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Ce nu este cunoscut, deocamdata, la subiectul abordat

Nu este cunoscutd influenta tratamentului anti IL6 asupra starii
functionale a bolnavilor cu artrita reumatoida (AR), la fel si eficacitatea
si tolerabilitatea terapiei biologice prin agentul anti IL6 - tocilizumab
(TOC) versus monoterapia metotrexat (MT) si combinatia metotrexat
si sulfasalazina (MT+SLZ) la bolnavii cu AR. Nu se cunoaste frecventa
de realizare a unei iImbunatatiri semnificative (ACR50), in absenta
reactiilor adverse care ar induce anularea medicatiei studiate.

Ipoteza de cercetare

Terapia biologica prin TOC a artritei reumatoide poate fi mai
efectiva In ameliorarea starii functionale a bolnavilor, ar putea induce
o ameliorarea clinicd prin reducerea semnelor clinice (durerea, re-
doarea matinald, numarul articulatiilor dureroase si tumefiate), prin
dinamica pozitiva a tuturor indicilor de laborator ai activitatii bolii,
iar suportarea terapiei biologice ar putea fi mai bund comparativ cu
tratamentul standard cu MT si combinatia MT+SSZ.

Noutatea adusa literaturii stiintifice din domeniu

O eficacitate mai inaltd a terapiei cu TOC versus tratamentul
standard cu MT si combinatia MT+SSZ s-a constatat la bolnavii cu AR.
Eficacitatea TOC a fost exprimatd prin ameliorarea starii functionale
a pacientilor, a manifestdrilor clinice si paraclinice ale bolii, tolera-
bilitate satisfacatoare a aplicarii TOC. Acest fapt permite utilizarea
acestei scheme de tratament In cadrul AR ca de prima linie.

MJHS 17(3)/2018

QIO

RESEARCH ARTICLE

Assessment of the impact on
the quality of life of the biologi-
cal treatment with IL6 versus
methotrexate monotherapy and
the combination of methotrexa-
te and sulfasalazine in patients
with rheumatoid arthritis: pro-
spective, randomized study

Oxana Bujor™?, Liliana Groppa'*?

1Republican Clinical Hospital, Laboratory of rheumatology, Chisinau,

Republic of Moldova;

2Discipline of rheumatology and nephrology, Department of internal medicine,
Nicolae Testemitanu State University of Medicine and Pharmacy, Chisinau,
Republic of Moldova.

Manuscript received on: 07.06.2017
Accepted for publication on: 10.09.2018

Corresponding author:

Dr. Oxana Bujor

Laboratory of rheumatology and nephrology

Republican Clinical Hospital

29, Nicolae Testemitanu str., Chisinau, Republic of Moldova, MD-2025
e-mail: oxanabujor@yahoo.com

What is not known yet, about the topic

The influence of anti-IL6 therapy on the functional status of pa-
tients with rheumatoid arthritis (RA) is not known to date, as is the
efficacy and tolerability of the biological therapy with the anti-IL6
agent tocilizumab (TOC) vs. methotrexate monotherapy (MT) and
the combination of methotrexate and sulfasalazine (MT+SLZ) in RA
patients. There is no known frequency of significant improvement
(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.

Article’s added novelty on this scientific topic

A higher efficacy of TOC therapy versus standard MT treatment
and MT+SSZ combination treatment was found in patients with RA.
The efficacy of TOC was expressed by the improvement of the func-
tional status of the patients, the clinical and paraclinical manifesta-
tions of the disease and satisfactory tolerability of TOC application.
This allows the use of this treatment regimen in RA as a “front line”
therapy.



Rezumat

Introducere. Artrita reumatoida (AR) afecteaza aproxi-
mativ 0,5-1% din populatia europeana si nord-americang, cu
variatii considerabile regionale. Femeile sunt afectate de 3
ori mai frecvent decat barbatii. Tratamentul necorespunza-
tor conduce, de obicei, spre o evolutie severa si progresiva a
maladiei, fiind acompaniata de durere si inflamatie articulara,
destructii osteocartilaginoase si handicap functional. Aborda-
rile moderne ale tratamentului AR sunt bazate pe conceptul
terapiei agresive, scopul careia este supresia inflamatiei auto-
imune si prevenirea destructiei articulatiilor inca din primele
etape ale bolii. In ultimii ani, atentia se directioneaza citre re-
mediile anticitokinice si cele biologice.

Material si metode. Studiul s-a desfasurat in baza Spitalul
Clinic Republican, Sectia artrologie, in perioada anilor 2013-
2016. A fost creat un lot general de 150 de pacienti, selectati
conform criteriilor de includere/excludere. In rezultatul ran-
domizarii oarbe, 50 de pacienti au administrat monoterapia
cu metotrexat (MT), 50 de pacienti - tratament combinat, me-
totrexat + sulfasalazina (MT+SLZ), si alti 50 de pacienti - mo-
noterapie cu tocilizumab (TOC). Evaluatd, comparativ, eficien-
ta tratamentelor la etapa initiala si peste 12 luni.

Rezultate. In timpul perioadei de studiu, la pacientii din
ambele grupuri de tratament s-a Imbunatatit statutul functi-
onal. In grupul cu terapie biologica TOC, indicele mediu HAQ
a scazut de la 1,5 pani la 0,5. In grupul cu monoterapie MT si
MT+SLZ - de la 2,0 si 2,5 pana la 0,75 puncte (p=0,008). Au
fost observate diferente intergrupale in reducerea sindromu-
lui inflamator de catre terapia biologica TOC.

Concluzii. Terapia biologica cu TOC a demonstrat o mai
buna eficacitate pentru ameliorarea calitatii vietii, comparativ
cu monoterapia MT sau tratamentul combinat MT+SLZ. Supor-
tarea terapiei biologice cu TOC a fost mult superioara monote-
rapiei cu MT sau terapiei combinate MT+SLZ. Frecventa reactii-
lor adverse, care au necesitat Intreruperea tratamentului, a fost
neinsemnata la bolnavii care au primit terapie biologica, avand
o rata semnificativ mai mare In grupul cu monoterapie MT si
terapie combinata MT+SLZ.

Cuvinte cheie: artrita reumatoid3, tratament biologic,
tocilizumab, anti-IL 6, metotrexat, sulfasalazina.

Introducere

Artrita reumatoida (AR) afecteaza aproximativ 0,5-1% din
populatia europeana si nord-americana, cu variatii considera-
bile regionale. Femeile sunt afectate de 3 ori mai frecvent de-
cat barbatii. Tratamentul necorespunzator conduce, de obicei,
spre o evolutie severa si progresiva a maladiei, fiind acompa-
niatd de durere si inflamatie articulara, destructii osteocar-
tilaginoase si handicap functional. Artrita reumatoida este o
afectiune severa care afecteaza capacitatea de munca. Aparitia
unor leziuni viscerale reduce speranta de viata cu 5-10 ani.
Consecinta majora a acestei afectiuni este dizabilitatea [1, 2].
Pierderea capacitatii de munca este cea mai costisitoare con-
secinta a artritei reumatoide precoce, de aceea maladia trebu-
ie tratata cat mai timpuriu.

