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Ce nu este, deocamdata, cunoscut la subiectul abordat

Este cunoscut faptul ca hidorxiclorochina este recoman-
data pacientilor cu LES si afectare cutanata. Totodat3, in lite-
ratura de specialitate nu sunt studii clinice randomizate, care
ar confirma eficacitatea hidorxiclorochinei prin instrumente
clinice de cuantificare a ariei si extensiei implicarilor tegu-
mentare.

Ipoteza de cercetare

Tratamentul cu hidroxicloroching, suplimentat la medica-
tia de baza a pacientilor cu lupus eritematos sistemic si afec-
tare cutanata, ar putea reduce aria si extensia manifestarilor
cutanate, odata cu diminuarea indicatorilor de activitate a lu-
pusului.

Noutatea adusa literaturii stiintifice in domeniu

Este primul studiu prospectiv, randomizat, care evaluea-
za eficacitatea hidroxiclorochinei asupra manifestarilor te-
gumentare la pacientii cu lupus eritematos sistemic, prin in-
strumentul clinic validat CLASI - Indicele de Arie si Extensie a
Lupusului Cutanat.

Rezumat

Introducere. Afectarea cutanati la pacientii cu LES, ca si frec-
ventd a implicarii organice, este a doua manifestare a lupusului,
prezentd la 93% dintre pacienti pe parcursul evolutiei bolii. Pro-
blema afectérilor cutanate rezida din potentialul acestora de a
provoca leziuni cutanate ireversibile (cicatrici extinse, alopecie
cronicd cicatriceald, ulceratii trenante), de aceea, tratamentul tintit
al acestor pacienti are importanta majora. Conform cunostintelor
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What is not known yet, about the topic

It is known that hydroxychloroquine is recommended for
patients with SLE and skin involvement. Simultaneously, there
are not randomized clinical trials, confirming its effectiveness
through clinical tools for quantifying the area and severity in-
dexes of skin involvement.

Research hypothesis

Treatment with hydroxychloroquine, supplemented to the
basic medication in patients with systemic lupus erythemato-
sus and skin involvement, could reduce the area and severity
indexes of skin manifestations, and, at the same time, diminish
the activity of the disease.

Article’s added novelty on this scientific topic

It is the first prospective randomized study, assessing the
effectiveness of hydroxychloroquine on skin involvement in
patients with systemic lupus erythematosus, using a validated
clinical tool CLASI - Cutaneous Lupus Erythematosus Disease
Area and Severity Index.

Abstract

Introduction. Skin involvement in patients with SLE is the
second manifestation of lupus, being found in 93% of patients
during the course of the disease. Its problem lies on its potential
to cause irreversible lesions (extensive scarring, chronic cicatri-
cial alopecia, persisting ulcers), therefore targeted treatment of
these patients is important. To our knowledge, there are no spe-
cific treatment recommendations for patients with SLE and skin
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noastre, nu sunt recomandari specifice pentru pacientii cu LES si
implicare tegumentard, dar se presupune ca administrarea hidro-
xiclorochinei (HCQ) ar avea un rol protectiv in aparitia leziunilor
cutanate ireversibile. Reiesind din cele mentionate, am efectuat
un studiu prospectiv randomizat pentru a evidentia eficacitatea
hidroxiclorochinei la pacientii cu LES si implicare cutanatd, prin
instrumente clinice validate.

Material si metode. In cercetare au fost inclusi 97 de pacienti
cu LES, conform criteriilor de clasificare SLICC 2012. Subiectii au
fost randomizati in doua loturi: L, — tratament de bazd nemodifi-
cat si L, - tratament de baza cu administrarea hidroxiclorochinei.
Pacientii au fost urmariti prospectiv timp de 12 luni, in 4 vizite,
prin analiza scrorurilor de activitate si acutizare a LES si rdspun-
sului cutanat prin CLASI la 3, 6 si 12 luni.

Rezultate. In urma randomizarii, s-au format doud loturi com-
parabile: L - tratament de bazd cu HCQ (51 de pacienti) si L, -
tratament de bazd fara HCQ (46 de pacienti). Indicii de activitate
SLEDALI si SELENA au diminuat semnificativ mai mult in L, ver-
sus L ([-7,7] vs. [-2,9] pentru SLEDATI si [-6,6] versus [-5,1] pentru
SLAM, respectiv), RR al acutizérilor fiind mai mic in lotul pacien-
tilor tratati cu hidroxiclorochina (RR la 6 luni = 0,5; IC95% = 0,25
-0,98; RR1a 12 luni 0,49; IC95% = 0,25 - 0,94). Afectarea cutanata
activd, cuantificatd prin indicele CLASI, a diminuat in lotul de cer-
cetare cu [-4,8] puncte (p<0,001) versus [-1,9] puncte pentru lotul
de control (p>0,05), ambele fatd de debutul tratamentului.

Concluzii. Administrarea hidroxiclorochinei, in complex cu
tratamentul de baza la pacientii cu LES si implicare cutanata, con-
tribuie la diminuarea activitatii bolii si frecventei acutizérilor. Cu
referire la afectarea cutanatd, hidroxiclorochina contrubuie la re-
gresia leziunilor cutanate active, cuantificate prin indicele CLASIL.

Cuvinte cheie: lupus eritematos sistemic, afectare cutanata, in-
dicele de arie si extensie a lupusului eritematos cutanat (CLASI).

Introducere

Lupusul eritematos sistemic (LES) este o maladie autoimuna
polisindromica de etiologie necunoscuta, care se dezvoltd pe fon-
dul proceselor de imunoreglare imperfectd, determinate genetic,
asociatd cu hiperproducerea autoanticorpilor [1]. Tabloul clinic al
bolii variaza de la manifestari usoare (artrite, manifestéri cutana-
te), pana la afectéri severe de organe si sisteme, cum ar fi sistemul
nervos central, afectare renala si neurologica [2, 3]. Afectarea cuta-
nata, ca si frecventd a implicarii organice, este a doua manifestare
a lupusului, prezenta la 93% dintre pacienti pe parcursul evolutiei
bolii [4, 5]. Cu toate acestea, importanta cercetdrii asupra impli-
cérii cutanate in LES a fost pusa in valoare catre anul 2009, atunci
cand au fost propuse criteriile SLICC de clasificare a LES (Petri M.,
2012), care a desfasurat tipurile de afectdri cutanate, astfel incét
dintre cele 11 criterii clinice, 4 criterii vizeazd implicarea tegumen-
tara [6].

O alta problema abordata in literatura mai veche pentru pri-
ma data, este aparitia leziunilor ireversibile la pacientii cu LES,
cuantificate prin Indexul Afectdrii Organice la pacientul cu LES
- SLICC/ACR DI. In cohortele Hopkins (Petri, 1998) si Goldman,
2003, aceste leziuni cutanate au acumulat de la 4 la 14% din scorul
total SLICC/DI, fiind reprezentate de alopecie cronica cicatriceala,
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involvement, but it is assumed that hydroxychloroquine (HCQ)
administration would have a protective effect in the development
of irreversible skin lesions. Based on the foregoing, we conducted
a prospective randomized study to highlight the effectiveness of
hydroxychloroquine in patients with SLE and cutaneous involve-
ment using validated clinical tools.

Material and methods. The research included 97 patients with
SLE that fulfilled SLICC, 2012 classification criteria. The subjects
were randomized into two groups: L, — unchanged basic treatment
and L, — basic treatment plus hydroxychloroquine. Patients were
followed prospectively for 12 months during four visits: SLE activ-
ity, flare scores and skin response by CLASI at 3, 6 and 12 months
were assessed.

Results. According to randomization, were formed two com-
parable groups: L — basic treatment with HCQ (51 patients) and
L, — basic treatment without HCQ (46 patients). The disease activ-
ity by SLEDAI and SLAM decreased more significantly in L, ver-
sus L, ([-7.7] vs. [-2.9] for SLEDAI and [-6.6] vs. [-5.1] for SLAM,
respectively), the RR of flares being lower in the group of patients
treated with hydroxychloroquine (RR at 6 months = 0.5, 95%CI =
0.25 to 0.98, RR at 12 months 0.49, 95%CI = 0.25 to 0.94). Active
cutaneous involvement, measured by CLASI index, decreased in
L, by [-4.8] points (p<0.001) versus [-1.9] points for the L, group
(p>0.05), both compared to baseline.

Conclusions. The add of the hydroxychloroquine to basic
treatment in patients with SLE and skin involvement contributes
to the decrease of the disease activity and reduces the frequency
of flares. Concerning cutaneous involvement, hydroxychloroquine
contributes to the regression of active skin manifestations, as mea-
sured by CLASI index.

Key words: systemic lupus erythematosus, skin involvement,
cutaneous lupus erythematosus, disease area and severity index
(CLASI).

Introduction

Systemic lupus erythematosus (SLA) is a polysyndromal sys-
temic autoimmune disease of unknown etiology, that develops
on imperfect immune regulation, determined genetically, associ-
ated with an excessive production of autoantibodies [1]. Clinical
features in individual patients can be quite various, ranging from
mild (joint and skin involvement) to severe, life-threatening or-
gan lesions such as central nervous system, neurological or renal
damage [2, 3]. Skin involvement in patients with SLE is the second
manifestation of lupus, being found in 93% of patients during the
course of the disease [4, 5]. However, the importance of research
on cutaneous manifestations in SLE was put in value by 2009,
when SLICC classification criteria were proposed (Petri M., 2012);
it expanded the types of skin damage, so 4 out of 11 clinical criteria
were related to skin cutaneous involvement [6].

