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Rezumat

In cele ce urmeazi prezentdm un studiu randomizat
comparativ al eficacitatii si tolerantei unui tratament topic
antiinflamator, seboregulator si antibacterian local
(contindnd Acid azelaic gel 15%), asociat cu un antibiotic
topic (Metronidazol 0,75%), in forme usoare si moderate de
rozacee.

Introducere: Rozaceea implicd o afectiune cronicd
caracterizatd prin episoade inflamatorii eritemato-papulo-
pustuloase si telangiectazice, pe zonele convexe ale fefei,
care poate evolua spre hiperplazie si hipertrofie zonald
(rinofima, elefantiazis facial etc). Majoriatea pacientilor
prezintd asociat dermatitd seboreicd, dar niciun pacient nu
prezintd comedoane.

Obiectiv: A fost evaluatd comparativ eficacitatea si
toleranta unui tratament topic cu Acid azelaic
(antibacterian, antiinflamator, seboregulator) gel 15%
(monoterapie), cu asocierea Acid azelaic gel 15% si
Metronidazol gel 0,75%.

Metode: Studiul s-a realizat unicentric, randomizat,
cu evaluare comparativd a doud zone simetrice, pe 20 de
pacienti cu rozacee cu forme usoare si moderate (stadiul I si
II), timp de 8 saptamani.

10 pacienti au fost tratafi pe jumdtate de fatd cu Acid
azelaic gel 15%, iar pe cealaltd jumdtate de fatd cu o cremd
neutrd (placebo); ceilalti 10 pacienti au fost tratati pe
jumdtate de fatid cu asocierea topicd Acid azelaic gel 15%
plus Metronidazol gel 0,75%, iar pe cealaltd jumditate de
fatd cu cremd neutrd (placebo).

Summary

We hereby present a randomized comparative trial on
the efficacy and tolerance of a topic antiinflammatory,
seborrhea-requlating and antibacterian local treatment
(containing Azelaic acid gel 15%), associated with a topical
antibiotic (Metronidazole 0.75%), in mild and moderate
forms of rosacea.

Introduction: Rosacea is a chronic disease
characterized by the occurrence of erythematous-
papulopustular inflammations and telangiectasias on the
convex area of the face that may evolve towards local
hyperplasia  and  hypertrophy  (rhinophyma,  facial
elephantiasis, etc). In most patients it is associated with
sebborheic dermatitis, although not with blackhead.

Objective: The study has aimed at assessing the
efficacy and tolerance of a topical monotherapy with Azelaic
acid gel 15 % (antibacterian, antiinflammatory and
seborrhea-regulating) as compared to the association
between Azelaic acid (gel 15%) and Metronidazole (gel
0.75%).

Methods: The study was unicentric, randomized and
consisted in the comparative evaluation of two symmetrical
areas on 20 patients with mild and moderate rosacea (stage
I and 1I) for a period of 8 weeks.

10 patients have been treated on half face with Azelaic
acid gel 15% and on the other half with a neutral cream
(placebo); the other 10 patients have been treated on hald
face with a topical association of Azelaic acid gel 15%
plus Metronidazole gel 0.75%, and on the other half with
neutral cream (placebo).

* Serviciul de Dermatologie, Ambulatoriul de Specialitate al Spitalului Clinic “C.F. Witting”, Bucuresti / Department of dermatology,
Ambulatory Care Center, “C.F. Witting” Clinical Hospital, Bucharest.
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Rezultate: Cel mai bun rdspuns s-a obfinut prin
utilizarea celor doud topice asociate: Acid azelaic gel 15%
plus Metronidazol gel 0,75% (70% dintre pacienti au avut
rezultate clare dupd primele 4 saptamani, 20% dupd 8
saptamani, iar 10% dupd 12 saptamani de tratament) fatd
de cei tratati doar cu Acid azelaic gel 15% (20% dintre
pacienti au avut rezultate dupd primele 4 saptamani, 40%
dupd 8 saptamani si 40% dupd mai mult de 8 saptdmadni
de tratament).

Concluzii: Asocierea Metronidazolului oferd rezultate
mai rapide in rozacee, pacientul devenind mai optimist, mai
increzitor si mai rabddtor in a duce totul la bun sfirsit.

Cuvinte cheie: Rozacee, Metronidazol, Acid azelaic,
Demodexfolliculorum, radiatii ultraviolete, H.Pylori.