Calitatea vietii dupd tratamentul artritei reumatoide

Abstract

Introduction. Rheumatoid arthritis (RA) affects approxi-
mately 0.5-1% of the European and North American popula-
tion with significant regional variations. Women are affected
3 times more frequently than men. Inappropriate treatment
or lack of treatment usually has a severe and progressively ag-
gravating development, generating joint pain and inflamma-
tion, osteochondral destructions and functional impairment.
Modern approaches to RA treatment are based on “aggressive
therapy”, the goal of which is to suppress autoimmune inflam-
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
“blind” randomization, 50 patients received monotherapy
with methotrexate (MT), 50 patients - combined, methotrex-
ate + sulfasalazine (MT+SLZ) treatment and other 50 patients
- tocilizumab (TOC) monotherapy. Comparative evaluation of
treatments’ efficacy was performed.

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
groups - from 2.0 and 2.5 to 0.75 points (p=0.008). Intergroup
differences in the reduction of the inflammatory syndrome by
TOC biological therapy have been observed.

Conclusions. Biological therapy with TOC has shown
greater efficacy in restoring the quality of life compared to MT
monotherapy or combined MT+SLZ therapy. Tolerance of the
biological therapy with TOC has been much better and signifi-
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-
logical therapy and had a significantly higher rate in the MT
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%
of the European and North American population with signifi-
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-
opment, generating joint pain and inflammation, osteochon-
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



Quality of life after the treatment of rheumatoid arthritis

In pofida progreselor majore din domeniul terapiei, pana
in prezent nu se cunoaste niciun remediu curativ pentru artri-
ta reumatoidd, dupa cum nu sunt disponibile nici metode pro-
filactice [3]. Tratamentul optim al bolii necesita un diagnostic
precoce, precum si utilizarea suficient de devreme a agentilor
care reduc probabilitatea leziunilor articulare ireversibile [4,
5,6].

Scopul studiului a fost evaluarea comparativa a calitatii
vietii bolnavilor cu artritda reumatoida, tratati prin monote-
rapie cu metotrexat (MT) versus combinatie metotrexat cu
sulfasalazina (MT+SLZ) sau tratament biologic anti-IL6 - to-
cilizumab (TOC).

Material si metode

Pentru realizarea obiectivelor propuse, a fost selectat un lot
de 150 de pacienti cu diagnosticul de AR, stabilit in conformitate
cu criteriile de diagnostic EULAR 2010 [7] (Tabelul 1).

Avizul favorabil al Comitetului de Eticd a Cercetdrii al
USMF ,Nicolae Testemitanu” (nr. 21/16 din 05.02.2015) a fost
obtinut.

Studiul s-a desfasurat in baza Spitalul Clinic Republican,
Sectia artrologie, in perioada anilor 2013-2016. Randomiza-
rea pacientilor a fost efectuata folosind carduri, care au indi-
cat numarul unuia dintre cele trei tipuri studiate de tratament
(MT+SLZ; MT sau TOC). Cardurile au fost dispersate si pla-
sate in plicuri opace. Plicurile aveau numar de serie (1-150).
Aceastad procedura a fost efectuatd inainte de cercetare, rata
de randomizare fiind de 1:1:1. in rezultatul randomizirii, 50
de pacienti au administrat monoterapia cu MT, 50 de pacienti
- tratament combinat MT+SLZ, si alti 50 de pacienti - mono-
terapie cu TOC. Pacientii au fost comparabili dupa parametrii
clinici si demografici relevanti. Toti pacientii din lotul de stu-
diu au fost supusi unei evaludri detaliate, efectuate conform
unui program de examinare clinica complexa, pentru a deter-
mina atat gradul de avansare clinica si paraclinica a AR, cat si
eficacitatea tratamentului administrat.

Criteriile de includere a pacientilor in studiu au fost:

= Diagnostic cert de AR, stabilit conform Criteriilor EULAR

2010 [7] (Tabelul 1).

= Varsta de 18-65 de ani;

= Durata AR de cel putin 6 luni;

= Disponibilitatea de faza activa a AR, in conformitate cu

urmatoarele criterii:

(1) numarul de articulatii tumefiate - cel putin 6;
(2) numarul de articulatii dureroase - cel putin 8;
(3) durata redorii matinale - cel putin 45 de minute;
(4) VSH-ul de peste 30 mm/ora.

AR activa este admisa prin prezenta obligatorie a primului
criteriu si oricaror doua dintre celelalte trei mentionate.

= Lipsa administrarii in trecut a DMARD, folosite 1n acest

studiu recunoscut, in mod adecvat, prin utilizarea de MT,
SLZ sau a oricarui preparat biologic;

= Lipsa contraindicatiilor pentru aplicarea DMARD din

studiu;

= Utilizarea oricarui medicament din grupul de AINS si/

sau corticosteroizi intr-o doza stabila de cel putin 4 sap-
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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).

A favourable notification of the Research Ethics Committee
(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
1:1:1 randomization rate. As a result of the randomization, 50
patients received monotherapy with MT, 50 patients - com-
bined MT+SLZ treatment and 50 other patients - TOC mono-
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
degree of RA and the efficacy of the treatment administered.

The criteria for inclusion of the patients in the study were:

= 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

criteria:

(1) the number of swollen joints - at least 6;

(2) the number of painful joints - at least 8;

(3) the duration of the morning stiffness - for at least 45
minutes;

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

Active RA diagnosis is allowed by the mandatory presence
of the first criterion and any two of the other three.

= 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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tamani Tnainte de studiu, doza zilnica de prednisolon sa
nu depaseasca 10 mg, de metilprednisolon - 8 mg;

= Excluderea de injectare intraarticulara de corticosteroizi
timp de 1 luna inainte de studiu;

= Posibilitatea de vizite regulate a pacientului la SCR, sec-
tia artrologie si supraveghere medicala de tratament am-
bulator;

= Semnarea de catre pacient, in scris, a consimtamantului
informat pentru a participa la acest studiu.

Criterii de excludere a pacientilor din acest studiu:

= Dovezi sau suspiciuni la procese inflamatorii active sau
non-active (latente) de etiologie infectioasa (bacteriene,
virale, fungice sau parazitare);

= Sindroamele Felty sau Sjogren secundar, vasculita reu-
matoida, hipertermie cauzata de AR, o suspiciune la ami-
loidoza;

= Osteoartroza secundara sau primara, clinic semnificati-
v4, a articulatiilor mici, necroza aseptica de os;

= Boli concomitente severe, care necesita examinare sau
tratament activ, inclusiv: tumora maligna, in antecedente
sau in prezent, infectii (inclusiv, cronice), afectiuni car-
diace severe, hipertensiune arteriald necontrolatd, boli
pulmonare severe, inclusiv, fibroza pulmonara severs;

= Ulcere active ale tractului gastrointestinal;

= Boli hepatice, o istorie de abuz de alcool;

= Cresterea testelor functiei hepatice de laborator (ALAT,
ASAT, fosfataza alcalind, bilirubina) sau a functiei renale
(creatinina), comparativ cu limita superioara a interva-
lului valorilor normale recomandate;

= Scaderea hemoglobinei - mai putin de 90 g/], leucocite
- mai putin de 3000, trombocite - mai putin de 100.000.