Another issue concerning cutaneous involvement in SLE was
described for the first time in 1998 and 2003, and address potential
irreversible lesions, measured by SLICC/ACR Damage Index. In
Hopkins (Petri, 1998) and Goldman (2003) cohorts, skin lesions
have accumulated from 4 to 14% of the total SLICC/DI, being rep-
resented by chronic scarring alopecia, extended scars/panniculitis
and/or skin ulcers [7, 8]. Hence, the importance of targeted medi-
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cicactrici extinse/paniculite si/sau ulceratii cutanate trenante [7,
8]. Reiesind din cele relatate, s-a presupus importanta manage-
mentului medicamentos tintit al acestor pacienti cu scopul de a
preveni instalarea leziunilor tegumentare ireversibile.

Cu toate ca in 2014, intr-un efort de omogenizare a abordarii
terapeutice, grupul de lucru condus de profesorul Matthias Schnei-
der a publicat recomandarile treat-to-target pentru managementul
LES [9], studiul acestor recomandéri nu ne-a permis sa desprin-
dem directii certe de tratament pentru implicarea tegumentard
in LES. In absenta studiilor-control randomizate largi, care abor-
deaza tratamentul pacientilor cu LES si implicare cutanata, am
analizat studii de tip transversal de domeniu. Studiul LUMINA a
analizat efectul hidroxicloroquinei (HCQ) asupra diferitor aspecte
ale LES, inclusiv a leziunilor cutanate, intr-un studiu multietnic re-
trospectiv si a constatat ca utilizarea acesteia este asociatd, posibil,
cu intérzierea aparitiei leziunilor cutanate ireversibile [10]. Studiul
nu a raspuns, insd, la intrebarea daca administrarea hidroxicloro-
chinei influenteaza aria si extensia afectarii cutanate active, fapt
important in managementul pacientilor cu LES. In aceasti ordine
de idei, tratamentul afectérii cutanate in LES deriva din judecata si
experienta medicului si alegerea terapiei se face in functie de tipul
de implicare tegumentara, aria si extensia leziunilor in raport cu
severitatea si activitatea generald a bolii [11].

Din analiza celor relatate anterior am desprins cd o cercetare
complexa, prospectiva, analitica, randomizatd, cu scopul de a evi-
dentia eficacitatea hidroxiclorochinei la pacientii cu LES si impli-
care, prin instrumente clinice validate, este indispensabila.

Material si metode

Studiu prospectiv, randomizat in raport de 1:1, paralel, cu in-
cluderea a doud loturi: L, - tratament de bazd nemodificat si L,
—lotul de pacienti cu tratament de baza plus HCQ cu doza de 6,5
mg/kg/corp/zi, per os. Criterii de includere in studiu: pacienti
adulti cu lupus eritematos sistemic, care au intrunit criteriile de
clasificare SLICC, 2012 si care si-au exprimat acordul informat de
a participa in cercetare. Din studiu au fost exclusi pacientii cu pa-
tologii cutanate non lupice, tratament actual sau recent (<6 luni)
cu HCQ si pacientii care au avut contraindicatii pentru adminis-
trarea hidroxiclorochinei (sarcina si lactatia, retinopatie, inclusiv,
maculopatie preexistente si hipersensibilitate la sulfat de hidroxi-
cloroching, la derivati de 4-aminochinolind sau la oricare dintre
excipientii Plaquenil).

Cercetarea s-a derulat in Departamentul Medicina Internd,
Facultatea Medicinad nr. 1 a Universitatii de Stat de Medicind si
Farmacie ,,Nicolae Testemitanu” din Republica Moldova, la baza
Institutului de Cardiologie, sectia IV, in perioada februarie 2015 -
septembrie 2016.

Evaluarea dinamicé a pacientilor a presupus 4 vizite efectuate
pe parcursul a 12 luni: vizita baseline — T, vizita la 3 luni - T ,
vizita la 6 luni — T, si vizita la 12 luni - T,. Modelul de cercetare
al pacientilor este prezentat in Figura 1. La prima etapd a cercetd-
rii, pentru a asigura eligibilitatea pacientilor pentru cercetare, su-
biectii au fost examinati prin anchetare, examen fizic, examene de
laborator generale si speciale, controlul oftalmologic (pentru a ex-
clude contraindicatiile pentru administrarea hidroxiclorochinei),
aplicarea instrumentelor clinice pentru aprecierea activitatii bolii
(SLEDAIL SLAM) si ariei si extensiei implicarii cutanate CLASI.

MJHS 9(3)/2016

cal treatment of these patients, in order to prevent the onset of
irreversible skin lesions, was judged as being important.

Although in 2014, in an effort to homogenize the therapeutic
approach, the working group led by Professor Matthias Schneider
has published the treat-to-target recommendations for SLE man-
agement [9], the analysis of these recommendations has not al-
lowed us to detach proven treatment directions. In the absence of
large randomized controlled clinical trials, which would address
the treatment of patients with SLE and skin involvement, we ana-
lyzed cross-sectional studies. The results of the LUMINA (retro-
spective, multicentric) that analyzed the efficacy of hydroxychlo-
roquine (HCQ) on different aspects of SLE, including skin lesions,
stated that its use is possibly associated with a delay in the occur-
rence of irreversible skin damage [10]. However, the research did
not answer the question whether the administration of hydroxy-
chloroquine influences the area and severity of active skin involve-
ment, which is important in the management of patients with SLE.
In this context, the treatment of skin manifestations in SLE derives
from the judgment and clinical experience of the physician and
the choice of therapy is based on the type of skin involvement,
area and severity of the lesions in relation to the overall burden of
disease severity and activity [11].

In consideration of the foregoing, we concluded that a prospec-
tive randomized clinical research would be necessary, in order to
assess the effectiveness of hydroxychloroquine in patients with
SLE and skin involvement, using validated clinical tools.

Material and methods

Prospective randomized, 1:1 study of two groups: L, — un-
changed basic treatment and L, — basic treatment plus HCQ (6.5
mg/kg/day, orally). Inclusion criteria: adult SLE patients, that
fulfiled SLICC 2012 classification criteria and expressed their in-
formed consent to research participation. We exluded from the
study patients with non lupus-linked cutaneous pathologies, cur-
rent or recent (<6 months) treatment with HCQ and patients who
have contraindications to HCQ (pregnancy and lactation, retinop-
athy, including pre-existing maculopathy and hypersensitivity to
hydroxychloroquine sulfate, to 4-aminoquinoline derivatives or to
any component of Plaquenil).

The research was conducted in the Department of internal
medicine, Faculty of Medicine of Nicolae Testemitanu State Uni-
versity of Medicine and Pharmacy from Republic of Moldova, at
the Institute of Cardiology, Department I'V, during the period Feb-
ruary 2015 — September 2016.

The patients were assessed during four visits over 12 months:
baseline visit - T visit, at 3 months — T , at 6 months - T, and
at 12 months - T,. The research protocol is shown in Figure 1.
At baseline, in order to ensure the eligibility of patients, we col-
lected sociodemographic data and performed physical examina-
tion, general and specific laboratory tests, ophtalmologic control
(to exclude contraindications to hydroxychloroquine), we assessed
disease activity (SLEDAI, SLAM) and cutaneous involvement area
and severity index by CLASI. During visits, patients were exam-
ined and laboratory tests were ordered, the disease activity was ap-
preciated by SLAM and SLEDAI, the involvement of the skin - by



La fiecare 3 luni, pacietii au fost examinati prin examen clinic si de
laborator, precum si aprecierea activitdtii maladiei (SLAM, SLE-
DAI), dinamicii implicérii cutanate (CLASI), iar indicele de acuti-
zare SELENA/SLEDALI a fost apreciat la 6 si 12 luni de tratament.
Parametrul principal de rezultat a fost modificarea indicelui
CLASI Activitate si CLASI Lezare dela T 1a T.,.
Parametrii secundari de rezultat:
= dinamica indicilor de activitate a bolii SLAM si SLEDAI
delaT laT,;
= dinamica Ac antiADN dc, fractiei libere a complementu-
lui C3, C4 i VSH-uluidela T 1a T;
= determinarea raspunsului la tratament prin SELENA/
SLEDAI la 6 si 12 luni de tratament.

Numarul de subiecti in fiecare lot a fost calculat prin aplicarea

formulei pentru cercetirile prospectiv-analitice:

n=1/1-fx 2(Z'&+ZB)2 x P(1-P)/(P-P )? unde:
P = 76,0%, P,=0,76; P, = 36,0%, P =0,36; P = (P, + P )/2=0,56;
Za — valoarea tabelard. Cand pragul de semnificatie este de 95%,
atunci coeficientul Za =1,96; Z — valoarea tabelara. Cand puterea
statisticd a comparatiei este de 95%, atunci coeficientul Zﬁ = 1,65;
f = proportia subiectilor care sa asteapta sa abandoneze studiul din
motive diferite de efectul investigat; q = 1/(1-f), £=10,0% (0,1).
Introducénd datele in formuld, am obtinut:
n=1/1-0,1 x 2(1,96+1,65)* x 0,56 x 0,44 /(0,76-0,36)>= 45

In concluzie, L, a inclus 46 de pacienti tratati cu tratament de
baza nemodoficat si HCQ, si L, a inclus de 51 de pacienti cu trata-
ment de baza, fara HCQ.