Results: The association of the two topical antibiotics
(Azelaic acid gel 15% plus Metronidazole gel 0.75%) has
yielded the best results — 70 per cent of the patients showed
definite improvement after the first 4 weeks, 20 per cent
after 8 weeks, and 10 per cent after 12 weeks of treatment,
as compared to patients treated solely with Azelaic acid gel
15%, where 20 per cent showed results after the first 4
weeks, 40 per cent after 8 weeks and 40 per cent after more
than 8 weeks of treatment.

Conclusions: Metronidazole association yields more
rapid results in rosacea and the patient becomes more
optimistic, more trustful and keener to accomplish the
treatment.

Key words: rosacea, Metronidazole, Azelaic acid,
Demodexfolliculorum, UV-rays, H.Pylori.
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Introducere

Rozaceea este o afectiune cronicd, o eruptie
acneiformd caracterizata prin episoade infla-
matorii si aparitia de eritem, telangiectazii (10,
11), papule si pustule, dispuse pe zonele convexe
ale fetei. Uneori se extinde si la nivelul ochilor,
sub forma unor iritatii, blefarite, conjunctivite
(12). Este o afectiune destul de frecventd, care
apare adesea la indivizii cu pielea deschisa la
culoare, fototip I si Il (persoane care se ard usor si
nu se bronzeaza (4, 2, 3), avand o incidentd mult
mai mica la negri. Femeile sunt mult mai afectate
decat barbatii, dar rinofima este mai frecventa la
barbati (2, 3). Afecteaza predominant decadele 3-
4 de viata, dar se poate intdlni si la adolescenti
(pacientii tineri cu rozacee prezintd frecvent
istoric de acnee vulgara sau cele doua afectiuni
pot coexista) sau varstnici, inregistrand un varf
intre 40 si 50 de ani. Rozaceea rdamane totusi o
afectiune a omului matur.

Etiopatogeneza ramane necunoscutd, fiind
consideratd in general o afectiune multifactoriald
(13). Astfel, exista factori care se presupune ci
induc boala sau care contribuie la intensificarea
manifestarilor acesteia. Dintre acestia enumeram:

1. Prezenta Demodexfolliculorum, parazit

(acarian) Intalnit frecvent in toate formele
de rozacee la nivelul foliculului
pilsebaceu, a carui prezentd In numar
mare (5, 6) cu sigurantd agraveaza
rozaceea (demodecidoza, adica foliculita
cu demodexfolliculorum);
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Introduction

Rosacea is a chronic disorder, an acneic
eruption marked by inflammatory episodes and
erythema, telangiectasas [10, 11], papules and
pustules that affect the convex area of the face. It
sometimes spreads in the eye zone, under the
form of irritations, blepharites, conjunctivites
[12]. It is a quite common disorder, mainly
affecting ligh-skinned people, phototypes I and II
(who get sunburnt and do no tan properly) [4, 2,
3], and more rarely the black population. Women
are more affected than men, although
rhinophyma is more frequently encountered in
males [2, 3]. It typically appears in people during
their 30s and 40s, although it may also affect
teenagers (young rosacea patients often have a
history of acene vulgaris or the two conditions
may coexist) or elderly people, with an incidence
peak situated between 40 and 50 yers of age.
Nevertheless, it remains a condition of adult age.

The ethiopathogenesis is unknown, rosacea
being generally considered a multifactorial
disorder [13]. There are several factors that
presumably induce or intensify this condition.
Among them:

1. The presence of a particular parasite,
the mite Demodexfolliculorum, often
encountered in all forms of rosacea at the
level of the pilosebaceous follicle, which
when in big number defintely aggravates
the condition [5, 6] — demodecytosis, i.e.
folliculitis with demodexfolliculorum;




2. Presupusa implicare a infectiei gastrice cu
Helicobacterpylori;

3. Factori alimentari: flush-urile induse de
dietd par sa fie determinate mai mult de
temperaturile ridicate ale alimentelor
(ceai, cafea), decat de continutul acestora
in substante ,excitante” precum cofeina
1);

4. Factori climatici: expunerea la conditii
climatice extreme produce un grad de
afectare vasculard, cu rol in declansarea
rozaceei. Studii recente au ardtat ca
procesul initial consta in degenerarea
elastotica a dermului, urmatid de vaso
dilatatie si inflamatie (15);

5. Factori imunologici: existenta unor depo-
zite de imunoglobuline si complement la
jonctiunea dermo-epidermica, dar care s-
ar datora de fapt unui raspuns imuno-
logic anormal fatd de alterarea fotoindusa
a colagenului tip IV (1);

6. Factori vasculari: unii autori sustin cd ar
exista un deficit de reglare a circulatiei
venoase cutanate faciale, aceastd ipoteza
fiind sustinuta de topografia rozaceei,
care se suprapune cu ariile de drenaj ale
venei faciale si ale afluentilor sai (1, 14);

7. Alti factori posibili: stressul emotional,
ereditatea, cdldura, expunerea la razele
ultraviolete (7, 8, 3), care au in mod sigur
o contributie la aparitia rozaceei; factori
psihologici (in realitate, depresia este
rezultatul si nu cauza rozaceei); factori
farmacologici (substanta P, histamina,
serotonina, prostaglandine, bradikinina);
factori microbieni (17); anormalitati
pilosebacee (16).