Dupa verificarea criteriilor de includere, pacientul a fost
inclus in tratamentul care a fost indicat pe cardul de rando-
mizare.

Doza de MT in grupurile de tratament a fost de 12,5-15 mg
pe sdptimana. In timpul primei sdptdmani de studiu, pacien-
tiilor randomizati la utilizarea terapiei combinate, li s-a admi-
nistrat numai MT. In absenta unor reactii adverse care pot fi
atribuite la MT, a treia saptamana a aderat SLZ. Doza initiala -
primele 7 zile a SLZ a fost de 500 mg pe zi, apoi, In absenta unor
reactii adverse care pot fi atribuite la SLZ, doza a fost crescuta
la fiecare 7 zile cu 500 mg, pana la doza totala de 2,0 g pe zi.

La pacientii cu tratament prin TOC, dupa diluare, a fost ad-
ministrat sub forma de perfuzie intravenoasa in decurs de 1
ora. Preparatul a fost diluat pana la un volum final de 100 ml,
cu o solutie sterila, apirogena de clorura de sodiu 0,9%, res-
pectand tehnica aseptica. Dintr-o punga de perfuzie de 100 ml
se extragea, in conditii aseptice, un volum de solutie injectabi-
13 sterild, apirogena de clorura de sodiu 9 mg/ml (0,9%) egal
cu volumul de concentrat de Tocilizumab, necesar pentru doza
pacientului. Cantitatea necesara de concentrat de Tocilizumab
s-a calculat conform instructiunilor de utilizare si constituia
0,4 ml (4mg)/kg, fiind extrasa din flacon si introdusa in punga
de perfuzie de 100 ml. Aceasta avea un volum final de 100 ml.
Pentru a amesteca solutia, punga se intorcea usor pentru a se
evita formarea de spuma.

Calitatea vietii dupd tratamentul artritei reumatoide

study, the daily dose of prednisolone should not exceed
10 mg, of methylprednisolone - 8 mg;

= 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.

Criteria of exclusion for the patients of this study:

= Evidence or suspicion of inflammatory active or non-ac-
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;

= Clinically significant secondary or primary osteoarthritis
of the small joints, aseptic bone necrosis;

= Severe concomitant illnesses requiring active examinati-
on or treatment, including: malignant tumor, in the past
or at present, infections (including chronic ones), seve-
re cardiac diseases, uncontrolled arterial hypertension,
severe pulmonary diseases, including severe pulmonary
fibrosis;

= 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;

= Decrease in haemoglobin - less than 90 g/, leukocytes -
less than 3000, platelets - less than 100,000.

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
week. During the first week of the study, patients randomized
to the combination therapy received only MT. In the absence of
adverse reactions attributable to MT, SLZ was added the third
week. The initial dose during the first 7 days of SLZ was 500
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
was diluted to a final volume of 100 ml with sterile, 0.9% sodi-
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-
sion bag. It had a final volume of 100 ml. To mix the solution,
the bag was turned slightly to avoid foaming.
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Numarul necesar de pacienti pentru cercetare a fost calcu-
lat prin utilizarea urmatoarei formule:

1 Xz(za +Z4f x P(1-P)
(1-7) (P, -R)

unde:

P_ = conform datelor bibliografice, reusita tratamentului
prin aplicarea metodei traditionale (MT), constituie, in mediu,
45.0% (P,=0,45).

P, =1n lotul de cercetare, pacientii care vor fi tratati prin
metoda modificata (MT+SSZ si TOC), reusita tratamentului va
fide 75,0% (P,=0,75).

P=(P,+P,)/2=0,60

Za - valoare tabelara. Cand semnificatia statistica este de
95.0%, atunci coeficientul Za = 1.96.

Z - valoare tabelara. Cand puterea statistica a comparatiei
este de 80.0%, atunci coeficientul Zﬁ= 0,84

f = proportia subiectilor care se asteapta sa abandoneze
studiul din motive diferite de efectul investigat q = 1/(1-f),
£=10,0% (0,1).

Introducand datele in formula, am obtinut:

1 2(1.96 + 0.84)* x0.60x0.40 _

= 46
= (1-0.1) (0.45 - 0.75)?

Pentru cercetare, s-au aplicat doua metode modificate de
tratament, in comparatie cu metoda clasica.

Asadar, lotul de cercetare L,, a inclus 50 de pacienti cu AR,
la care a fost aplicatd metoda modificata de tratament cu TOC
si lotul L, care a inclus 50 de pacienti cu AR, la care a fost
aplicata metoda modificata de tratament cu MT+SZ. Lotul de
control L a inclus 50 de pacienti cu AR, care au fost tratati prin
aplicarea metodei clasice cu MT.

Parametrii principali inregistrati au fost: numarul articu-
latiilor dureroase (NAD) - indicele articular 28, numarul arti-
culatiilor tumefiate (NAT) - indicele articular 28, intensitatea
durerii dupa scala vizuala analoga (SVA), proteina C reactiva
(PCR), viteza de sedimentare a hematiilor (VSH) si calitatea
vietii (HAQ).

Avand in vedere prezenta In examenul statistic al grupuri-
lor cu mai multe tipuri ale variabilelor (nominale si scalare),
au fost aplicate trei variante de prelucrare statistica:

1) daca ambele variabile corespundeau tipului nominal,
atunci s-a calculat tabelul frecventei distributiilor comune,
care a fost controlat cu ajutorul criteriului X%

2) daca una din variabile corespundea tipului nominal, iar
alta tipului scalar, atunci, dupa datele variabilei de tip nominal,
grupul a fost separat in subgrupe, cu cercetarea initiala a va-
lorilor tip scalar dupa metoda Student si a analizei dispersiei;

3) daca ambele variabile corespundeau tipului scalar, deci,
initial sunt determinate valorile medii, atunci, in calitate de
analiza statistica s-a efectuat cercetarea cum modificarea unei
valori medii influenteaza modificarea altei valori.

Asa cum s-a mentionat anterior, analiza finald principala
a eficacitatii a fost efectuata in toate cele trei grupuri de paci-
enti: in populatia selectata pe baza de corespundere si in ran-
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The required number of patients for the research was cal-
culated using the following formula:

1 _2Az,+z,fx P1-P)
(=) (P,-R)

where:

P =according to the bibliographic data, the success of the
treatment using the traditional method (MT) represents an
average of 45.0% (P, = 0.45).

P, = in the research group of patients who will be treated
by the modified method (MT + SSZ and TOC), the treatment
success will be 75.0% (P, = 0.75).

