
-

ces in individual treatment groups. The data were statistically 
processed in the STATISTICA 7.0 software package.

Results
on o   n  o   o  o  o o c  

n   oc
Out of 50 patients randomized to TOC biological therapy, 50 

14 (28%) of them being on continuous treatment. As a result of 
-

-

1 patient with improvement according to ACR criteria.
Early persistent, drug-obtained remission was seen in 1 

Design-ul studiului 

Pacien ii cu AR 

Monoterapie 
(MT) (n=50) 

 
(MT+SLZ) (n=50) 

 
(TOC) (n=50) 

Iniìial T0 

����������������£�– IA-28, NAD, NAT, SVA, DAS28, HAQ ������£������������������������– �����������������������������ç��������Ǣ�����������������Ǣ����������������ì���Ǣ�����ì��������£Ǣ� ���������ì�����������������– radiografia articula iilor afectate. 

����������������£�– IA-28, NAD, NAT, SVA, DAS28, HAQ (ACR20, ACR50, ACR70) ������£������������������������– �����������������������������ç����inei; teste ����������Ǣ����������������ì���Ǣ�����ì��������£Ǣ  
����������������£�– IA-28, NAD, NAT, SVA, DAS28, HAQ (ACR20, ACR50, ACR70) ������£������������������������– �����������������������������ç��������Ǣ�������
biochimice; indicii infla��ì���Ǣ�����ì��������£Ǣ� ���������ì�����������������– radiografia articula iilor afectate 

��������f������������������������i����� ����������g����������$����������� 

Study design 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

RA patients  

Monotherapy 
(MT) (n=50)

Combination therapy 
(MT+SLZ) (n=50)

Biological therapy 
(TOC) (n=50)

Initially T0 

Clinical assessment  IA-28, NPJ, NDJ, VAS, DAS28, HAQ 
General paraclinical investigations  general blood analysis and urinalysis; biochemical 
tests; inflammation indices; renal function;  
Instrumental investigations  radiography of the affected joints

T2  6 months  
T3  9 months 

Clinical assessment  IA-28, NPJ, NDJ, VAS, DAS28, HAQ (ACR20, ACR50, ACR70) 
General paraclinical investigations  general blood analysis and urinalysis; biochemical 
tests; inflammation indices; renal function;  

T4  12 months 

Clinical assessment  IA-28, NPJ, NDJ, VAS, DAS28, HAQ (ACR20, ACR50, ACR70) 
General paraclinical investigations  general blood analysis and urinalysis; biochemical 
tests; inflammation indices; renal function;  
Instrumental investigations  radiography of the affected joints

ANALYSIS AND PROCESSING OF THE DATA OBTAINED 
CONCLUSIONS AND PRACTICAL RECOMMENDATIONS 
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-

-

-
bat pe tratament DMARD LF).

-

-

5 out of 6 patients in this group, an early onset of RA was de-
termined (in average, the disease persisted for 0.69 years). In 
other 6 patients over the course of 0.5-2 years of medical su-
pervision, persisted the obtained positive effects, constituting 

was stable (this patient subsequently changed the TOC biologi-
cal therapy for LF).

The effect achieved at the end of the biological treatment 
with TOC decreased in only one patient (the treatment studied 
was changed to DMARD LF treatment).

As a result of the evidence of patients who followed bio-
logical therapy with TOC, after the treatment was abandoned, 
no adverse reactions were recorded. Among the late-onset ad-
verse reactions, in 2 patients serum transaminases increased 
by no more than 2 times the normal values and anemia with 
not less than 100 g/l Hb was recorded, and in 4 patients acute 
viral respiratory infections were recorded.

Also, 8 patients were monitored for which TOC biological 
therapy was changed either after the end of the given treat-

Tabelul 1. Criteriile de diagnostic EULAR din 2010.

c

d

e                                                       0 puncte

f                                                                                                                     2 puncte

> g                                                                        5 puncte
h

FR slab-pozitiv sau anti-CCP slab-pozitiv                                                     2 puncte
FR înalt-pozitiv sau anti-CCP înalt-pozitiv                                                     3 puncte

i

D. Durata simptomatologiei j

a 

b 

c 

d 

e 

f 

g 

h 

sub forma unui rezultat calitativ, rezultatul pozitiv este interpretat ca FR slab pozitiv.
i 
j 
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-

-
-

-
lor patologice suplimentare (la un pacient, la ACR50 s-a men-

80 g/l), continuând administrarea doar a SLZ. Nivelul Hb pe 
-

ment or towards the completion of the study itself, but not 
earlier than 9 months of research, i.e. at the stage when the 
preventive conclusions could be established.