Probabil ca subtipurile diferite de rozacee
reprezintd rdspunsuri eterogene la o combinatie a
acestor factori presupusi a fi implicati (18, 19)

Din punct de vedere clinic, rozaceea are patru
stadii posibile. In primul stadiu apare eritemul
tranzitor (flush), pe ariile centrale ale fetei,
produs de stimuli nespecifici (alimentari: cafea,
alcool, condimente; climatici: soare, vant etc.). Se
poate asocia cu hiperemie conjunctivala si
lacrimatie, iar bolnavii au comportament
termofobic. In al doilea stadiu apare eritemul
persistent si telangiectazic (telangiectazii
venulare) In zona obrajilor si nazolabial. in
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2. The supposed implication of the gastric
infection with Helicobacterpylori;

3. Food factors: diet-induced flushes seem
however to be determined rather by the
high temperature at which some aliments
(tea, coffe) are consumed than by their
contents of “rousing” substances, such as
caffeine [1];

4. Weather factors: exposure to extreme
climatic conditions leads to an over-
reaction of the facial blood vessels, which
plays a certain role in triggering rosacea.
Recent studies have shown that the
process initially manifests as an elastotic
degeneration of the skin, followed by
vasodilatation and inflammation [15];

5. Immunological factors: the existence of
deposits of immunoglobulines and
complement in the dermo-epidermal
junction area, which in fact may be due to
an abnormal immunological response to
the photoinduced alteration of the
collagen type IV [1];

6. Vascular factors: some authors point to a
deficit in the regulation of the facial cuta-
neous venous circulation, a hypothesis
sustained by rosacea topography, which
overlaps drainage areas of the facial vein
and its affluents [1, 14];

7. Other possible factors: emotional stress,
heredity, heat, UV-rays exposure [7, 8, 3]
definitely contribute to rosacea occur-
rence; psychological factors (depression is
actually the result, not the cause of
rosacea); pharmacological factors (sub-
stance P, histamine, serotonin, prosta-
glandin, bradykinin); microbian agents
[17]; pilosebaceous abnormalities [16].

It is likely that various rosacea subtypes
represent heterogeneous responses to the factors
presumably implied [18, 19].

Clinically, rosacea has four stages. Stage I is
typically characterized by transitory erythemas
(flushes) on the central areas of the face, induced
by non-specific factors (food: coffee, alcohol,
spices; climatic agents: sun, wind, etc.). Flushes
may be associated with conjunctival hyperemia
and tear secretion and patients display thermo-
phobic behaviour. In stage II, persistent and
telangiectatic erythemas develop on the cheeks
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stadiul al treilea, pe fondul eritemato-
telangiectazic, apar papulo-pustule foliculare,
inflamatorii, sterile sau contindnd bacterii din
flora rezidenta a foliculilor pilosi. Apar pori
faciali dilatati, lipsesc comedoanele, leziunile se
pot extinde si in alte regiuni, depasind tegu-
mentul fetei, iar vindecarea se face cu sau fara
cicatrici superficiale. In stadiul al patrulea ajunge
un numadr foarte mic de pacienti. Apar placi
hiperplazice (elefantiazis facial), mai ales in
regiunea obrajilor si a nasului (rinofima).

Tabloul histopatologic In rozacee nu este
foarte caracteristic (9) si variazd in functie de
stadiul de evolutie. In stadiul I se observa ectazii
venulare si limfatice discret edem, infiltrat
limfatic perivascular si elastozd moderata. In
stadiul II se observa infiltrat limfohistiocitar
perivascular si perifolicular crescut, cu neutrofile
aglomerate intrafolicular, dilatatii si ingrosari
vasculare, elastozi avansatid. In stadiul III se
constatd hipertrofie difuza a tesutului conjunctiv,
hiperplazia foliculilor sebaceei, infiltrat infla-
mator si elastozd masiva.