Randomizarea s-a efectuat in mod computerizat, prin progra-
mul MedCalc statistical software, versiunea 12.7.0. Analiza statis-
ticd a rezultatelor a fost prezentatd sub formd de valori medii +
SD (deviere-standard). Diferenta statisticd a fost calculatd prin
criteriul t-Student; a fost calculat riscul relativ (RR) si prezentate
intervalele de confidentd de 95% (IC95%).

Avizul favorabil al Comitetului de Etica a fost primit in data
de 26 ianuarie 2015, procesul verbal nr. 26 al sedintei Comitetului
de Etica al USMF , Nicolae Testemitanu”, presedinte Mihail Gavri-
liuc. Toti participantii in cercetare si-au exprimat consimtamantul
informat inainte de inrolare. Datele au fost prelucrate statistic in
programul statistic MedCalc statistical software, versiunea 12.7.0.

Rezultate

Caracteristicile pacientilor la etapa inroldrii

Diagrama de flux CONSORT a pacientilor studiati este ilus-
tratd in Figura 2. La etapa inrolarii, au fost cercetati 115 pacienti
cu LES, iar dupa aplicarea criteriilor de includere si excludere, am
obtinut un lot de 97 de subiecti, eligibili pentru studiu. Asadar, 97
de pacienti au fost randomizati in doud loturi: L, a inclus 46 de
pacienti, tratati conform metodei modificate de tratament (trata-
ment de baza, anterior, cu administrarea concomitenta a hidro-
xiclorochinei) si lotul de control L, a inclus 51 de pacienti tratati
prin tratament de baza nemodificat, fira hidroxiclorochina.

Prin prisma obiectivelor trasate, am analizat ambele loturi pen-
tru a consemna dacad acestea sunt omogene prin caracteristicile
lor clinico-statutare si de evolutie a lupusului eritematos sistemic,
pentru a asigura comparabilitatea si validitatea rezultelor obtinute
(Tabelul 1).
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CLASI. Also, we calculated the SELENA/SLEDALI flare index at 6
and 12 months of treatment.
Primary study endpoint: the modification of the CLASI Acti-
vitity and Damage index from T to T,.
Secondary study endpoints:
= change in disease activity by SLAM and SLEDAI from T
toT;
= change of anti-DNAds Ab, complement C3 and C4 level
and ESR from T,to T,
= risk of flare by SELENA/SLEDAI at 6 and 12 months.

The necessary number of subjects in each group was calculated

by applying the formula for prospective-analytical research:
n=1/1-f x 2(Zd(+Zr,)2 x P(1-P)/(P-P))? where:

P =76.0%, P,=0.76;P, = 36.0%, P = 0.36; P = (P, + P,)/2=0.56, Zat
- table value. When confidence level is 95.0%, then coeflicient Za
=1.96, Za - table value. When statistical power of the comparison
is 95.0%, then coefficient Z, = 1.65; f = the proportion of subjects
expected to abandon the study q = 1/(1-f), f=10.0% (0.1).

By entering the data into the formula we obtained:

n=1/1-0.1 x 2(1.96+1.65)* x 0.56 x 0.44 /(0.76-0.36)*=45

In conclusion, L, included 46 patients treated with unmodi-
fied basic treatment plus HCQ and L included 51 patients with
unmodified basic treatment without HCQ.

The randomization was made in MedCalc statistical software,
version 12.7.0. The results were presented as mean values + SD
(standard deviation). The statistical difference was calculated us-
ing t-Student criteria, the relative risk (RR) was calculated with
95% confidence intervals (95CI).

The agreement of the Ethics Committee was received on 26
January 2015, under the protocol number 26 of the Ethics Com-
mittee of Nicolae Testemitanu State University of Medicine and
Pharmacy, presided by Mihail Gavriliuc. All participants of the
research expressed their signed informed consent before enroll-
ment. Data were statistically analyzed by statistical program Med-
Calc statistical software version 12.7.0.

Results

Baseline patient’s characteristics

The CONSORT flow diagram of studied patients is illustrated
in Figure 1. At the enrollment phase we examined 115 patients
with SLE, but after applying inclusion/exclusion criteria 97 sub-
jects were considered as being eligible. Thus, 97 patients were ran-
domized in two groups: L, included 46 patients treated accord-
ing to the modified method of treatment (basic treatment plus
HCQ) and control group L, that included 51 patients receiving
unchanged basic treatment without HCQ.

According to our objectives, we analyzed both groups in order
to conclude whether the data are comparable in therms of clinical
characteristics and disease’s evolution, in order to ensure compa-
rability and validity of obtained results (Table 1).

Data from Table 1 include general characteristics of patients,
with the calculation of t-student criteria for verifying the compa-
rability hypothesis of the study groups. According to our results,
we concluded that the parameters from both randomized groups
had comparable values, the groups being similar in gender distri-
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Tabelul 1. Caracteristicele clinico-statutare ale pacientilor din
loturile L si L,.

Parametrii evaluati L, (n=51) L, (n=46) p

Repartizare pe sexe

= Feminin 49 (96,1%) 44 (957%) p>0,05
= Masculin 2(3,9%) 2 (4,3%)

Varsta medie, ani 46,2+12,2 40,0+13,9 p>0,05
Varsta medie la debutul maladiei, ani  37,6+13,2 32,3+12,1 p>0,05
Numarul mediu de criterii SLICC’, 2012 6,7+1,6 6,9+1,9 p>0,05
Durata medie a maladiei, luni 110,0£73,3 96,9+82,9 p>0,05
Valoarea medie SLEDAI, puncte 13,5+7,2 13,0+9,5 p>0,05
Valoarea medie SLAMY, puncte 11,6+7,7 13,8+2,7 p>0,05
Valoarea medie SLICC/ACR DI§, puncte 1,3+1,4 1,1+1,1 p>0,05
Valoarea medie anti ADN dc, U/ml 160,2+272,6 207,2+130,2 p>0,05
Valoarea medie C3, g/1 0,73+0,3 0,81+0,4 p>0,05
Valoarea medie VSH, mm 23,3+13,8 24,3+15,9 p>0,05
CLASI Activitate, puncte 5,0+5,1 5,7+6,1 p>0,05
CLASI' Leziune, puncte 4,0+4,1 5,3+7,2 p>0,05
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Table 1. Clinical characteristics of patients in L, and L, groups.

Evaluated paramethers L, (n=51) L, (n=46) p
Gender

= Female 49 (96.1%) 44 (95.7%) p>0.05
= Male 2 (3.9%) 2 (4.3%)

Mean age, years 46.2+12.2 40.0+13.9 p>0.05
Age at onset of the disease, years ~ 37.6+£13.2 32.3+12.1 p>0.05
Number of SLICC2012 criteria 6.7£1.6 6.9£1.9 p>0.05
Disease duration, months 110.0+£73.3 96.9+82.9 p>0.05
Mean value of SLEDAI', points 13.5£7.2 13.0+9.5 p>0.05
Mean value of SLAMY, points 11.6£7.7 13.8+£2.7 p>0.05
Mean value of SLICC/ACR DI, 1.3+1.4 1.1+1.1 p>0.05
points

Mean value anti DNAds Ab, U/ml  160.2+272.6 207.2¥130.2 p>0.05
Mean value of C3, g/1 0.73+0.3 0.81+0.4 p>0.05
Mean value of ESR, mm 23.3+13.8 24.3+15.9 p>0.05
CLASI! Activity, points 5.0£5.1 5.7+6.1 p>0.05
CLASI Damage, points 4.0x4.1 5.3£7.2 p>0.05

Notd: *- Clinicile Internationale Colaboratoare asupra Lupusului Sistemic;

- Indicele Activitatii LES; ¥- Masurarea Activitatii Lupusului Sistemic;

- Indicele de Lezare a Clinicilor Internationale Colaboratoare asupra Lupu-
sului Sistemic; !l - Indicele de arie si extensie a lupusului eritematos cutanat.
Datele sunt prezentate sub forma de medie si deviere standard. Teste statis-
tice aplicate: t-Student (pentru datele de tip continuu); testul Fisher exact,
pentru datele nominale.