Two patients (one with 50% and the other with 20% im-
provement) with combined MT+SLZ therapy were switched to 
LF. The cause of MT+SLZ cancellation in these patients was the 
presence of micronephrolythiasis, echographically document-
ed (at the initiation of the study, these patients already had the 
above-mentioned reno-urinary tract pathology). A female pa-

-
ing 6-12 months of supervision, with the shift from combina-
tion therapy to monotherapy, the progressive decrease of the 
above-mentioned additional pathological changes was noted 
(one patient at ACR50 and the other at ACR20 maintained the 

was determined in one female patient, the combination thera-
py being discontinued.

In one female patient with status improvement accord-
ing to the ACR50 criteria, MT+SLZ was abandoned due to the 
presence of anemia (Hb 80 g/l), continuing SLZ alone. The Hb 
level over time has risen and the effect has not changed over 
the next 12 months of evidence.

Table 1 EULAR criteria from 2010.

c

A. Joint involvementd
1 large joint e                                                                   0 points
2-10 large joints         1 points
1-3 small joints (with or without the involvement of large joints) f                       2 points
4-10 small joints (with or without the involvement of large joints)                       3 points
> 10 joints (at least 1 small joint) g                                             5 points

B. Serology (at least one test result is required) h

Negative RF and negative ACPA      0 points
Low positive RF or low positive ACPA                                   2 points
High positive RF or high positive ACPA                          3 points

C. Acute phase reactants (at least one test result is required) i

Normal CRP and normal ESR                           0 points
High CRP and high ESR                                              1 points

D. Symptom duration j

<6 weeks                    0 points

a

-
ing those with inactive disease (with or without treatment) on the basis of the available retrospective data and who previously met the 2010 criteria, should be 
diagnosed with RA.
b Differential diagnosis varies between patients with different presentations, but could include such pathologies as systemic lupus erythematosus, psoriatic 
arthritis and gout. If the illnesses that require differentiation are not clear, it is advisable to consult a specialist.
c Although patients with a score of <6 out of 10 can not be diagnosed with RA, their status may be appreciated again and the criteria could be cumulated over time.
d -

number of the involved ones, and the appreciation takes place in the highest possible category based on the joint involvement.
e The "large joints" are the shoulder, elbow, hip, knee and ankle joints.
f The "small joints" are MCP, PIF, MTP II-V, interphalangeal of the police, toe and radiocarpian joints.
g In this category, at least one of the affected joints must be small; the other may include any combination of the large and small additional joints, other joints not 
listed elsewhere (e.g., temporomandibular, acromioclavicular, sternoclavicular joints etc.).
h

the upper limit of the norm; high positive refers to values > 3 times the upper limit of the norm. When RF is available as a qualitative result, the positive result is 
interpreted as a low positive RF.
i The normal and abnormal values are determined based on the local laboratory standards.
j The duration of the symptoms refers to the duration reported by the patient of the signs and symptoms (e.g., pain, swelling) of the synovitis of the joints involved 
at the time of examination, regardless of the treatment applied.



MJHS 17(3)/2018 39 o     n  o  o  

-
-

monoterapie).

Patru pacie -

-
ment al protocolului de cercetare.

 c n o  n  n  n ono
 c  o

-
-

În rezultatul actualului studiu (terminat în decembrie 2015, 

-

A female patient obtained clinical remission after 12 
months of treatment and MT was discontinued due to the oc-
currence of acute gastroduodenitis (the MT dose was reduced 
from 15 mg to 10 mg per week). After treating gastroduodeni-
tis and passing the patient on MT, as monotherapy, arthralgias 
occurred after 3 months, after which it was restarted.

In the female patient who developed retinal dystrophy af-
ter 9 months of treatment and the positivity of the effects in 
20%, dual therapy was changed with SLZ monotherapy. After 
3 months of SLZ administration, the effect obtained was main-
tained.