Tratamentul este sistemic (Tetracicling,
Metronidazol, Isotretinoinetc) sau local (Eritro-
micind, Metronidazol-gel sau mixturd, Keto-
conazol 2%, lotiuni sau mixturi cu sulf sau ihtiol,
creme (ecran solar), sau asociat, in functie de
stadiul evolutiv. Profilactic, este utild evitarea
factorilor care produc flush-urile si eritemul.

Pacienti si metode

Studiul a fost unicentric, randomizat, de tip
simplu orb, realizat pe o peroada de 8 saptamani
si a inclus 20 de voluntari caucazieni. Fiecare
pacient a fost evaluat prin examen clinic,
biochimic, hematologic, serologic pentru
detectarea anticorpilor impotriva H. Pylori,
examen parazitologic pentru evidentierea aca-
rianului Demodexfolliculorum. Pentru clasifi-
carea clinicd s-au utilizat sistemul de clasificare
standard al rozaceei, adica: stadiul 1 - eritemato-
telengiazic, stadiul 2 - papulopustulos, stadiul 3 -
fimatos (hiperplaziifisulare, noduli inflamatori,
rinofima etc,).

Au fost recutati pacientii care nu aveau
antecedente medicale recente (sub 30 zile),
chirurgicale, anestezice sau de orice naturd sa
afecteze zonele tegumentare sau structurile
subiacente acestora, necesare a fi studiate, si care
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and nose (venular telangiectasia). In stage III, on
this erytematous-telangiectatic background,
there appear inflamed papules and pustules that
can be either sterile or contain bacteria from the
pilous follicle resident flora. Facial pores dilate,
while blackheads are missing, lesions can also
spread to other body areas than the facial
tegument, and healing may be accompanied or
not by superficial scars. A very small group of
patients reach stage IV, with hyperplasic plaques
(facial elephantiasis) developed especially on the
cheeks and nose (rhinophyma).

The histopathological aspect is not very
specific in rosacea [9] and varies depending on
the evolutive stage. In stage I, one can observe
venular and lymphatic ectasias, discreet edema,
perivascular lymphatic infiltrate and moderate
elastosis. In stage II, manifestations include
increased perivascular and perifollicular lympho-
histiocytic infiltrate, with intrafollicularly
agglomerated neutrofils, vascular dilatations and
thickenings, advanced elastosis. Stage III is
characterized by diffuse hypertrophy of the
conjunctival tissue, sebaceous follicle hyper-
plasia, inflammatory infiltrate and massive
elastosis.

Treatment can be either systemic (tetra-
cycline, metronidazole, isotretinoin, etc.), or local
— erythromycine, metronidazole gel or mixture,
ketoconazol 2% lotion or mixtures with sulphur
or ihtyol, sunscren lotions, or in associations,
depending on the stage of the condition.
Prophilactically, it is recommended to avoid
exposure to flush- and erythema-inducing factors.

Patients and methods

We have conducted an unicentric, ran-
domized, simple blind trial for a period of 8
weeks on 20 Caucasian volunteers. Each patient
was clinically, biochemically and hematologically
evaluated, serological examination was
performed for the detection of antibodies againts
H.Pylori and parasitological examination for
mite Demodexfolliculorum. For clinical classifi-
cation, we have used the standard classification
system for rosacea, i.e. stage I: erythemato-
telangiectatic; stage II: papulopustular; stage III:
phymatous (fissular hyperplasia, inflmmatory
nodules, rhinophyma, etc.).

We have recruited patients with no recent
(under 30 days) medical history, be it surgical,




indeplineau urmatoarele criterii de includere: sex
masculin/feminin; varsta peste 18 ani;
diagnosticati cu stadiul 1 si 2, din clasificarea
standard; avand consintamantul liber exprimat,
semnat in clar si indescifrabil dupd informarea
scrisd si verbald a acestora asupra scopului
studiului, precum si a modalitatii acestuia de
desfasurare dar si asupra drepturilor acestora,
exclusi din alte studii in desfdsurare.