Din Tabelul 1 am desprins caracteristica generala a pacientilor
inclusi in cercetare, analizatd prin criteriul t-Student, pentru verifi-
carea ipotezei de comparabilitate a loturilor. Parametrii evaluati in
grupele randomizate au avut valori comparabile, iar loturile au fost
omogene ca distributie de gender, varsta la momentul cercetarii si
la debutul maladiei, durata medie a bolii si numar de criterii de
clasificare SLICC, 2012. Concomitent, analiza aferenta a activitatii
bolii in loturi si a rezultatelor investigatiilor paraclinice importan-
te au permis identificarea a doud loturi comparabile, care, ulterior,

Note: *- Systemic Lupus International Collaborating Clinics; - SLE Activity
Index; *- Systemic Lupus Activity Measure $- Lupus Erythematosus Dis-
ease Activity Index; - Cutaneous Lupus Erythematosus Disease Area and
Severity Index. The data are presented as means with standard deviations.
Statistical analysis: t-Student (for continuous data); Fisher exact test, for
nominal data.

bution, mean age and age at the onset of the disease, mean dis-
ease duration and number of classification criteria SLICC, 2012.
Simultaneously, the afferent analysis of disease activity and results
of most important laboratory investigations allowed the identifica-
tion of two comparable groups, which were assigned to subsequent
complex analysis. Referring to the skin involvement, the CLASI
Activity index + SD was 5.0+5.1 for L, and 5.7+6.1 for L, p>0.05.
For CLASI Damage index + SD, we recorded values of 4.0+4.1 and
5.3+7.2 for L, and L, with no statistically significant difference be-

Tratament de baza SLAM* SLAM, SLEDAI, SLAM SLAM, SLEDAI,
Basic treatment [ | SLEDAIf CLASI, ™ SLEDAI [™| CLASI SELENA
CLASI} SELENAS§ CLASI
A A A A A
Pacienti/Patients
LES/SLE Randomizare
Randomization Comparare/ Comparison
\ 4
Tratament de baza SLAM SLAM, SLEDAI, SLAM SLAM, SLEDAI,
Basic treatment > SLEDAI —»{ CLASI, SELENA [ SLEDAI [ CLASIL SELENA
+HCQ CLASI CLASI
Baseline 3 luni/months 6 luni/months 12 luni/months

<&

<

Fig. 1 Design-ul studiului.
Notd:"- Masurarea Activitatii Lupusului Sistemic; T~ Indicele Activitatii LES; ¥ - Indicele de Arie si Extensie a Lupusului
Eritematos Cutanat; ¥ - Siguranta Estrogenilor in Evaluarea Nationald a Lupusului Eritematos.

Fig. 1 Study design.
Note: "~ Systemic Lupus Activity Measure; - Systemic Lupus Erythematosus Disease Activity Index; * - Cutaneous Lupus
Erythematosus Disease Area and Severity Index; §- Safety of Estrogens in Lupus Erythematosus National Assessment.



Tabelul 2. Analiza regimurilor terapeutice in loturile randomizate.

HCQ in LES cu afectare cutanatd

Table 2. The analysis of treatent regimens in randomised groups.

Parametrii evaluati L, (n=51) L, (n=46) p
n Doza n Doza
medie, mg medie, mg

Glucocorsticosteroizi (GCS) 47 12,6 43 10,0 p>0,05
Ciclofosfamida (CYC) 7 200,0 5 200,0 p>0,05
Azatioprind (AZA) 1 - 3 100 p>0,05
Metotrexat (MTX) 0 - 1 7,5 p>0,05
Antiinflamatoare nesteroi- 13 - 9 - p>0,05
diene (AINS)

Anticoagulante 28 - 30 - p>0,05
Antiagregante 50 - 45 - p>0,05

Notd: Analiza statistica utilizata: Fisher exact test.

au fost analizate complex. Referitor la afectarea cutanati, valoarea
indicelui CLASI Activitate + SD a fost de 5,0+5,1 pentru L, si de
5,746,1 pentru L, p>0,05. Pentru CLASI Leziune + SD, am inre-
gistrat valori de 4,0+4,1 si 5,3+7,2 pentru LysiL, fard diferenta
statistic semnificativé intre loturi (p>0,05). In concluzie, loturile
au fost omogene prin aria si severitatea afectarii cutanate.
Cercetarea comparativd a loturilor randomizate a continuat
prin analiza regimurilor terapeutice, incluse in algoritmul de tra-
tament al LES conform recomandarilor EULAR, 2014 (Tabelul 2).
Din Tabelul 2 se poate constata, cd medicatia cea mai impor-
tanta a fost administrarea glucocorticosteroizilor (GCS). Am con-
statat cd 47 (92,2%) de pacienti din lotul L si 43 (93,5%) de paci-
enti din L, au beneficiat de GCS in doze de 12,6+11,9 si 10,0+7,8
mg prednisolon echivalent/zi, respectiv. Cu toate ca remediile ci-
tostatice fac parte din algoritmul de tratament al LES si se includ
in recomandarile de tratament pentru lupusul cu afectare renald
si neuropsihiatrica, propuse de grupul de lucru, condus de prof.
Bertsias G., 2008, acestea au fost administrate mai rar la pacien-
tii nostri, indicatiile fiind bine monitorizate. Prin urmare, ciclo-
fosfamida a fost administrata in doza de 200 mg/sdptaménal la 5
pacienti din lotul de control si la 3 pacienti din lotul de cercetare,
respectiv. Azatioprina a fost administratd numai la un pacient din
lotul de referinta si la 3 pacienti din lotul de cercetare, atunci cand
metotrexatul a fost administrat la doar un pacient din acest lot, in
cadrul artritei lupice. Anticoagulantele au fost optiune terapeutica
la 28 (54,9%) si 30 (65,2%) dintre subiectii din loturile martor si de
cercetare. De notat cd, tratamentul antiagregant (aspirina in doze
profilactice de 75-100 mg/zi) a fost administrat la 50 (98,0%) si 45
(97,8%) dintre pacientii din loturile L, si L, respectiv. In concluzie,
conform randomizarii aplicate, s-au format loturile L, si L, care,
la etapa initiald, au fost comparabile dupé regimurile terapeutice.

Analiza raspunsului la tratament prin SLEDAI si SLAM

Conform obiectivelor propuse, am relatat randamentul tra-
tamentului complex, inclusiv cu hidroxicloroching, prin perfor-
manta criteriilor de activitate a maladiei, apreciatd prin SLEDAI
si SLAM (Figura 2).

Conform rezultatelor ilustrate in Figura 2, valorile indicelui de
activitate SLEDALI au suportat modificari statistic semnificative pe
durata studiului in ambele loturi. Dupé 3 luni de tratament, am
inregistrat o diminuare a activitatii LES in loturile randomizate,
insa doar in L, diferenta a fost statistic semnificativd, A SLEDAI

Evaluated parameters L, (n=51) L, (n=46) p
n Mean n Mean
dose, mg dose, mg

Corticoids (CS) 47 12.6 43 10.0 p>0.05
Cyclofosfamide (CYC) 7 200.0 5 200.0 p>0.05
Azathioprine (AZA) 1 - 3 100 p>0.05
Methotrexate (MTX) 0 - 1 7.5 p>0.05
Nonsteroidal anti-inflammato- 13 - 9 p>0.05
ry drugs (NSAIDs)

Anticoagulants 28 - 30 - p>0.05
Antiagregants 50 - 45 - p>0.05

Note: statistical analysis: Fisher exact test.

tween groups (p>0.05). In conclusion, the two groups were homo-
geneous in therms of the area and severity of skin manifestations.

We continued the comparative analysis of the randomized
groups through the therapeutic regimens included in the treatment
algorithm of SLE, as recommended by EULAR 2014 (Table 2).

The information contained in Table 2 demonstrates that the
most important medication was the administration of glucocorti-
costeroids (GCS). We found that 47 (92.2%) patients from group
L, and 43 (93.5%) patients from L, received GCS in a dose of
12.6+11.9 and 10.0+7.8 mg prednisolone equivalent/day, respec-
tively. Although chemotherapeutic drugs are part of the treatment
algorithm of SLE and are included in recommendations for treat-
ment of lupus with renal and neuropsychiatric involvement (Bert-
sias G., 2008), these were administered less frequently to our pa-
tients, the indications being well monitored. Therefore, 5 patients
from the control group administered cyclophosphamide at a dose
of 200 mg/week in the control group L, versus 3 patients from L ,
respectively. Azathioprine was administered only to one patient
from L, and by 3 patients from L, and methotrexate was adminis-
tered to only one patient from the same group for lupus arthritis.
Anticoagulants were a therapeutic option in 28 (54.9%) and 30
(65.2%) of subjects in the L and L, groups. Note that antiplatelet
therapy (prophylactic aspirin dose 75-100 mg/day) was adminis-
tered to 50 (98.0%) and 45 (97.8%) patients from lots L, and L ,
respectively. In conclusion, according to the applied randomisa-
tion were formed to groups L and L,, which were comparable at
baseline according to the therapeutic regimens.

Analysis of treaent response by SLEDAI and SLAM

In concordance with our objectives, we reported the efficinecy
of complex treatment, including hydroxychloroquine, by dis-
ease activity criteria performance, measured by the SLEDAI and
SLAM (Figure 2).