In the female patient with pulmonary TB, aggravated by 
MT (ACR50 was shown to be associated with recovery), after 
TB was treated, continuation of the treatment with sulfasala-
zine was recommended.

In a female patient who completed the treatment with 
ACR20 improvement, TOC biological therapy was switched 
to MT, the dose being 10 mg/week i/m, but the increase of 
the dose and the change in the mode of administration of the 
preparation did not result in the expected effect (being exam-
ined over 3 months of monotherapy).

In two patients due to the effective treatment for 9 and 12 
months respectively, TOC biological therapy was substituted 
with MT monotherapy. In one case, a positive ACR20 effect 
was obtained, and in the other patient, MT had no effect.

Four patients were excluded from the study after 9 months 
of research due to adverse reactions, and 5 patients were ex-
cluded from the study at different treatment terms due to vio-
lations of the research protocol regulation.

on o   n  n  ono  n  
o   o

Out of the 50 patients randomized to monotherapy with 

and 12 were on continuous treatment at the same dose (we 
currently have information only about these 12 patients). 

Tabelul 2. 
Table 2  n  c c c o   o

Parametri
P

Lot MT
(n

Lot MT+SLZ
(n

Lot TOC
(n

Vârsta, ani
 o 56,0±1,5 55,0±1,5 54,5±1,5

Durata AR, ani
 on  3,7±0,1 4,1±0,1 4,2±0,1

 o on <1 16 (32%) 12 (24%) 16 (32%)

c  n  n 17 (34%) 16 (32%) 20 (40%)

P nc  o   n  50 (100%) 50 (100%) 50 (100%)

Anticorpi anti-CCP în ser >10 U/ml
n P n o  n  1  

50 (100%) 50 (100%) 50 (100%)
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timp de 6-12 luni).

MT, RA ulterioare nu au fost înregistrate. RA tardive au fost 

-

-

-

-
mentoase (cu 50% de efect pozitiv), iar pe fundal de tratament 

-

years), 4 patients with amelioration, one patient shows im-
provement according to ACR50 criteria (3 to 12 months), and 
5 patients with improvement of ACR20. The effect achieved at 

the disease activity was reduced in two patients (initially by 

ACR criteria, being supervised for 6-12 months).
At the patients’ examination after MT treatment comple-

tion, subsequent ARs were not recorded. Late ARs were re-
corded in 4 patients (increased serum transaminases no more 
than 2 times) and 3 recorded cases of acute viral respiratory 
infections and one patient with acute bronchitis.

-
otherapy (20% recovery according to ACR criteria), and the 
treatment was supplemented with SLZ. The combination of 
these two preparations revealed an improvement of the effect 
by 50% according to ACR (being supervised for 6-12 months).

Seventeen patients did not complete the initiated MT 
monotherapy due to the adverse reactions developed after 9 
months of treatment. Two female patients were switched to 
sulfasalazine therapy. A female patient was excluded from the 
study due to the development of drug-induced hepatitis (with 
50% of the positive effect), and on the background of sul-
fasalazine treatment, 20% of the positive effect was present 

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

Parametrii
P

Lot MT Lot MT+SSZ Lot TOC
p

T0 T12 T0 T12 T0 T12

NAD
P

22,0
(9,0-28,0)

10,0
(0,0-28,0)

22,0
(9,0-28,0)

10,0
(0,0-28,0)

22,0
(8,0-36,0)

9,0
(0,0-32,0) < 0,001

NAT 15,0
(7,0-26,0)

5,0
(0,0-24,0)

15,0
(7,0-26,0)

5,0
(0,0-24,0)

15,0
(7,0-29,0)

4,0
(0,0-10,0) < 0,001

Intensitatea durerii 
articulare, mm SVA
In n  o  o n  n   

53,0
(35,0-90,0)

20,0
(0,0-80,0)

53,0
(35,0-90,0)

20,0
(0,0-80,0)

56,0
(14,0-90,0)

12,0
(14,0-90,0) < 0,001

VSH, mm/h
 

37,0
(10,0-65,0)

12,0
(5,0-40,0)

37,0
(10,0-65,0)

12,0
(5,0-40,0)

29,0
(7,0-60,0)