P=(P,+P,)/2=0.60

Za - table value. When the statistical significance is 95.0%,
then the coefficient Za =1.96

Z,- table value. When the statistical power of the compari-
son is 80.0%, then the coefficient ZB= 0.84

f = the proportion of subjects expected to abandon the
study for reasons other than the effect investigated q = 1/(1-f),
f=10,0% (0,1).

By entering the data into the formula we obtained:

_ 1 2(1.96 + 0.84)? x0.60x0.40 _
= (1-01) (0.45 - 0.75)?
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For the research, two modified treatment methods were
applied compared to the classical method.

Thus, the L,, study group included 50 patients with RA
who were treated with the modified TOC treatment method,
and L ; included 50 patients with RA who were treated with
the modified treatment method MT+SLZ. The L, control group
included 50 RA patients who were treated using the classical
MT method.

The main registered parameters were: number of painful
joints (NPJ]) - joint index 28, number of swollen joints (NSJ) -
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-
tistical processing variants were applied:

1) if both variables corresponded to the nominal type, then
the table of the frequency of common distributions was calcu-
lated, which was controlled by the criterion xZ;

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
average value influences the alteration of another value was
carried out.

As mentioned above, the main final analysis of efficacy
was performed in all three patient groups: in the population
selected on the basis of compliance and among the selected
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Study design

’ RA patients ‘

|

Monoterapie Terapie combinata Terapie biologica Monotherapy Combination therapy Biological therapy
(MT) (n=50) (MT+SLZ) (n=50) (TOC) (n=50) (MT) (n=50) (MT+SLZ) (n=50) (TOC) (n=50)
Inigial TO Initially TO

A4 A4 A 4

A A 4 A

Evaluarea clinica - IA-28, NAD, NAT, SVA, DAS28, HAQ

Explorari paraclinice generale - examenul general al sangelui si urinei; teste
biochimice; indicii inflamatiei; functia renald;

Investigatii instrumentale - radiografia articulatiilor afectate.

T2 - 6 luni
T3 -9 luni

A A
Evaluarea clinicd - IA-28, NAD, NAT, SVA, DAS28, HAQ (ACR20, ACR50, ACR70)
Explorari paraclinice generale - examenul general al sangelui si urinei; teste
biochimice; indicii inflamatiei; functia renala;

T4 - 12 luni

¥ A 4

Evaluarea clinicd - [A-28, NAD, NAT, SVA, DAS28, HAQ (ACR20, ACR50, ACR70)
Explorari paraclinice generale - examenul general al sangelui si urinei; teste
biochimice; indicii inflamatiei; functia renala;

Investigatii instrumentale - radiografia articulatiilor afectate

ANALIZA 1 PRELUCRAREA DATELOR OBTINUTE
CONCLUZII ST RECOMANDARI PRACTICE

dul populatiei selectata pe baza de tratament. Analiza indicilor
de performanta a fost efectuata doar intr-o populatie la pa-
cientii selectati pe baza de corespundere. Analiza sigurantei,
eficacitatii si tolerabilitatii a fost efectuata la toti pacientii care
au primit cel putin o doza de medicament de studiu [3, 7].

Pentru analiza statistic3, s-au folosit metode neparametri-
ce. Semnificatia dinamicii a fost analizata in fiecare grup de
tratament, folosind testul Wilcoxon. Pentru a evalua semnifi-
catia diferentei caracteristicilor frecventei, a fost utilizat testul
Fisher. Pentru evaluarea semnificatiei diferentelor la indica-
torii cantitativi, In grupuri de tratament individual, s-a folosit
U-testul Mann-Whitney. Datele au fost prelucrate statistic cu
soft-ul STATISTICA 7.0.

Rezultate

Evaluarea pacientilor grupului de tratament biologic cu To-
cilizumab

Din 50 de pacienti randomizati cu terapie biologica TOC,
au finalizat tratamentul definitiv In cadrul studiului 50 de
pacienti, 14 (28%) sunt la tratament continuu. In rezultatul
actualului studiu (finalizat in decembrie 2015, timpul mediu
de administrare 12 luni, minim - 6 luni), la 13 din 14 bolnavi
efectul final obtinut se mentine ferm: 6 bolnavi cu remisiune,
6 bolnavi cu ameliorare, un pacient prezinta ameliorare con-
form criteriilor ACR.

Remisiunea precoce persistentd, obtinutd medicamentos,
s-a evidentiat la o pacienta timp de 1,5 ani, la 3 pacienti - timp
de 2 ani, la o pacienta - 2,5 ani, la o pacienta - 3,5 ani. La 5 din

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

A, A A

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 monthp

A4 A 4 A4

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

A 4 A

ANALYSIS AND PROCESSING OF THE DATA OBTAINED
CONCLUSIONS AND PRACTICAL RECOMMENDATIONS

treatment-based population. The analysis of performance
indices has only been performed in a population of patients
selected on the basis of compliance. Safety, efficacy and toler-
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 ana-
lysis. The significance of the dynamics was analysed in each
treatment group using the Wilcoxon test. To evaluate the sig-
nificance of differences in frequency characteristics we used
the Fisher's test. The Mann-Whitney U-test was used to eva-
luate the significance of differences in the quantitative indi-
ces in individual treatment groups. The data were statistically
processed in the STATISTICA 7.0 software package.

Results

Evaluation of the patients from the group of biological treat-
ment with Tocilizumab

Out of 50 patients randomized to TOC biological therapy, 50
patients definitively completed the treatment within the study;,
14 (28%) of them being on continuous treatment. As a result of
the current study (finalized in December 2015, average admin-
istration period - 12 months, with a minimum of 6 months), in
13 out of 14 patients, the final effect obtained is firmly main-
tained: 6 patients with remission, 6 patients with improvement,
1 patient with improvement according to ACR criteria.

Early persistent, drug-obtained remission was seen in 1
female patient for 1.5 years, in 3 patients - for 2 years, in 1
female patient — 2.5 years, in 1 female patient - 3.5 years. In
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6 pacienti ai acestui lot, s-a determinat un debut precoce al AR
(in mediu, boala a persistat 0,69 ani). inci la 6 pacienti, pe par-
cursul a 0,5-2 ani de evidentd medicald, au persistat efectele
pozitive obtinute, constituind imbunatatire pentru ACR50, iar
la un pacient - ACR20, care a fost stabil (acest pacient a schim-
bat, ulterior, terapia biologica TOC pe LF).

Efectul obtinut citre sfarsitul terapiei biologice TOC s-a
micsorat doar la un pacient (tratamentul studiat a fost schim-
bat pe tratament DMARD LF).

In rezultatul evidentei pacientilor care au realizat terapia
biologica TOC, dupa abandonarea tratamentului reactii adver-
se nu au fost inregistrate. in cadrul reactiilor adverse tardive,
au fost Inregistrate la 2 pacienti cresterea transaminazelor din
ser nu mai mult de 2 ori fata de valorile normale si anemie cu
0 hemoglobina nu mai joasa de 100 g/], iar la 4 pacienti au fost
inregistrate infectii respiratorii virale acute.