According to the results illustrated in the Figure 2, SLEDAT ac-
tivity index values have undergone statistically significant chang-
es in both groups during the study. After 3 months of treatment,
we recorded a decrease of SLE activity in randomized groups, but
the change was statistically significant only in L,, A SLEDAI being
[-5.4] points (p<0.001). We also analyzed the parameters of the
disease after 6 months of treatment and found that the disease
activity by SLEDAI continued to decrease in L, with [-0.4] points
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Fig. 2 Diagrama CONSORT al fluxului de pacienti.

fiind de [-5,4] puncte (p<0,001). Am analizat parametrii bolii dupa
6 luni de tratament si am constatat ca activitatea maladiei conform
SLEDALI a continuat si diminueze in L, cu [-0,4] puncte, atunci
cand in L, indicele SLEDAI a crescut cu [+3,1] puncte (p<0,05).
Dupé 12 luni de supraveghere, diferenta intre loturi a fost apre-
ciata drept majord, cu un SLEDAI de 10,6+14,6 puncte in L si
de 5,3+3,6 puncte in L, cu toate ca in ambele grupuri s-a inregis-
trat o scadere a acitivitatii bolii de [-2,6] si [-1,9] puncte, respectiv
(p<0,05). Finalitatea cercetarii a constituit sesizarea diferentelor
SLEDALI la etapa finala T,, comparativ cu etapa initiala T. Astfel,
pentru L nu s-au constatat diferente semnificative ale indicelui
respectiv (A SLEDAI T -T, a fost de [+0,4] puncte, p>0,05), spre
deosebire de L,, unde am identificat o scidere importantd SLEDAI
de [-7,7] puncte, p<0,05. Astfel, putem concluziona cé suplimenta-
rea hidroxiclorochinei la tratamentul de baza al pacientilor cu LES
contribuie la scaderea activitdtii maladiei incepand cu primele 3
luni de tratament si durabilitatea efectului se mentine pe parcursul
a 12 luni calendaristice, ceea ce permite controlul eficient al activi-
tatii lupusului eritematos sistemic.

Odata cu determinarea indicelui SLEDAI pentru a ne convin-
ge de fiabilitatea rezultatelor obtinute si pentru determinarea mai
multor criterii clinice care nu se contin in SLEDAI, am aplicat un
alt instrument validat de apreciere a activitatii maladiei, SLAM.
Cuantificarea indicelui SLAM la etapele de monitorizare T, si T,
a semnalat scaderea acestuia in ambele loturi, insd cu semnificatie
statisticd in primele 3 luni si la 12 luni de tratament. Concomitent,
dinamica SLAM a demonstrat diferente intre grupuri, scideri mai
importante am inregistrat in lotul pacientilor tratati cu hidroxiclo-
rochind; astfel, A SLAM la 3 luni, fata de baseline, a fost de [-1,2]
versus [-1,6] pentru loturile L, si L, iar A SLAM la 12 luni a in-
registrat valori de [-1,2] versus [-3,3] puncte, respectiv (p<0,001
pentru L, si p<0,01 pentru L)). Per ansamblu, pe parcursul a 12
luni de supraveghere, indicele SLAM a scazut cu [-5,1] puncte in
L, si cu [-6,6] puncte in lotul pacientilor tratati cu hidroxiclorochi-
nd (p<0,001).

Ulterior, pentru a obtine o imagine complexa a activitétii lupu-
sului eritematos sistemic, am decis sa analizdm separat unii para-
metri de laborator sugestivi pentru pacientii cu LES. Prin urmare,

Fig. 2 CONSORT diagram of patient’s flow.

when in L) SLEDAI increased with [+3.1] points (p<0.05). After
12 months of surveillance, the difference between groups was ap-
preciated as major, with a SLEDAI of 10.6+14.6 points in L and
5.3+3.6 points in L, although both groups recorded a decrease
of the disease activity of [-2.6] and [-1.9] points compared to
baseline, respectively (p<0.05). One of the secondary endpoints
was the assessing of the difference of SLEDAI at T,, compared
to baseline T . Thus, for subjects from L we have not found sig-
nificant changes of disease activity by SLEDAI (A SLEDAI T -T,
was [+0.4] points, p>0.05), in contrast to L,, where we found a
significant decrease of the SLEDAI of [-7,7] points, p<0.05. Thus,
we concluded that hydroxychloroquine supplementation to ante-
rior treatment of patients with SLE contributes to the dicrease of
disease activity beginning from 3 months of treatment and during
subsequent 12 months, which allows an effective control of the
activity of systemic lupus erythematosus.

In order to be sure of the reliability of the SLEDAI results and
to determine other clinical or labotatory parameters that are not
included in SLEDAI, we have applied another validated clinical
tool to assess disease activity - SLAM. Quantifying SLAM at T,
and T, indicated its decline in both groups, but statistically sig-
nificant in the first 3 months and at 12 months. Simultaneously,
SLAM dynamics showed differences between groups, as we re-
corded more significant declines in the group of patients treated
with hydroxychloroquine, thus ASLAM at 3 months, compared to
baseline, was [-1.2] versus [-1.6] for L and L, and ASLAM at 12
months recorded values of [-1,2] versus [-3.3] points, respectively
(p<0.001 for L and p<0.01 for L,). Overall, during 12 months of
follow-up, SLAM decreased with [-5.1] points in L group and
[-6.6] points in the group of patients treated with hydroxychloro-
quine (p<0.001).

Our next step was to analyze separately each laboratory pa-
rameter, suggestive of SLE activity, in order to get a compre-
hensive picture of systemic lupus erythematosus disese activity.
Therefore, we included in the statistical analysis of the acute phase
reactants ESR and immunological markers such as anti-dsDNA
antibodies and free complement fractions C3 and C4 (Table 3).
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Tabelul 3. Dinamica principalilor indici de laborator in loturile studiate.

T, T, T, T, AT, T,
Lot,anti ADNdc, U/ml 160,2+272,6 222+301,6 206,1£104,5 187,0256,7 +16,8
Lot, anti ADNdc, U/ml 207,2£130,2 200,3+170,6 162,3+124,1 91,9+190,8 -115,3**
Lot,VSH, mm/ora 24,3:15,9 28,114,3 21,5+22,2 18,6£12,4 -5, 7%
Lot, VSH, mm/ora 23,3138 18,4+15,1 14,3%9,6 12,6458 -7,1%

Nota: ***p<0,05, **p<0,01, *p<0,001. Datele sunt prezentate drept medie si deviere standard. Analiza statistica utilizata: testul t-Student.

Table 3. The dynamics of the most important laboratory indices in randomized groups.

T, T T, T, AT, T,
L,anti DNAds, U/ml 160.2+272.6 222+301.6  206.1£104.5  187.0+256.7 +16.8

L, anti DNAds, U/ml 207.2¢130.2 200.3+170.6  162.3+124.1  91.9+190.8 -115.3*
L,ESR, mm/h 24.315.9 281143  21.5:22.2 18.612.4 5.7
L, ESR, mm/h 23.3:13.8 18.4£151 14396 12.6£5.8 -7.1%

Note: ***p<0.05, **p<0.01, *p<0.001. The data are presented as means with standard deviations. Statistical analysis: t-Student test.

am inclus in analiza statisticd reactantul de fazd acuta VSH si mar-
kerii imunologici anti-ADNdc, fractiile complementului liber C3
si C4 (Tabelul 3).

Datele prezentate in Tabelul 3 demonstreaza modificérile in
timp a anti-ADN si VSH la pacientii inclusi in cercetare. De re-
marcat cd valorile vitezei de sedimentare a eritrocitelor a scazut
statistic semnificativ in ambele loturi, insd mai mult in lotul paci-
entilor care au administrat hidroxiclorochina (VSH [-5,7] mm/h
in L, versus [-7,1] mm/h in L)), astfel incat la etapa finald a cerce-
tarii (T,), valorile medii pentru L au constituit 18,6+12,4 mm/h,
calificate drept mediu inalte, versus valorii medii pentru lotul de
interventie L, - 12,6+5,8 mm/h (p<0,05). In ceea ce priveste an-

The data presented in Table 3 shows the changes in time in
anti-dsDNA and ESR in patients included in the research. It is
worth mentioning, that the values of erythrocyte sedimentation
rate have declined statistically significantly in both groups, but in
the group of patients who were administered hydroxychloroquine
the change in ERS was more important, compared to the control
group L (ESR [-5.7] mm/h in L versus [-7.1] mm/h in L)) so the
mean ESR value at T, for L, constituted 18.6+12.4 mm/h, classified
as medium high values versus the mean value for L, 12.6+58 mm/h
(p<0.05). Regarding anti-dsDNA, its dynamic has also recorded
differences between randomised groups: in L were not found sig-
nificant changes between T0 and T3, thus, its evolution was con-

16
14 .‘. B
12— EEED
10
g
5 *
4
% *
2
a
TO Tl T2 T3
—— S EDAI Lot 0 SLEDAI Lot l

16

14 .\
10

g
=]
Y

4
* %

2

a
Ta Tl T2 T3

—p—SLAN Lot O SLAM Lot 1l

Fig. 3 Dinamica comparativa a indicilor de activitate SLEDAI si SLAM.

Nota: ***p<0,05, **p<0,01, *p<0,001. Analiza statistica utilizata: testul t—Student.

Fig. 3 Comparative dynamics of disease activity by SLEDAI and SLAM.
Note: ***p<0.05, **p<0.01, *p<0.001. Statistical analysis: t-Student test.
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Fig. 4 Dinamica comparativa a fractiilor complementului liber C3 si C4 in loturile randomizate.
(a) Valorile C31a TO, T1, T2, T3 pentru L ; (b) Valorile C4 la TO, T1, T2, T3 pentru L; (c) Valorile C31a T0, T1, T2, T3 pentru L,;
(d) Valorile C31a TO, T1, T2, T3 pentru L,.