14,0
(4,0-55,0) < 0,001

PCR, mg/ml
P 

48,0
(0,0-96,0)

12,0
(0,0-24,0)

48,0
(0,0-96,0)

12,0
(0,0-24,0)

96,0
(12,0-124,0)

12,0
(0,0-48,0) < 0,001

Scor DAS28, puncte
 co  o n

4,7
(3,7-6,5)

3,1
(1,0-6,1)

4,7
(3,7-6,5)

3,1
(1,0-6,1)

4,7
(3,6-6,1)

2,6
(0,6-5,4) < 0,001

Scor HAQ, puncte
 co  o n

2,5
(0,45-3,0)

0,75
(0,0-1,5)

2,5
(0,45-3,0)

0,75
(0,0-1,5)

1,5
(0,37-3,0)

0,5
(0,0-2,5) < 0,001

Note:



MJHS 17(3)/2018 41 o     n  o  o  

-

Trei paciente au fost excluse din studiu timpuriu din cauza 
-

18 luni de tratament cu MT, a fost schimbat cu LF, care, de ase-

ulterior, cu administrare de tocilizumab 4 mg/kg/corp, cu 

pacientei peste 3 luni, efectul pozitiv nu s-a semnalat).
-

cluse din studiu din cauza RA grave (cancer gastric, limfom 

-

bolnavi (14%). 

 c n o  n  n  co n  n 
o   n  

-

-

-

-

-

-

timp de 12 luni).

according to ACR (the last reassessment being after 18 months 
within this study). In a patient with MT discontinuation after 
17 months of study and a positive ACR50 effect at that time, 

-
ministration of sulfasalazine, but the positive effect was not 
present (being under 4 months of additional surveillance).

A female patient was excluded early from the study due to 
the ARs, namely herpes zoster, had a positive ACR50 effect, 
was switched to SLZ treatment, and the obtained ACR50 effect 
was maintained over the next 12 months of evidence.

Three female patients were excluded early from the study 
due to ineffective monotherapy with MT for 9 months. In 
two patients, MT treatment was abandoned after 15 and 18 
months of MT treatment, was switched to LF, which was also 
ineffective (being supervised for 3 and 4 months, respec-
tively), followed by 4 mg/kg/body tocilizumab with positive 
ACR50 effect. The third female patient was excluded from the 
study after 12 months of treatment, was indicated LF+SLF (at 
the re-evaluation of the patient 3 months later, the positive ef-
fect was not reported). 

were excluded from the study due to serious AR (gastric can-
cer, malignant lymphoma, femoral neck fracture, pneumonia, 
purulent otitis).

Thus, only 50 female patients who continued to receive MT 
monotherapy at study completion were accumulated (from 3 
months to 2 years, the achieved desired effect was maintained 
in 13 female patients (26%), and out of 12 female patients who 

patients (14%).

on o  n  n  co n  n  o  
 o  n  n

Out of 50 patients randomized to combined treatment 

within the study, and 9 are on continuous treatment at the 
same dose (we currently have information only about these 

-

patient with remission (for 2.7 years) and 5 patients with im-
provement, 2 patients show improvement according to ACR50 
criteria (from 2 to 14 months) and in 3 patients with improve-
ment of ACR20. The effect achieved at the end of the study on 

disease activity was reduced in 5 patients (initially improve-

the ACR criteria, being supervised for 6-12 months).
At the examination of the patients after the completion of 

the treatment with MT+SLZ, subsequent adverse reactions, 
manifested by toxic drug-induced hepatitis and anemia, were 
recorded. Late ARs were recorded in 4 patients (increase in se-
rum transaminases more than 2 times the normal range) and 
three patients with acute bronchitis and one with recurrent 
pneumonias were reported.

In two patients, combined treatment with MT+SLZ proved 
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-

cinci s-a început tratamentul cu tocilizumab 4 mg/kg/corp. O 
-

titei medicamentoase (cu ACR50 efect pozitiv), iar pe fundalul 
de tratament cu SLZ, a fost prezent un efect pozitiv conform 

-
-

Trei paciente au fost excluse din studiu la stadiile timpurii 

-
za terapiei combinate cu MT+SLZ, neefective timp de 9 luni. La 

-

tocilizumab 4 mg/kg corp, cu efect pozitiv ACR50 (la reevalu-
area pacientei peste 3 luni).