De asemenea, au fost supravegheati 8 bolnavi, la care tera-
pia biologica TOC a fost schimbata fie chiar dupa terminarea
tratamentului dat, fie catre finalizarea studiului propriu-zis,

Tabelul 1. Criteriile de diagnostic EULAR din 2010.
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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
improvement for ACR50 and in one patient - ACR20, which
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/1 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-

Pentru a stabili diagnosticul de AR este necesar un scor de 26 din 10 ©
A. Implicarea articular3 ¢
O articulatie mare ©
2-10 articulatii mari
1-3 articulatii mici (cu sau fard implicarea articulatiilor mari) f
4-10 articulatii mici (cu sau fard implicarea articulatiilor mari)
> 10 articulatii (cel putin 1 articulatie micd) &
B. Serologie (este necesar cel putin un rezultat al testului)
FR negativ si anti-CCP negativ
FR slab-pozitiv sau anti-CCP slab-pozitiv
FR inalt-pozitiv sau anti-CCP Inalt-pozitiv
C. Reactantii de faza acutd (este necesar cel putin un rezultat al testului) !
Valorile normale ale PCR si VSH
Valorile crescute ale PCR si VSH
D. Durata simptomatologiei !
<6 saptamani
2 6 sdptamani

0 puncte
1 puncte
2 puncte
3 puncte
5 puncte

0 puncte
2 puncte
3 puncte

0 puncte
1 puncte

0 puncte
1 puncte

a Aceste criterii sunt orientate spre clasificarea pacientilor primar prezentati. in aditie, pacientii cu patologie erozivi tipici pentru artrita reumatoida si un istoric
compatibil de indeplinire anterioara a criteriilor din 2010, ar trebui, de asemenea, diagnosticati cu AR. Si pacientii cu durata lunga a bolii, inclusiv, cei la care boala este
inactiva (cu sau fard tratament), pe baza datelor retrospective disponibile si care au indeplinit, anterior, criteriile din 2010, ar trebui diagnosticati cu AR.

b Diagnosticul diferential variaza intre pacientii cu prezentari diferite, dar ar putea include asa patologii ca lupusul eritematos de sistem, artrita psoriazica si guta. Daca
maladiile, ce necesita a fi diferentiate, nu sunt clare, se recomanda consultatia unui specialist de profil.

“Desi pacientii cu un scor <6 din 10 nu pot fi diagnosticati cu AR, statutul lor poate fi apreciat din nou si criteriile ar putea fi cuamulate pe parcursul timpului.
dImplicarea articulara se refera la orice articulatie tumefiata sau dureroasi la examinare, care ar putea fi confirmata prin date imagistice de sinovita. Articulatiile IFD,
prima articulatie carpometacarpiana si prima articulatie MTP sunt excluse din apreciere. Categoriile de distributie a articulatiilor sunt determinate in conformitate cu
localizarea si numarul celor implicate, iar aprecierea are loc in cea mai inaltd categorie posibild in baza manierei de implicare articulara.

¢ Articulatiile mari sunt umarul, cotul, soldul, genunchiul si glezna.

f Articulatiile mici sunt MCP, IFB, MTP II-V, interfalangiene ale policelui, halucelui si radiocarpiana.

£in aceasti categorie, cel putin una din articulatiile afectate trebuie si fie mici; celelalte pot include oricare din combinatiile de articulatii mari si mici aditionale, alte
articulatii ce nu au fost enumerate in altd parte (ex. temporomandibulara, acromioclaviculard, sternoclaviculara etc.).

" Negativ se refera la nivele ale Ul mai joase decit limita superioard a normei corespunzitoare laboratorului si kitului utilizat; slab pozitiv se refera la valori crescute ale
UJ, dar <3 ori mai mari decat limita superioard a normei; inalt pozitiv se refera la valori >3 ori mai mari decat limita superioara a normei. Atunci cand FR este disponibil
sub forma unui rezultat calitativ, rezultatul pozitiv este interpretat ca FR slab pozitiv.

Valori normale si anormale sunt determinate pe baza standardelor locale de laborator.

J Durata simptomatologiei se refera la durata raportata de catre pacient a semnelor si simptomelor (ex. durere, tumefiere) sinovitei articulatiilor implicate la momentul

examinarii, indiferent de tratamentul aplicat.




dar nu mai Tnainte de 9 luni de cercetari, adic3, la etapa cand
concluziile preventive puteau fi stabilite.

La doi pacienti (unul cu imbunatatirea efectului cu 50% si
al doilea - cu 20%), terapia combinatd MT+SLZ a fost schim-
bata la LF. Cauza de anulare a MT+SLZ la acesti pacienti a fost
prezenta micronefrolitiazei, obiectivizata prin USG (la initie-
rea tratamentului studiat, acesti bolnavi deja prezentau pa-
tologie reno-urinara, mentionata anterior). La o pacienta s-a
dezvoltat hematurie neinsemnata. Pe parcursul urmatoarelor
6-12 luni de evidenta, cu trecerea de la terapie combinata la
monoterapie, s-a evidentiat scaderea progresiva a modificari-
lor patologice suplimentare (la un pacient, la ACR50 s-a men-
tinut efectul benefic, iar la altul, la ACR20). Cresterea in volum
a calculului renal s-a evidentiat la o singura pacienta, terapia
combinata fiind sistata.

La o pacienta cu imbunatatirea starii dupa criteriile ACR50,
MT+SLZ a fost abandonata din cauza prezentei anemiei (Hb
80 g/1), continuand administrarea doar a SLZ. Nivelul Hb pe
parcurs s-a ridicat, iar efectul obtinut nu s-a modificat in ur-
matoarele 12 luni de evidenta.

O pacientd a obtinut remisiune clinica dupa 12 de luni de

Table 1 EULAR criteria from 2010.
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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-
tient developed insignificant haematuria. During the follow-
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
beneficial effect). The increase in volume of the renal calculus
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/1), continuing SLZ alone. The Hb
level over time has risen and the effect has not changed over
the next 12 months of evidence.

In order to establish the RA diagnosis, a score of 26 out of 10 is required ¢
A. Joint involvementd
1 large joint ©
2-10 large joints
1-3 small joints (with or without the involvement of large joints) f
4-10 small joints (with or without the involvement of large joints)
> 10 joints (at least 1 small joint) ¢
B. Serology (at least one test result is required) "
Negative RF and negative ACPA
Low positive RF or low positive ACPA
High positive RF or high positive ACPA
C. Acute phase reactants (at least one test result is required)
Normal CRP and normal ESR
High CRP and high ESR
D. Symptom duration
<6 weeks
> 6 weeks

0 points
1 points
2 points
3 points
5 points

0 points
2 points
3 points

0 points
1 points

0 points
1 points

2 These criteria are geared towards the classification of the primary patients presented. Additionally, patients with typical erosive pathology for rheumatoid
arthritis and a compatible history of prior fulfillment of the 2010 criteria should also be diagnosed with RA. Also, the patients with a long-term disease, includ-
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.