S-au exclus persoanele care: sunt Insdr-
cinate/aldpteazd, prezintd orice altd dermatoza/
maladie acutd sau cronica suprapusa
diagnosticului primar de includere in studiu, care
ar putea interfera tratamentului sau l-ar putea
afecta In sensul aparitiei efectelor adverse sau
nedorite, precum si subiecti avand un tratament
in derulare, topic sau sistemic sau chiar intrerupt,
dacd acesta a fost efectuat la mai putin de 4
sdptdmani de la data inceperii studiului,

Pacientii prezentau o rozacee de gradul 1 sau
2, cu fototipuri ale pielii: I, II, I1I, caucazieni, si au
fost impadrtiti iIn doud grupe tratate diferit.
Secventa de alocare a fost generatd folosind
RandomAllocation Software, v1.0.0. Tuturor
pacientilor li s-a facut o evaluare comparativa a
doud zone simetrice (cei doi obraji). Intrucat
pacientii din grup nu prezintd leziuni severe
nodulare, macrofotografia folositd de noi in
studiu (fatd/profil, dreapta/stinga) reflecta
corect tipul si gradul lezuiunilor de acnee (pentru
cd trebuie tinut cont de faptul ca din punct de
vedere fotografic leziunile nodulare au aspectul
unor papule).

Criteriul principal de analizd (evaluare)
folosit a fost reprezentat de scorul clinic al
eficacitdtii globale efectuat de cdtre investigator
in cadrul vizitelor din vizita initiald si sdptdamana
4 5i 8, dupd o scard de la 1 la 6:

e 0 neschimbat
1 efect slab, difuz
2 efect slab, dar omogen
3 efect moderat, difuz
4 efect moderat, dar omogen
5 efect cvasitotal, dar care nu intereseaza
intreaga zona atinsa

e 6 efect total

Criterii secundare de evaluare au fost: cotatia
clinicd (severitatea leziunilor) evaluatd dupa
scara standard, precum si scorul de tolerantd a
produselor testate. Folosirea macrofotografiei ca
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anesthetic or of other nature liable to affect the
tegumentary areas or their subjacent zones that
needed to be investigated. Patients had to meet
the following requirements: sex male/female; age
over 18; diagnosed with rosacea in stage I and 1II,
according to standard classification system;
having expressed their accord in writing, after
having been informed, both orally and in writing,
as to the objective of the study and the means to
acccomplish it, as well as to their rights. Patients
were not included at that moment in another
trial.

The following categories have been excluded:
pregnant/nursing women, people with any other
dermatosis/acute or chronic disorder super-
posed over the primary diagnosis that led to their
eligibility and which might have interfered with
the treatment or affect it, in the sense of occur-
rence of adverse or unwanted effects, as well as
subjects under therapy — topical or systemic, and
even interrupted less than 4 weeks before the trial
began.

Patients presented rosacea in stage I or II,
were Caucasians with phototypes I, I, III. They
were divided into two differently treated groups.
The selection was made using the Random
Allocation Software, v1.0.0. All patients were
subjected to comparative evaluation of two
symmetrical areas (the two cheeks). Since the
patients did not present severe nodular lesions,
the macrophotography used during the trial
(face/profile, left/right side) accurately reflects
the type and degree of acne lesions (it should be
taken into account that, photographically,
nodular lesions have the aspect of papules).

The main analysis (evaluation) criterion was
the clinical score of the global efficacy, registered
by the investigator during the first visit and in the
visits performed after 4 and 8 weeks, respectively,
on a scale from 0 to 6:

0 unchanged

1 weak, diffuse effect

2 weak but homogenous effect

3 moderate, diffuse effect

4 moderate but homogenous effect

5 quasitotal effect that does not however
involve the whole affected area

e 6 total effect

The secondary evaluation criteria were:
clinical datum (the severity of the lesions),
evaluated by standard scale, as well the tolerance
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metodd standardizatd, cu ocazia fiecirei vizite, a
permis urmadrirea evolutiei in timp a leziunilor.

Toleranta a fost cotatd pe o scard dela 01a 4 (0
— absenta oricarui efect; 1 - efect advers
nesemnificativ; 2 — efect advers moderat; 3 - efect
advers important - necesitd Intrerupere
temporard a administrarii produselor test; 4 —
efect advers sever - necesitd incheierea
prematura a studiului si tratament de specialitate
al patologiei nou apdrute). Suplimentar s-a
realizat o autoevaluare a fiecarui pacient folosind
un chestionar ce include o evaluare a scorului
clinic similara celei realizate de cétre investigator,
precum si un set de 8 intrebari prin care sunt
apreciate calitdtile cosmetice ale fiecdrui produs
primit.

Formulele concepute pentru topice conferd o
absorbtie maxima a produselor testate. Acestea
au fost supuse testariilor reglementate prin
normativele Consiliului European cu privire la
tolerabilitatea cutanatd si oculard, a pro-
prietdtiilor hidratante cat si a potentialului
sensibilizant.

Aplicatiile cutanate locale s-au facut de 2 ori
pe zi.

Nu au fost permise alte asocieri de tratamente
in afara celor stabilite, cu exceptia celor care au
prezentat HelicobacterPylori si care au efectuat
schema standard de tratament general sistemic.