Fig. 4 Comparative dynamics of free complement C3 and C4 fractions in randomized groups.
(a) C3 values at TO, T1, T2, T3 in L; (b) C4 values at TO, T1, T2, T3 in L; (c) C3 values at TO, T1, T2, T3 for L,;
(d) C3 values at TO, T1, T2, T3 for L,.

ti-ADNdc, dimanica acestuia a inregistrat, de asemenea, diferente
intre loturile randomizate: pentru lotul martor L, nu au fost con-
statate modificdri semnificative intre T si T,, evolutia fiind, deci,
consideratd stabild, atunci cdnd in L, titrurile anticorpilor au sca-
zut cu [-115,3] u/ml (p<0,01).

Cu atentie deosebitd am cercetat dinamica fractiilor libere ale
complementului C3 si C4, deoarece acestea servesc drept marcheri
sensibili in aprecierea activitdtii maladiei si, deci, a raspunsului la
tratament. Am partitionat valorile C3 si C4 in doud grupe: nivel
seric normal si nivel seric scizut (Figura 4).

Conform datelor ilustrate in Figura 4, se urmaéreste o tendinta
de crestere a fractiilor libere ale complementului C3 si C4 in am-
bele loturi. Totodata, la compararea valorilor initiale si finale T -

Tabelul 4. Dinamica indicelui CLASI in loturile de studiu.

sidered stable, in the L, antibody titers dicreased with [-115.3] u/
ml (p<0.01).

We also investigated the dynamics of free fractions of comple-
ment C3 and C4 with special attention, because they serve as a
sensitive marker in assessing disease activity and therefore, the
treatment response. We classified C3 and C4 values into two
groups: normal serum level and low serum level (Figure 4).

According to the data shown in the graph, the fractions of
complement C3 and C4 had a tendance to normalise in both
groups. However, when comparing initial and final values T,-T,,
we concluded that a larger number of patients had normal val-
ues at 12 months for the group treated with hydroxychloroquine
compared with the group without hydroxychloroquine. Thus, at

Table 4. The dynamics of CLASI in the randamized groups.

T, T, T, T, AT, T,
Lot,CLASI-A  50%51  63%46  80:70  40%46  -19
Lot, CLASI-A 5761  3,7#25 38%19  28%21  -48*
Lot,CLASI-D  4,0¢4,1  50%47 4435  39%46  -05
Lot,CLASI-D  53%72 3,055 21%42  19#31  -27

T, T, T, T, AT, T,
L,CLASI-A 50451 63%4.6 80470  4.0%46  -19
L, CLASI-A 5761 3.7:2.5 38%19  28%21  -48*
L, CLASI-D 4.0+4.1 50%47 44%35 3946  -05
L, CLASI-D 53472 3.0:55 21%42  19%#31  -2.7

Notd: ***p<0,05, **p<0,01, *p<0,001. Datele sunt prezentate sub forma de

medie si deviere standard. Analiza statistica utilizata: testul t-Student.

Note: ***p<0.05, **p<0.01, *p<0.001. The data are presented as means with

standard deviations. Statistical analysis: t-Student test.



T, am desprins cd un numar mai mare de pacienti au avut valori
normale la 12 luni pentru lotul cu hidroxiclorochina, comparativ
cu lotul fird hidroxiclorochina. In asa mod, la etapa T,, dupa 12
luni de supraveghere, pentru lotul fara hidroxiclorochind, s-a notat
fractii ale complementului C3 si C4 scazute in 24,5% si C4 - 20,4%
cazuri, respectiv; atunci cand pacientii din lotul de cercetare L, la
etapa T, au avut C3 si C4 scdzute in 17,8% si 3,3% - C4 (p<0,05).

Apreciarea raspunsului cutanat prin CLASI

Conform design-ului studiului, unul dintre obiective a fost
determinarea eficacitétii tratamentului complex, inclusiv hidroxi-
clorochind, asupra implicédrilor tegumentare la pacientii cu LES,
cuantificate prin indicele validat CLASI. Astfel, pe durata cerceta-
rii de 12 luni, am apreciat indicele CLASI la toti pacientii inrolati
la 0, 3, 6si12 luni de tratament.

Datele afisate in Tabelul 4 reprezintd analiza afectarilor cuta-
nate in loturile cercetate, prin componentele CLASI-Activitate si
CLASI-Lezare. Am constatat o diminuare a CLASI-Activitate in
ambele loturi. De notat cd in grupul cu tratament complex, in-
clusiv hidroxiclorochina, CLASI-Activitate a scazut de la 5,7+6,1
puncte la etapa initiala la 2,8+2,1 puncte dupa 12 luni de trata-
ment, A CLASI-Activitate a constituit [-4,8] puncte (p<0,001),
ceea ce poate fi mentionat ca rdspuns cutanat elocvent. In ceea ce
priveste lotul de contol L, CLASI-Activitate a diminuat cu [-1,9]
puncte (p>0,05), de altfel, la acesti pacienti, raspunsul cutanat a
fost neimportant.

Dupé cum este ilustrat in Figura 5, prin analiza box-plot am
indentificat diferente de evolutie a CLASI-Activitate in loturile L,
si L,. Asadar, aria si extensia leziunilor cutanate active, apreciate
prin CLASI, a demonstrat raspuns semnificativ (p<0,001) de la
momentul includerii in studiu si peste 12 luni de tratament doar
pentru lotul de cercetare L , atunci cand in lotul de referinta evolu-
tia CLASI-Activitate a fost neimportanta (p>0,05).

Ulterior, am aprofundat cercetarea raspunsului cutanat prin
aplicarea criteriilor de raspuns la tratament prin CLASI in ambele
loturi si am comparat rezultatele obtinute. In asa mod, conform
criteriilor afisate in literatura de specialitate, raspunsul cutanat
este prezent la pacientii la care s-a constatat o diminuare a CLASI-
Activitate de cel putin 4 puncte sau 20%. Analiza loturilor prin
prisma criteriilor de raspuns cutanat CLASI-Activitate a evidentiat
cd, dupa 12 luni de supraveghere, 34 (75,5%) de pacienti din lotul
de cercetare L, au intrunit criteriile de rdspuns cutanat, pe cand in
lotul L, numdrul celor cu raspuns cutanat a fost semnificativ mai
mic, doar 23 (46,9%) de pacienti (p<0,01).

Determinarea raspunsului la tratament prin indicele SELENA/
SLEDAI

Prin prisma obiectivelor trasate, am urmdrit raspunsul la tra-
tament prin indicele SELENA/SLEDAL In cadrul studiului nos-
tru, indicele SELENA/SLEDALI a fost aplicat la T, (6 luni) si T, (12
luni). Astfel, in lotul L, dupa 6 luni de supraveghere, 14 pacienti
au avut acutizare ugoara si 6 — acutizare severa, iar dupd 12 luni, 12
pacienti au avut acutizare usoara si 4 - acutizare severa, respectiv.
Spre deosebire de L,in lotul L, rata acutizarilor a fost semnificativ
(p<0,05) mai mica. Asadar, la 6 luni, 8 pacienti au cumulat scorul
SELENA/SLEDALI sugestiv pentru acutizare usoard si doar un pa-
cient a manifestat acutizare severd. Dupa 12 luni de supraveghere,
in lotul L, am inregistrat 10 acutizdri usoare i niciun pacient nu
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stage T,, after 12 months of follow-up, for the group without hy-
droxychloroquine, the complement C3 and C4 were low in 24.5%
and 20.4% of cases, respectively, while patients in group L, at T,,
had low C3 and C4 in 17.8% and 3.3% cases respectively (p<0.05).

Cutaneous response by CLASI

According to the study design, the main endpoint was to de-
termine the efficacy of the treatment, including hydroxychloro-
quine, on skin involvements in SLE, quantified by validated in-
dex CLASI. Thus, during 12 months of research, we appreciated
CLASI index to all enrolled patients at 0, 3, 6 and 12 months of
follow-up.

The data shown in Table 4 demonstrates the analysis of skin in-
volvement in investigated groups by components CLASI-Activity
and CLASI-Damage. We established a decrease of CLASI-Activity
in both groups. It is worth to mention, that in the group with
complex treatment, including hydroxychloroquine, the CLASI-
Activity decreased from 5.7+6.1 points at baseline to 2.8+2.1
points after 12 months of treatment, A CLASI-Activity constitued
[-4,8] points (p<0.001), which may be referred to a good cutane-
ous response. Regarding the contol group L, the CLASI-Activity
decreased with [-1.9] points (p>0.05), with other words, cutane-
ous response in these patients was unimportant.

As illustrated in Figure 5, the box-plot analysis identified
diferences of CLASI-Activity evolution in L and L, groups. So,
the area and severity of active skin manifestations, appreciated
by CLASI, dicreased significantly (p<0.001) from baseline to 12
months only in subjects from the research group L, when in
the control group CLASI-Activity evolution was unimportant
(p>0.05).