¢ 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.
4 Joint involvement refers to any joint swollen or painful at examination, which could be confirmed by imaging synovitis data. The DIF joints, the first carpo-
metacarpal joint and the first MTP joint are excluded from the evaluation. The distribution categories of the joints are determined according to the location and
number of the involved ones, and the appreciation takes place in the highest possible category based on the joint involvement.

¢ The "large joints" are the shoulder, elbow, hip, knee and ankle joints.

fThe "small joints" are MCP, PIF, MTP II-V, interphalangeal of the police, toe and radiocarpian joints.

¢ 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.).

" Negative refers to lower IU levels than the upper limit of the standard for the laboratory and kit used; low positive refers to elevated IU values, but <3 times
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.

"'The normal and abnormal values are determined based on the local laboratory standards.

I 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.
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tratament si a fost necesara sistarea MT din cauza aparitiei
gastroduodenitei acute (doza MT a fost micsoratd de la 15 mg
pana la 10 mg pe saptamana). Dupa tratarea gastroduodenitei
si trecerea pacientului pe MT, ca monoterapie, peste 3 luni au
aparut artralgii, dupa care s-a reinitiat.

Pacienta care a dezvoltat distrofie retiniana, dupa 9 luni de
tratament si pozitivarea efectelor in 20%, dubla terapie a fost
schimbata cu SLZ monoterapie. Peste 3 luni de administrare
de SLZ, efectul obtinut s-a mentinut.

Pacienta cu TBC pulmonara, agravata de MT (a fost eviden-
tiata Insanatosire cu ACR50), dupa tratarea TBC-lui, i s-a reco-
mandat continuarea tratamentului cu sulfasalazina.

O pacienta care a finalizat tratamentul cu imbunatatire de
ACR20, terapia biologica TOC a fost schimbata pe MT, doza de
administrare fiind de 10 mg/saptdmana i/m, insa cresterea
dozei si schimbarea modului de administrare a preparatului
nu a condus la efectul scontat (fiind examinat peste 3 luni de
monoterapie).

La doi pacienti, datorita tratamentului efectiv timp de 9 si,
respectiv, 12 luni, terapia biologica TOC a fost substituita cu
tratament in monoterapie MT. intr-un caz, a fost obtinut efect
pozitiv de ACR20, iar la celdlalt pacient MT a fost fara efect.

Patru pacienti au fost exclusi din studiu peste 9 luni de cer-
cetdri, din cauza RA, iar 5 pacienti au fost exclusi din studiu la
diferiti termeni de tratament din cauza incalcarilor de regula-
ment al protocolului de cercetare.

Evaluarea pacientilor din grupul tratamentului prin mono-
terapie cu Metotrexat

Din 50 de pacienti randomizati la monoterapie cu MT, au
finalizat tratamentul definitiv din cadrul studiului 50 de pa-
cienti, iar 12 sunt la tratament continuu cu aceeasi doza (de-
tinem informatie la moment doar despre acesti 12 pacienti).
in rezultatul actualului studiu (terminat In decembrie 2015,
timpul mediu de administrare 12 luni, timpul minim - 3 luni,
maxim - 4 ani), la 10 din 12 bolnavi, efectul final obtinut se
mentine ferm: un bolnav cu remisiune (timp de 4,5 ani), 4 bol-
navi cu ameliorare, un pacient prezinta ameliorare conform
criteriilor ACR50 (de la 3 pana la 12 luni), iar la 5 bolnavi,

Tabelul 2. Caracterizarea generala a loturilor de studiu.
Table 2. General characteristic of study groups.
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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.

Evaluation of the patients in the monotherapy treatment
group with Methotrexate

Out of the 50 patients randomized to monotherapy with
MT, 50 patients definitively completed the study treatment
and 12 were on continuous treatment at the same dose (we
currently have information only about these 12 patients).
As a result of the current study (finished in December 2015,
average time of administration 12 months, minimum time -
3 months, maximum - 4 years), 10 out of 12 patients firmly

Parametri Lot MT Lot MT+SLZ Lot TOC
Parameters (n=50) (n=50) (n=50)
VArsta, ani
A 56,0+1,5 55,0+1,5 54,5+1,5
ge, y.o.

Durata AR, ani 3,7:0,1 4,1£0,1 4,240,1
RA duration, years /=Y, ,1%0, ,2+0,
Evolutia AR <1 an . 0 0
RA evolution <1 year 16 (32%) 12 (24%) 16 (32%)
Manifestari extraarticulare in AR

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

Extraarticular signs in RA

Prezenta FR in ser
Presence of RF in serum

Anticorpi anti-CCP in ser >10 U/ml
Anti-CCP antibodies in serum >10 U/ml

50 (100%)

50 (100%)

50 (100%) 50 (100%)

50 (100%) 50 (100%)




ACR20 de ameliorare. Efectul obtinut catre sfarsitul studiului
pe fundalul de monoterapie MT este: s-a micsorat activitatea
bolii la doi pacienti (initial, fiind imbunatatirea starii cu 50%,
iar spre sfarsit, cu 20% dupa criteriile ACR, fiind la evidenta
timp de 6-12 luni).

La examenul pacientilor, dupa realizarea tratamentului cu
MT, RA ulterioare nu au fost inregistrate. RA tardive au fost
inregistrate la 4 pacienti (cresterea transaminazelor din ser
nu mai mult de 2 ori) si 3 cazuri inregistrate de infectii respi-
ratorii virale acute si un pacient cu bronsita acuta.

La doua paciente s-a relevat insuficienta monoterapiei cu
MT (20% de Insanatosire conform criteriilor ACR), iar trata-
mentul a fost suplimentat cu SLZ. La combinarea acestor doua
preparate s-a evidentiat imbunatatirea efectului cu 50% dupa
ACR (fiind la evidenta timp de 6-12 luni).

Saptesprezece pacienti nu au sfarsit monoterapia cu MT
initiata, din cauza reactiilor adverse dezvoltate peste 9 luni de
tratament. La doua din paciente li s-a schimbat terapia medi-
camentoasa cu administrarea de sulfasalazina. O pacienta a
fost exclusa din studiu din cauza dezvoltarii hepatitei medica-
mentoase (cu 50% de efect pozitiv), iar pe fundal de tratament
cu sulfasalazina a fost prezent 20% de efect pozitiv conform
ACR (ultima reevaluare fiind dupa 18 luni din cadrul acestui
studiu). La un pacient cu anularea MT dupa 17 luni de studiu
si cu efect pozitiv ACR50 la acel moment, din cauza herpesu-
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maintained the final effect: a patient with remission (for 4.5
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 end of the study on the MT monotherapy background was:
the disease activity was reduced in two patients (initially by
status improvement by 50% and finally by 20% according to
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.

Two female patients presented insufficiency of MT mon-
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

Tabelul 3. Valorile comparative ale parametrilor studiati, pe loturi, initial si peste 12 luni de tratament.

Table 3. Comparative values of registered parameters according to study groups, at the beginning and after 12 months of treatment.