10 pacienti au fost tratati pe un obraz cu
Metronidazol gel 0,75%, iar pe celdlalt obraz cu o
cremd neutrd avand aceleasi caracteristici din
punct de vedere al texturii si culorii. Ceilalti 10
pacienti au fost tratati pe un obraz cu asocierea
Metronidazol gel 0,75% si Acid azelaic gel 15%,
iar pe celdlat obraz cu aceesi cremd neutra ca si la
primul grup.

Analiza statistica

Toate analizele statistice au fost procesate
folosind programul SPSS 19.0 for Windows.
Pentru toate testele, o valoare p < 0,05 a fost
consideratd ca fiind semnificativa statistic.

Rezultate

Dintre cei 10 pacienti tratati cu asocierea Acid
azelaic gel 15% plus Metroruboril gel 0,75%, in
urma evaludrii facute de catre investigator,
rezulta:
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score of the tested products. The use of
macrophotography as standardized method in
each visit, made it possible to follow up the
evolution of lesions.

Tolerance was evaluated on a scale from 0 to
4 (0 - absence of any effect; 1 — insignificant
adverse effect; 2 — moderate adverse effect; 3 —
important adverse effect; requires temporary
interruption of administration of test products; 4
— severe adverse reaction; requires premature
interruption of the study and treatment of
specialty of the new pathology). Furthermore, an
autoevaluation of each patient has been
conducted by means of a questionary that
included the evaluation of the clinical score
similar to that accomplished by the investigator,
as well as a set of 8 questions related to the
cosmetic qualities of each administered product.

The formulas conceived for the topical agents
confer maximum absorption of tested products.
They were subjected to tests regulated by the
norms issued by the European Council with
regard to cutaneous and ocular tolerability,
hydrating properties and sensitizing potential.

The products were locally applied on the skin
2 times a day.

No other associations of treatments were
allowed except for the assessed ones, with the
exception of patients with HelicobacterPylori,
who underwent the systemic general treatment
scheme.

10 patients were treated on one cheek with
Metronidazole gel 0.75% and on the other cheek
with neutral cream with similar texture and
colour. The other 10 patients were treated on one
cheek with Metronidazole gel 0.75% associated
with Azelaic acid gel 15%, and on the other cheek
with the same cream as the first group.

Statistic analysis

All statistic analyses were processed by
means of the SPSS 19.0 for Windows. In all tests,
a value of p < 0.05 has been considered as
statistically significant.

Results

Out of the 10 patients treated with Azelaic
acid gel 15% associated with Metroruboril gel
0.75%, the investigators concluded after
evaluation that:




o 7 pacienti (70%) au inregistrat un efect total
cu disparitia simptomelor dupa 4 sapta-
mani

e 2 pacienti (20%) au obtinut remisie totala
dupd 8 saptamani

e 1 pacient (10%) a avut nevoie de mai mult
de 8 saptamani de tratament.

Dintre cei 10 pacienti tratati cu Acid azelaic
gel 15% in monoterapie, In urma evaludrii
rezulta:

e 2 pacienti (20%) au prezentat remisie totala

dupd 4 sdptamani de tratament;

e 4 pacienti (40%) au inregistrat diparitia
completd a leziunilor papulo-pustuloase
dupd 8 sdptamani de tratament;

e 4 pacienti (40%) au obtinut o remisie totala
dupa mai mult de 8 sdptdmani (Fig. 1).
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e 7 patients (70%) have registered a total
effect, with symptoms remission after 4
weeks

e 2 patients (20%) have obtained total
remission after 8 weeks of treatment

e 1 patient (10%) required more than 8 weeks
of treatment.

In the 10 patients treated with Azelaic acid
gel 15% in monotherapy, the evaluation yielded
the following results:

e 2 patients (20%) showed total remission

after 4 weeks of treatment;

e 4 patients (40%) displayed total dispap-
preance of papulopustular lesions after 8
weeks of treatment;

e 4 patients (40%) required more than 8 weeks
of treatment for total remission (Fig. 1).

Evolutia pacientilor tratati cu acid azelaic gel 15%
si metronidazol gel 0,75% / Evolution of patients treated with
azelaic acid gel 15% and metronidazole 0.75% gel
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Fiqura 1. Remisia in timp a leziunilor pe cele doud grupuri de pacienfi
Figure 1. Lesion remission in time in the two groups of patients

Pacientii care nu au obtinut efect total dupd 8
sdptdmani au preferat sd rdimand sub tratament si
sub observatie, intrucat evolutia lor era lenta, dar
favorabild, iar cei tratati cu monoterapie au
continuat cu tratamentul asociat dupa implinirea
celor 8 saptamani de studiu.