We extended the research of cutaneous response by applying
the CLASI response to treatment criteria in both groups and com-
pared the results. Thus, according to the criteria as described in
the literature, cutaneous response is present in patients with at
least 4 points or 20% of CLASI-Activity index dicrease dicrease.
The analysis of cutaneous response in our groups according to
CLASI-Activity response criteria confirmed that after 12 months
of follow-up, 34 (75.5%) patients from L, met cutaneous response
criteria, while in L, group the response was significantly lower,
only 23 (46.9%) patients being considered as responders (p<0.01).

Flare risk by SELENA /SLEDAI

According to the objectives of the research we evaluated the
risk of flare in the groups by SELENA/SLEDAIL In our study,
the SELENA/SLEDALI was applied at T, (6 months) and T, (12
months). In L group, after 6 months of follow-up, 14 patients had
mild flares and 6 — severe flares, and after 12 months, 12 patients
had mild flares and 4 — severe flares, respectively. Unlike to L, in
L, in the rate of flares was significantly (p<0.05) lower, therefore
in 6 months 8 patients cumulated SELENA/SLEDAI score sug-
gestive for mild flare and only one patient had severe flare. After
12 months of follow-up, in L, group we recorded 10 mild flares
and no patient was identified with severe flare. According to the
calculation of the summary of flares, for a period of 12 months in
the control group L occurred 36 flares, including 10 severe, ver-
sus L, group, where were registered 19 flares, including one case
of severe flare (p<0.05).
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a fost identificat cu acutizare severd. Calculul sumar al acutizari-
lor ne-a permis sa constatdm cé pe o perioadd de 12 luni, in lotul
martor L au avut loc 36 de acutizdri, dintre care 10 - severe, versus
lotul de cerctare L, unde s-au ingegistrat 19 acutizari, inclusiv, un
caz de acutizare severa (p<0,05).

In continuare, am calculat riscul acutizérilor pe loturi, pentru a
obtine o imagine complexa si a reflecta pronosticul. Pentru reliza-
rea acestui obiectiv, am calcutat Riscul Relativ (RR) pentru lotul de
cercetare versus lotul martor, rezultatele fiind expuse in Tabelul 5.

Tabelul 5. Riscul de acutizare estimat prin SELENA/SLEDAI in
lotul de cercetare.

RR IC95% P
Acutizare la 6 luni (T,) 0,50 0,251a 0,98 0,04
Acutizare la 12 luni (T,) 0,49 0,251a 0,94 0,03

Dupd cum este demonstrat in Tabelul 5, riscul de acutizare a
fost semnificativ mai mic in lotul pacientilor care au administrat
tratament complex, suplimentat cu hidroxiclorochind. In asa mod,
la pacientii din lotul de cercetare L, versus lotul de control L, ris-
cul relativ pentru acutizare a fost de 0,38 si 0,70 pentru T, si T,,
respectiv, iar intervalele de confidenta 95% au fost stranse.

Rezultatele apecierii indicelui SELENA/SLEDALI s-au transpus
in modificarea conduitei pacientilor din loturile randomizate. Ast-
fel, conform recomandérilor EULAR, am modificat dozele de GCS,
am suplimentat cu AINS sau remedii citostatice, in functie de seve-
ritatea si fenotipul acutizérilor LES. Analiza regimurilor terapeutice
a relevat diferente clare intre abordarea pacientilor din loturile de
cercetare. Asadar, frecventa mai inalta a acutizérilor, in special, a
celor severe, a dictat necesitatea spitalizdrilor in sectiile pe profil
pentru acutizarea LES. Pe parcursul spitalizarilor, la 4 pacienti din
L, a fost initiata terapia cu citostatice (CYC); in acelasi timp, niciun
pacient din L nu a necesitat tratament de novo cu citostatice. In
ceea ce priveste dozele de GCS, 16 pacienti din L versus 8 pacienti
din L, au necesitat majorarea temporara a dozelor de GCS, insa nu
mai mult de 0,5 mg/kg/corp. Puls terapia cu GCS, optiune terape-
uticd in caz de acutizdri importante, a fost administratd la 10 paci-
enti din L versus doar un pacient din L,. Reiesind din modificarile
dozelor de GCS, am calculat dozele medii cumulative pe parcursul
a 12 luni de cercetare. In lotul L am constatat majorarea dozelor de
GCS laluna a sasea (preponderent, din cauza puls terapiei cu GCS),
cu o scidere ulterioard la luna a doudsprezecea. Per total, in lotul
L dozele medii au crescut cu [+0,65] mg/zi. Concomitent, in lotul
L , dozele de GCQ au scizut progresiv de la T1 la T3, iar diferenta
totala TO-T3 a constituit [-3,4] mg/zi (p<0,001).

In final, am calculat rata spitalizirilor in loturi si am stabilit
cd frecventa anuald a spitalizarilor prin acutizare sau complicatiile
LES a fost de 18% pentru L, si 2,2% pentru L, (p<0,05).

Aprecierea sigurantei

Pe durata cercetérii, am inregistrat un eveniment advers serios,
soldat cu deces, survenit la un pacient din lotul L. Cauza decesului
a fost complicatia infectioasd in cadrul LES (pneumonie comuni-
tard bilaterald, complicatd cu septicemie). In lotul de interventie
L, nu am inregistrat niciun eveniment advers serios.

De mentionat cd pacientii au fost examinati de oftalmolog
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Next, in order to get a complex image and reflect the progno-
sis, we calculated the risk of flares in groups. For this, we calcu-
lated the relative risk (RR) of flare in the L, group versus the L,
group, the results being presented in Table 5.

Table 5. The relative risk of flares by SELEN/SLEDAI in the
research groups.

RR 95%ClI p
Flare at 6 months (T,) 0.50

0.25t0 0.98 0.04

Flare at 12 months (T,) 0.49 0.25t0 0.94 0.03

As shown in Table 5, the risk of flares was significantly lower
in the group of patients who received basic treatment supplement-
ed with hydroxychloroquine. Thus, patients from L, group had a
lower relative risk of flares compared to L, group, RR for all types
of flares was 0.38 and 0.7 for the T, and T,, respectively, with tight
95% confidence intervals.

The results of the SELENA/SLEDALI assessment changed pa-
tient’s management in randomized groups, so, according to EU-
LAR recommendation, GCS were modified, the treatment was
supplemented with NSAIDs or cytostatic drugs, all depending
on the severity and phenotype of SLE flares. The analysis of treat-
ment changes revealed clear differences between groups. In conse-
quence, high frequency of flares in L group, particularly the severe
ones, reguired hospitalizations in specialised departments. Dur-
ing hospitalization, in 4 patients from L was initiated cytostatic
therapy (CYC), while no patient from L, group required new treat-
ment with cytostatic drugs. Regarding the GCS doses, 16 patients
from L, versus 8 patients from L, required a temporary increase of
CS doses, but not greater than 0.5 mg/kg. The pulse therapy with
GCS, a therapeutic option in case of severe flares, was adminis-
tered to 10 patients from L, and only to one patient from L,. Based
on GCS dose adjustments, we calculated the cumulative dose over
the follow-up period. Consequently, in L, group we observed an
increasing of GCS cummulative doses during the firsts six months
(mainly due to GCS pulse therapy), with a further decrease at
month twelve. Overall, in the group L , the average doses increased
with [+0.65] mg/day. Simultaneously, in L,, GCS doses decreased
gradually from T, to T,, and the total T T, difference was [-3.4]
mg/day (p<0.001).

Finally, we calculated the rate of hospitalizations in the groups
and determined that the annual hospitalization rate for SLE flares
and/or complications was 18% for L and 2.2% for L, (p<0.05).

Safety assessment

During the research, one serious adverse event was registered:
death occurred in one patient from L group. The cause of death
was an infectious complication in SLE (bilateral community-ac-
quired pneumonia, complicated by sepsis). In the group L, we
have not registered any serious adverse event.

It is worth mentioning that patients were examined by an oph-
thalmologist for eye fundus changes at the time of enrollment and
at 12 months, as recommended by the American Society of Oph-
thalmology, reviewed in 2011, and no cases of characteristic HCQ
retinal toxicity were found. Among the most common adverse
events reported by patients, we recorded nauseea in 3 patients from



pentru schimbirile fundului de ochi la timpul inroldrii in studiu
si dupd 12 luni, conform recomandarilor Societdtii Americane de
Oftalmologie, revizuite in 2011. Prin urmare, nu au fost inregistra-
te cazuri de modificéri caracteristice pentru toxicitatea retiniand
a hidroxiclorochinei. Printre evenimentele adverse comune, mai
des semnalate de cdtre pacienti, au fost nauseea la 3 pacienti din L
si la 4 pacienti din L, sldbiciunea musculard la un pacient din L,
atribuitd hidroxiclorochinei si citoliza hepaticd la un pacient din
L,, explicatd prin administrarea azatioprinei.