Parametrii Lot MT Lot MT+SSZ Lot TOC b
Parameters TO T12 TO T12 TO T12

NAD 22,0 10,0 22,0 10,0 22,0 9,0 <0.001
NPJ (9,0-28,0) (0,0-28,0) (9,0-28,0) (0,0-28,0) (8,0-36,0) (0,0-32,0) ’
NAT 15,0 5,0 15,0 5,0 15,0 4,0 <0.001
NSJ (7,0-26,0) (0,0-24,0) (7,0-26,0) (0,0-24,0) (7,0-29,0) (0,0-10,0) ’
Intensitatea durerii

articulare, mm SVA 53,0 20,0 53,0 20,0 56,0 12,0 <0001
Intensity of joint pain, mm (35,0-90,0) (0,0-80,0) (35,0-90,0) (0,0-80,0) (14,0-90,0) (14,0-90,0) ’
VAS

VSH, mm/h 37,0 12,0 37,0 12,0 29,0 14,0 <0.001
ESR, mm/h (10,0-65,0) (5,0-40,0) (10,0-65,0) (5,0-40,0) (7,0-60,0) (4,0-55,0) ’
PCR, mg/ml 48,0 12,0 48,0 12,0 96,0 12,0 <0.001
CRB, mg/ml (0,0-96,0) (0,0-24,0) (0,0-96,0) (0,0-24,0) (12,0-124,0) (0,0-48,0) ’
Scor DAS28, puncte 4,7 3,1 4,7 3,1 4,7 2,6 <0001
DAS28 score, points (3,7-6,5) (1,0-6,1) (3,7-6,5) (1,0-6,1) (3,6-6,1) (0,6-5,4) !
Scor HAQ, puncte 2,5 0,75 2,5 0,75 1,5 0,5 <0001
HAQ score, points (0,45-3,0) (0,0-1,5) (0,45-3,0) (0,0-1,5) (0,37-3,0) (0,0-2,5) !

Notd: NAD - numar de articulatii dureroase; NAT - numar de articulatii tumefiate. TO - initial; T12 - peste 12 luni. Valorile numerice ale parametrilor sunt

exprimate drept medie si extreme. Test statistic aplicat: Wilcoxon.

Note: NP] - number of painful joints; NSJ - number of swollen joints. TO - initially; T12 - after 12 months. The numerical values of the parameters are expressed as

mean and extremes. Applied statistical test: Wilcoxon.
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lui recidivant a fost modificat tratamentul, fiind administrata
sulfasalazina, insa efectul pozitiv nu a fost prezent (fiind la su-
praveghere suplimentara 4 luni).

O pacienta a fost exclusa timpuriu din studiu din cauza RA,
si anume a herpesului zoster, a avut efect pozitiv de ACR50, a
fost modificat pe tratament cu SLZ si efectul obtinut de ACR50
s-a mentinut pe parcursul urmatoarelor 12 luni de evidenta.

Trei paciente au fost excluse din studiu timpuriu din cauza
monoterapiei neefective cu MT timp de 9 luni. La doua bolna-
ve, tratamentul cu MT a fost abandonat peste 15 si, respectiv,
18 luni de tratament cu MT, a fost schimbat cu LF, care, de ase-
menea, a fost neefectiv (fiind la evidenta 3 si, respectiv, 4 luni),
ulterior, cu administrare de tocilizumab 4 mg/kg/corp, cu
efect pozitiv ACR50. A treia pacienta a fost exclusa din studiu
dupad 12 luni de tratament, i s-a indicat LF+SLF (la reevaluarea
pacientei peste 3 luni, efectul pozitiv nu s-a semnalat).

Cinci paciente au sfarsit tratamentul studiat si au fost ex-
cluse din studiu din cauza RA grave (cancer gastric, limfom
malign, fractura colului femural, pneumonie, otita purulentad).

Asadar, au fost acumulate doar 50 de paciente care au
continuat administrarea monoterapiei MT pana la finalizarea
studiului (de la 3 luni pana la 2 ani); efectul dorit atins a fost
mentinut la 13 bolnave (26%), iar din 12 paciente care au ad-
ministrat monoterapia cu MT (de la 3 luni pana la 4 ani) - 7
bolnavi (14%).

Evaluarea pacientilor din grupul tratamentului combinat prin
Metotrexat si Sulfasalazind

Din 50 de pacienti randomizati la tratament combinat cu
MT+SLZ, au finalizat tratamentul definitiv din cadrul studiu-
lui 50 de pacienti, iar 9 sunt la tratament continuu cu aceeasi
doza (detinem informatie, la moment, doar despre acesti 9 pa-
cienti). In rezultatul actualului studiu (terminat in decembrie
2015, durata medie de administrare — 12 luni, cea minima - 3
luni, maxima - 2,8 ani), la 6 din 9 bolnavi efectul final obtinut
se mentine ferm: un bolnav cu remisiune (timp de 2,7 ani) si
5 bolnavi cu ameliorare, doi pacienti prezinta ameliorare con-
form criteriilor ACR50 (de la 2 pana la 14 luni), iar la 3 bolnavi
- ameliorare ACR20. Efectul obtinut catre sfarsitul studiului,
pe fundal de tratament combinat cu MT+SLZ este: s-a micsorat
activitatea bolii la cinci pacienti (initial, fiind imbunatatirea
starii cu 50%, iar spre sfarsit - cu 20% dupa criteriile ACR,
fiind la evidenta timp de 6-12 luni).

La examenul pacientilor dupa terminarea tratamentului
combinat cu MT+SLZ, au fost Inregistrate reactii adverse ul-
terioare, manifestate prin hepatita toxicd medicamentoasa si
anemie. RA tardive au fost inregistrate la 4 pacienti (cresterea
transaminazelor din ser mai mult de 2 ori fata de valorile nor-
male) si trei pacienti cu bronsita acuta si unul cu pneumonie
recidivanta.

La doud paciente s-a relevat insuficienta tratamentului
combinat cu MT+SLZ (20% de Insanatosire, conform criterii-
lor ACR), iar tratamentul a fost schimbat cu LF si s-a evidentiat
imbunatatirea efectului cu 50% dupa ACR (fiind la evidenta
timp de 12 luni).

Douazeci si trei de paciente nu au finalizat tratamentul
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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,
due to recurrent herpes, treatment was modified with the ad-
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).

Five female patients did not finish the study treatment and
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
received monotherapy with MT (from 3 months to 4 years) - 7
patients (14%).