Mentiondm faptul cd printr-o remisie com-
pletd intelegem disparitia totald a leziunilor
papulo-pustuloase, urmand ca tratamentul
telangectaziilor sda rdmand subiectul unui al
studiu de laserterapie curativa telangiectazica.

Din punct de vedere al tolerantei, 3 pacienti
au inregistrat efecte secundare la Acid azelaic, 2
dintre ei au prezentat eritem tranzitor la
inceputul tratamentului, dupd care acesta a

Patients who did not obtain total remission
after 8 weeks preferred to stay under treatment
and observation, since their evolution was slow
but favourable, while those treated with
monotherapy have continued the associate
treatment after 8 weeks.

Noteworthy, in our conception total
remission consists of the complete disappearance
of the papulopustular lesions, while telangec-
tasias treatment rests as subject to another study
of curative telangiectatic lasertherapy.

From the point of view of tolerance, 3 patients
have shown secondary reactions to Azelaic acid,
out of whom 2 presented transitory erythema at

359




DermatoVenerol. (Buc.), 56: 353-365

diminuat pand la disparitie, iar un pacient a
prezentat eritem important cu descuamare, care a
impus utilizarea de Acid azelaic doar intr-o
singurd aplicare, dar nu a necesitat intreruperea
tratamentului.

Restul pacientilor nu au inregistrat efecte
secundare de nici un fel.

Discutii

Studiul evidentiazd faptul cd rozaceea este
frecventa la persoanele adulte, mai ales la femei -
din totalul pacientilor, 13 au fost femei (65%
femei, 35% barbati).

Din anamneza efectuata pacientilor, s-a
constatat ca 6 dintre ei (30%) au prezentat acnee
vulgara in adolescenta.

14 pacienti (un procent mare, respectiv 70%),
au prezentat o agravare a simptomelor de rozacee
dupa expunerea la soare (Fig. 2). Alti factori care
au exacerbat agravarea au inclus: consumul de
alcool 25% (5 pacienti), cdldura 10% (2 pacienti),
bauturile calde 30% (6 pacienti), stresul 10% (2
pacienti), alimentele condimentate 5% (1
pacient), fumatul 5% (1 pacient), schimbaérile
bruste de temperaturd 20% (4 pacienti).

Dintre cei 20 de pacienti, 5 au prezentat
demodecidoza (Demodexfolliculorum).

7 pacienti (35%), au prezentat H. Pylori
pozitiv si restul de 13 pacienti (65%) au prezentat
H.Pylori negativ. Trebuie sd mentiondm aici

the beginning of treatment, after which it
diminished up to disappearance, while one
patient presented important desquamation
erythema, which required one single application
of Azelaic acid, but not the interruption of
treatment.

The rest of the patients did not register any
secondary effects.

Discussions

The study emphasizes the fact that rosacea is
more common in adults, especially in women —
13 of the patients were females (65% females, 35%
males).

The anamnesis showed that 6 patients (30%)
presented acne vulgaris in adolescence.

14 patients (a high percentage of 70%)
presented aggravated rosacea symptoms after
sun exposure (Fig. 2). Other factors that have
contributed to the severity of the disorder were:
alcohol consumption 25 % (5 patients), heat 10%
(2 patients), hot drinks 30% (6 patients), stress
10% (2 patients), spicy food 5% (1 patient),
smoking 5% (1 patient), sudden changes in
temperature 20% (4 patients).

Of the 20 patients, 5 presented demodicosis
(Demodexfolliculorum).

7 patients (35%) showed positive H.Pylori,
while the other 13 had negative H.Pylori.
Mention should be made that the 7 patients with