-
-

-

-
-

-

-

-

Utilizarea tuturor tipurilor de terapie a redus doza medie 

TOC.

-
-

thus the treatment was changed with LF and the effect im-
proved by 50% according to ACR (being supervised for 12 
months).

Twenty-three female patients did not complete the com-
bined treatment with MT+SLZ due to adverse reactions devel-
oped after 9 months of treatment. Two of them were switched 
to drug therapy with the administration of SLZ or LF, and in 

initiated. A female patient was excluded from the study due 
to the development of drug-induced hepatitis (with a positive 
ACR50 effect), and a positive effect according to ACR20 was 
present on the background of SLZ treatment (the last reas-
sessment being 12 months later within this study). In three 
female patients with MT+SLZ cancellation after 12 months of 
study and ACR50 positive effect at that time, due to recurrent 

with the presence of improvement according to ACR20, being 
under additional supervision for another 8 months.

Three female patients were excluded from the study at ear-
ly stages due to ARs, i.e. herpes zoster, had a positive ACR50 
effect, were switched to SLZ and NSAID treatment, and the 
achieved ACR20 effect was maintained over the following 12 
months of supervision.

Two female patients were excluded from the early stages of 
the study due to ineffective combination therapy with MT+SLZ 
for 9 months. In a female patient, the treatment with MT was 
abandoned after 6 months of treatment and was changed with 
the administration of tocilizumab 4 mg/kg/body with positive 
ACR50 effect, and another female patient, being excluded from 
the study after 9 months of treatment, was indicated the associ-
ation of MT and tocilizumab 4 mg/kg/body with positive ACR50 
effect (at the re-evaluation of the patient after 3 months).

Seven female patients did not complete the study treat-
ment and were excluded from the study due to serious ad-
verse reactions (lung cancer, malignant lymphoma, femoral 
neck fracture, vertebral fracture by compression, pneumonia, 
purulent otitis, agranulocytosis).

Discussion
During the study period, functional status improved in 

patients of the both treatment groups. In the TOC biological 
therapy group, the average HAQ index decreased from 1.5 to 

a minimal (HAQ 0-1.0), average (HAQ 1.1-2.0) and expressed 
(HAQ 2.1-3.0) functional disorder at the end of the study in 
both groups was similar. Thus, true intergroup differences in 
the improvement of the functional status were not observed.

The use of all types of therapy reduced the daily average 
dose at the concomitant administration of corticosteroids 
from 5.0 to 2.5 mg (in both groups), and NSAIDs were can-
celled in 76% patients treated with TOC biological therapy 
and in approximately 50% patients treated with MT mono-

-
tory syndrome by the biological TOC therapy were observed. 
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-

-

-
-

pia MT sau tratamentul combinat MT+SLZ. Astfel, în grupul cu 

-

Suportarea terapiei biologice TOC a fost în totalitate mult 
-
-

lor adverse care au necesitat întreruperea tratamentului a fost 
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therapies, we found that biological therapy with TOC, com-
pared to MT monotherapy and the combination of MT+SLZ, 

of the clinical effect and reduction in the rate of adverse re-
-

tained in the subsequent monitoring of the patients outside 
the study (maximum follow-up was of 2 years). In our opinion, 
these properties of the biological therapy are clinically impor-
tant and valuable for the patients with RA. In particular, pa-
tients’ needs may be reduced in a therapy with GCS and NSAID, 
as well as with intraarticular injections of corticosteroids.

Conclusions

restoring life quality versus MT monotherapy or combined 
MT+SLZ treatment, so that in the biological therapy group the 
average HAQ index decreased from 1.5 to 0 and in the group 

points. Reduction of the radiological scores of joint damage 

(low KD in 69% of patients) compared with MT monotherapy 
(low KD in 46.15% patients, p<0.01) and MT+SLZ combina-
tion therapy (low KD in 45% of patients).

The tolerance of TOC biological therapy was overall much 

monotherapy or MT+SLZ combined therapy. The frequency of 
adverse reactions requiring the discontinuation of the treat-
ment was negligible in patients who underwent biological 

MT monotherapy group (14%) and MT+SLZ combined thera-
py group (16%). 
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