Discutii

Dat fiind faptul multitudinii de medicamente utilizate in LES,
s-a impus elaborarea unor recomandari ce ar standardiza tratamen-
tul pacientilor lupici si ar defini obiective si indicatii certe pentru
utilizarea acestora [12, 13, 14]. Astfel, au fost propuse mai multe
scheme terapeutice, in dependenta de evolutia LES si sistemele si
organele implicate in procesul autoimun, insé cele mai recente da-
teazd din 2014, atunci cand grupul de lucru, condus de profesorul
Matthias Schneider, a elaborat recomandarile de tratament tintit,
treat-to-target, pentru LES. Odaté cu formularea principiilor treat-
to-target pentru pacientii cu LES, grupul de lucru a propus o serie
de recomandari pentru agenda de cercetare ulterioara in domeniu.
Astfel, printre directiile statuate, am regésit recomandarea de a stu-
dia necesitatea utilizdrii antimalaricelor, inclusiv, a hidroxicloro-
chinei, la pacientii cu LES prin prisma oportunitatii administrarii
acesteia la orice pacient [9], deci, inclusiv, cazurile de LES cu afec-
tare cutanata.

Primele mentiuni despre utilizarea antimalaricelor de sisteza la
pacientii cu LES apar in 1984, atunci cind clinicianul Payne J. F. a
raportat administrarea quinacrinei la un pacient cu LES. Abia in
1951, quinacrina, primul medicament din grupul antimalaricelor
de sintezd, a fost introdusa oficial in algoritmul de tratament al
LES, pentru ca mai tirziu, si fie punctata si utilitatea altor medi-
camente din aceeasi clasa, asa cum sunt clorochina si hidroxiclo-
rochina [15, 16]. Analiza sistematica a literaturii de specialitate a
evidentiat ca efectele hidroxiclorochinei la pacientii cu LES sunt
diminuarea activitdtii maladiei, frecventei acutizarilor si rolul pro-
tectiv asupra modificérilor ireversibile de organ. Concomitent, se
presupune ca hidroxiclorochina ar putea contribui la ameliorarea
profilului lipidic si glucidic, diminuarea riscului de tromboza si
ameliorarea calitatii vietii [17]. Cu referire la lupusul cutanat fard
afectare sistemica, antimalaricele de sistezd, quinacrina si hidro-
xiclorochina, sunt medicamente de prima linie [18]. Pentru afec-
tarea cutanata la pacientii cu patologie sistemicd — LES, insd, in
literatura de specialitate, nu am regésit studii prospective rando-
mizate cu administrarea acestui medicament. Cu toate acestea,
in 2010, grupul de cercetare LUMINA a publicat rezultatele unei
analize transversale asupra unui lot de 580 de pacienti cu LES si a
concluzionat ca administrarea hidroxiclorochinei a fost asociatd
cu intarzierea aparitiei leziunilor cutanate ireversibile [10]. In con-
tinuarea acestui gand, un grup de cercetatori japonezi a publicat
rezultatele unui studiu prospectiv, asupra unui lot de 17 pacientii
cu LES si implicare cutanatd, cu urmadrirea efectului hidroxiclo-
rochinei prin indicele CLASI. Autorii au concluzionat ca indicele
CLASI-Activitate a scizut de la 10,5 la 4,1 puncte (p<0,001), iar
85% dintre subiecti au intrunit criteriile de raspuns la tratament
[19]. Avand la baza evidentele expuse, cercetarea nostra se inscrie
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L, and 4 patients from L,, muscle weakness in one patient from L,
caused by hydroxychloroquine intake and hepatic cytolysis in one
patient from L, group, explained by azathioprine administration.

Discussions

Due to a great number of drugs recommended for SLE, over
the time, it became important to develop recommendations that
would standardize the treatment of lupus patients and define clear
objectives and directions for their use [12, 13, 14]. Thus, several
recommendations were proposed, that targeted the evolution SLE
and/or depending on the particularly systems and organs involved
in the autoimmune process; however the latest recommendations
date from 2014, when the working group led by professor Matthias
Schneider had developed treat-to-target treatment recommenda-
tions for SLE. Simultaneously to treat-to-target recommendations,
the working group also proposed a further research agenda in the
field. Thus, among the stated directions we found the recommen-
dation to conduct to study in order to determine if hydroxychlo-
roquine must be recommended or not in every patient with lupus
[9], this way including cases of SLE with skin damage.

As we know from the history of SLE, the first mention of an-
timalarial use dates from 1984, when the clinician Payne J. F. re-
ported the administration of quinacrine to a patient with SLE.
However, it was only in 1951 when the quinacrine was officially
introduced into the treatment algorithm of SLE, and later it was es-
tablished the usefulness of other drugs from the same class such as
chloroquine and hydroxychloroquine [15, 16]. To our knowledge,
the efficacy of hydroxychloroquine in SLE patients consists in de-
creasing the disease activity, the frequency of flares and has a pro-
tective role on irreversible organ changes, as assessed by SCLICC/
ACR DI. Additionally, it is assumed that hydroxychloroquine may
improve the lipid panel and the glucose profile, reduces the risk
of thrombosis and improves the quality of life [17]. Referring to
cutaneous lupus without systemic autoimmune involvement, the
antimalarials, quinacrine and hydroxychloroquine, are first-line
treatment drugs [18]. Simultaneously, there are not randomized
prospective clinical trials assessing the efficacy of the drugs from
these class on cutaneous involvement in patients with systemic pa-
thology — SLE. To note that in 2010, the LUMINA research group
published the results from a cross-sectional analysis of 580 pa-
tients with SLE and concluded that that hydroxychloroquine use is
possibly associated with a delay in irreversible skin damage devel-
opment in patients with SLE [10]. In the same context, a group of
Japanese researchers published the results of a retrospective study
on a group of 17 patients with SLE and skin involvement, assess-
ing the effect of hydroxychloroquine by CLASI tool. The authors
concluded that CLASI-Activity index decreased from 10.5 to 4.1
points (p<0.001) and 85% of subjects met the response treatment
criteria [19]. On the basis of the above mentioned, our research is
included in a short series of studies with similar objectives, and is
the first randomized prospective study of the efficacy of HCQ in
patients with SLE and skin involvement.

The results of our study concerning the influence of hydroxy-
chloroquine influence on SLE activity are consistent with previ-
ously published researches. Thus, analyzing the literature, we iden-
tified seven studies that were related to different aspects of lupus
activity, measured by SLEDAI, SLAM or ACR flare index or SELE-
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intr-o serie scurtd de studii cu scop similar, fiind prima cercetare
de tip randomizat la pacientii cu LES si implicare cutanata.

Rezultatele studiului nostru care vizeazd influenta hidroxiclo-
rochinei asupra activitatii LES, sunt in concordanta cu cercetarile
publicate anterior. Astfel, analizdnd cercetérile afisate, am identi-
ficat 7 studii care s-au referit la aspecte de activitate ale lupusu-
lui, mésurata prin SLEDAI, SLAM sau indicele de acutizare ACR
sau SELENA/SLEDAI [20-26]. Analiza minutioasa a rezultatelor
studiilor a rezultat prin constatarea faptului ci, independent de
modalitatea de apreciere a activitatii si acutizéarilor bolii, utilizarea
HCAQ s-a soldat cu o reducere semnificativa (p<0,05) a activitatii
bolii, in majorotatea studiilor. Este de mentionat cé rezultatele a 3
cercetdri au permis stabilirea unei diminuari semnificative a dozei
de GCS la pacientii ce administrau HCQ concomitent [23, 25, 27].

Referitor la afectarea cutanata, evidentele expuse de noi au
confirmat ipoteza eficacitatii HCQ la pacientii cu patologie sis-
temicd LES si implicare tegumentard, contrubuind la diminuarea
indicelui CLASI-Activitate cu [-4,8] puncte, 75,5% dintre pacientii
tratati cu HCQ intrunind criteriul CLASI de raspuns la tratament,
rezultate similare cu cele afisate de Yokogawa si coautorii (2013)
[19]. Limitele cercetarii includ lipsa ,,orbirii” cercetatorilor fata de
loturile de tratament.

Concluzie

Administrarea hidroxiclorochinei in complex cu tratamentul
de bazi la pacientii cu LES si implicare cutanatd contrubuie la di-
minuarea activitatii bolii si frecventei acutizarilor. Hidropxicloro-
china contrubuie la regresia leziunilor cutanate active, cuantificate
prin indicele CLASI.
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NA/SLEDALI [20-26]. The analysis of the results of the mentioned
studies concluded that regardless of the tool used for assessment of
disease activity and flares, the use of HCQ was linked to a signifi-
cant reduction (p<0.05) of disease activity in most of the studies. It
is worth mentioning that the results of three surveys permitted to
establish a significant reduction in the dose of GCS in patients that
were administering HCQ [23, 25, 27].

Referring to the skin involvement, our results have confirmed
the hypothesis that HCQ use is effective in patients with SLE and
skin involvement and contributed to CLASI-Activity decrease
with [-4.8] points in a 12 month period, 75.5% of treated patients
being considered as CLASI responders, similar results were pub-
lished by Yokogawa and co-authors (2013) [19]. Our research was
limited by the lack of blinding to treatment of the subjects and of
the researchers.

Conclusion

The supplementation of hydroxychloroquine to the basic treat-
ment in patients with SLE and cutaneous involvement leads to the
reduction of the disease activity and the frequency of flares. With
reference to skin involvement, hydroxychloroquine contributes to
the regression of active skin manifestations, as measured by the
CLASI index.
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