Evaluation of patients in the combined treatment group
with Methotrexate and Sulfasalazine

Out of 50 patients randomized to combined treatment
with MT+SLZ, 50 patients definitely completed the treatment
within the study, and 9 are on continuous treatment at the
same dose (we currently have information only about these
9 patients). As a result of the current study (finished in De-
cember 2015, average time of administration - 12 months,
minimum time - 3 months, maximum - 2.8 years), in 6 out
of 9 patients the obtained final effect is firmly maintained: a
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
the background of combined treatment with MT+SLZ is: the
disease activity was reduced in 5 patients (initially improve-
ment of the condition by 50% and finally by 20% according to
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



combinat cu MT+SLZ din cauza reactiilor adverse dezvoltate
peste 9 luni de tratament. La doua din ele li s-au schimbat te-
rapia medicamentoasa cu administrarea de SLZ sau LF iar la
cinci s-a Inceput tratamentul cu tocilizumab 4 mg/kg/corp. O
pacienta a fost exclusa din studiu din cauza dezvoltarii hepa-
titei medicamentoase (cu ACR50 efect pozitiv), iar pe fundalul
de tratament cu SLZ, a fost prezent un efect pozitiv conform
ACR20 (ultima reevaluare fiind dupa 12 luni din cadrul acestui
studiu). La trei paciente cu anularea MT+SLZ dupa 12 luni de
studiu si ACR50 efect pozitiv, la acel moment, din cauza her-
pesului recidivant, a fost modificat tratamentul, fiind adminis-
trata SLZ cu prezenta Imbunatatirii conform ACR20, fiind la
supraveghere suplimentara inca 8 luni.

Trei paciente au fost excluse din studiu la stadiile timpurii
din cauza RA, si anume, herpes zoster, a avut efect pozitiv de
ACRS50, a fost schimbat pe tratament cu SLZ si AINS, iar efectul
obtinut de ACR20 s-a mentinut pe parcursul urmatoarelor 12
luni de evidenta.

Doua paciente au fost excluse din studiu timpuriu din cau-
za terapiei combinate cu MT+SLZ, neefective timp de 9 luni. La
o bolnava, tratamentul cu MT a fost abandonat peste 6 luni si
s-a modificat cu administrarea de tocilizumab 4 mg/kg/corp,
cu efect pozitiv ACR50. Inci o pacient a fost exclusi din stu-
diu dupa 9 luni de tratament; ei i s-a indicat asocierea de MT si
tocilizumab 4 mg/kg corp, cu efect pozitiv ACR50 (la reevalu-
area pacientei peste 3 luni).

Sapte paciente nu au finalizat tratamentul si au fost exclu-
se din studiu din cauza reactiilor adverse grave (cancer pul-
monar, limfom malign, fractura colului femural, fractura prin
tasare a vertebrelor, pneumonie, otita purulenta, agranuloci-
toza).

Discutii

In timpul perioadei de studiu, la pacientii din ambele gru-
puri de tratament s-a imbunatitit statutul functional. In gru-
pul cu terapie biologica TOC, indicele mediu HAQ a scazut de
la 1,5 panila0,5. In grupul cu monoterapie MT si MT+SLZ - de
la 2,0 si 2,5 pana la 0,75 puncte (p=0,008). Numarul pacienti-
lor cu tulburarea starii functionale minima (HAQ 0-1,0), medie
(HAQ 1,1-2,0) si exprimata (HAQ 2,1-3,0), la sfarsitul studiu-
lui, In ambele grupuri, a fost similara. Astfel, intre grupuri nu
au fost observate diferente semnificative in imbunatatirea sta-
rii functionale.

Utilizarea tuturor tipurilor de terapie a redus doza medie
zilnicd la luarea simultana a corticosteroizilor de la 5,0 pana la
2,5 mg (in ambele grupuri) si s-a anulat AINS la 76% pacienti
tratati cu terapie biologica TOC, si la aproximativ 50%, tratati
cu monoterapie MT si MT+SLZ (cu diferenta semnificativa,
p=0,027). Astfel, au fost observate diferentele intergrupale in
reducerea sindromului inflamator de catre terapia biologica
TOC.

La compararea eficacitatii a trei tipuri de terapii de baza,
s-a constatat ca terapia biologica cu TOC, comparativ cu mo-
noterapia MT si combinatia MT+SLZ, are doua avantaje semni-
ficative: stabilitate semnificativa (ACR>50) a efectului clinic si
reducerea ratei reactiilor adverse. Ar trebui de remarcat faptul

Calitatea vietii dupd tratamentul artritei reumatoide

to be insufficient (20% recovery according to ACR criteria),
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 LE and in
five of them, treatment with tocilizumab 4 mg/kg/body was
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
herpes, the treatment was modified, being administered SLZ
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
0.5 and in the MT and MT+SLZ monotherapy groups - from 2.0
to 2.5 to 0.75 points (p=0.008). The number of patients with
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-
therapy and MT+SLZ (with a significant difference, p=0.027).
Thus, intergroup differences in the reduction of the inflamma-
tory syndrome by the biological TOC therapy were observed.
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cd aceste avantaje sunt mentinute si la monitorizarea ulterioa-
ra a pacientilor in afara studiului (follow-up-ul maxim a fost
de 2 ani). In opinia noastra, aceste proprietati ale terapiei bio-
logice sunt importante din punct de vedere clinic si valoroase
pentru pacientii cu AR. In special, se pot reduce necesititile
pacientilor intr-o terapie cu glucocorticosteroizi si AINS, cat si
injectii intra-articulare de corticosteroizi.

Concluzii

Terapia biologica cu TOC a demonstrat o mai mare efica-
citate in ameliorarea calitatii vietii, comparativ cu monotera-
pia MT sau tratamentul combinat MT+SLZ. Astfel, in grupul cu
terapie biologicd, indicele mediu HAQ a scazut de la 1,5 pana
la 0, iar in grupul cu monoterapie MT sau MT+SLZ - de la 2,0
si 2,5 pana la 1,0 puncte. Reducerea scorurilor radiologice de
afectare articulara a fost mai semnificativa pentru grupul cu
terapie biologica TOC (KD jos la 69% pacienti), comparativ cu
monoterapia cu MT (KD jos la 46,15% pacienti, p<0,01) si te-
rapia combinata, MT+SLZ (KD jos la 45% pacienti).

Suportarea terapiei biologice TOC a fost in totalitate mult
mai buna si semnificativ s-a deosebit de suportarea monotera-
piei cu MT sau a terapiei combinate MT+SLZ. Frecventa reactii-
lor adverse care au necesitat intreruperea tratamentului a fost
neinsemnata la bolnavii care au fost supusi terapiei biologice
(4% pacienti), cu o ratd semnificativ mai mare in grupul cu
monoterapie MT (14%) si terapie combinata MT+SLZ (16%).
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When comparing the efficacy of the three types of basic
therapies, we found that biological therapy with TOC, com-
pared to MT monotherapy and the combination of MT+SLZ,
has two important advantages: significant stability (ACR>50)
of the clinical effect and reduction in the rate of adverse re-
actions. It should be noted that these benefits are also main-
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

Biological therapy with TOC has shown greater efficacy in
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
with MT or MT+SLZ monotherapy - from 2.0 and 2.5 to 1.0
points. Reduction of the radiological scores of joint damage
was more significant for the TOC biological therapy group
(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
better and significantly differed from the tolerance of MT
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
therapy (4% of patients), with a significantly higher rate in the
MT monotherapy group (14%) and MT+SLZ combined thera-

py group (16%).
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