I
expunere la soare (UV) T0%
bauturi calde 0%

alcool 25%
schimbdri bruste de temp 20%
stres 10%

caldura [N 10%
1

condimente [l 5%

fumat 5%

exposure to sunlight (UV)) I 70%
hot drinks | INEEE 30%
alcohol [ 25%

stress [N 10%
warmth [ 10%
spices [l 5%

smoking - 5%

Figura. 2. Principalii factori favorizanti implicati in cazurile de rozacee investigate precum si ponderea acestora
Figure. 2. The main contributing factors involved in cases of rosacea investigated as well as their share
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Prezenta Demodex folliculorum in grupul de studiu The presence of Demodex folliculorum in the study group
16 16
14 14
12 12
10 W 25% pacien(i 10 B 25% patients
£ cu Demodex ] with Demodex
8 . = 8 .
g folliculorum o folliculorum
36 26 )
i W 75% pacienti -] W 75% patients
z 4 fara Demodex = 4 without Demodex
folliculorum folliculorum
2 — 2 |
0 - 0!
25% 75% 25% 75%
Demodex folliculorum Demodex folliculorum
Figura 3 / Figure 3
Repartitia rozaceei in functie de sex Distribution by sex rosacea
14 L
12 12
= 10 10
=
2 2 8
C 8 c
a 55% barbati 2 55% man
8 6 B 5 )
- B 65% femei o M 65% women
z , =
2 2
0 0 —
35% 65% 35% 65%
Sex Sex
Figqura 4/ Figure 4
Prezenta H. pylori in grupul de studiu The presence of H. pylori in the study group
14 14
12 12
?10 10
ERE! 2
2 M 35% pacienti £ M 35% patients
© 6 cu H. pylori g. 6 with H. pylori
=5 el 65% fara Z a4l 65% withoul
H. pylori H. pylori
2 1+ 2 1
0 0

35% 65%
Heliobacter pylori

35%  65%
Heliobacter pylori

Fiqura 5 / Figure 5

361




DermatoVenerol. (Buc.), 56: 353-365

faptul cd cei 7 pacienti cu analiza pozitiva au
beneficiat de schema standard de tratament
(Azithromicind tablete 500 mg, una pe zi timp de
7 zile, Amoxicilina tablete 1 g, doud pe zi timp de
7 zile, Omeprazol tablete 40 mg, una pe zi timp
de 7 zile, apoi Omeprazol tablete 20 mg incd 23 de
zile) cu o luna inainte de inceperea studiului. In
urma acestui tratament pacientii au inregistrat o
ameliorare destul de evidentd a simptomato-
logiei, dar care nu s-a mentinut prea mult timp.
Analiza de control efectuatd pentru antigenul H.
Pylori din materii fecale a fost negativa pentru
toti cei 7 pacienti investigati.

Unii dintre pacienti (9, adicd 45%) au pre-
zentat si o altd boald dermatologica coexistenta: 1
pacient cu cheilitd actinica (5%), 3 pacienti (15 %)
cu onicomicoza, 2 pacienti (10%) cu papiloame
multiple, 2 pacienti (10%) cu multiple stelute
vasculare, si 1 pacient (5%) cu epiteliom bazo-
celular.

Bolile sistemice concomitente includeau:
hipertensiunea arteriala 30% (6 pacienti), gastrita
20% (4 pacienti), diabet tip II 10% (2 pacienti),
hiperlipidemie 35% (7 pacienti).

Pentru decada 30-40 ani am studiul a cuprins
2 pacienti (un barbat si o femeie), pentru 40-50 ani
au fost 4 pacienti (un barbat si trei femei), pentru
decada 50-60 au fost inclusi 9 pacienti (trei
barbati si 6 femei) iar pentru decada 60-70 au fost
investigati 5 pacienti (doi barbati si trei femei).

positive H.Pylori have benefited, one month
prior to the beginning of treatment, from the
standard treatment scheme (Azithromycin tablets
300 mg, one/day for 7 days, Amocillin tablets 1 g,
two/day for 7 days, Omeprazole tablets 40 mg,
one/day for 7 days, followed by Omeprazole
tablets 20 mg for 23 more days). As a result of this
therapy, patients have shown a quite obvious
amelioration of symptoms which unfortunately
did not last for a long time. The control analysis
for antigen H.Pylori in feces was negative for all
the 7 patients under investigation.

Some of the patients (9, i.e. 45%) preesented
another coexisting dermatological condition: 1
patient (5%) had actinic cheilitis, 3 patients (15%)
had onychomycosis, 2 patients (10%) had
multiple papilomas, 2 patients (10%) had spider-
like veins, and 1 patient (5%) had basal cell
epithelioma.

Concurrent systemic diseases included:
arterial hypertension 30% (6 patients), gastritis
20% (4 patients), diabetes type II 10 % (2
patients), hyperlipidemia 35 % (7 patients).

2 of the patients (one male and one female)
investigated were 30-40 years old, 4 patients (one
male and three females) were 40-50 years old, 9
patients (three males and six females) were 50-60
years old and 5 patients (two males and three
females) were 60-70 years old.

Repartizarea pacientilor pe grupe de vérsta si sex
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Figura 7. Pacientd, 58 ani, rozacee stadiul 2, evolutie dupd 4 saptdmani cu acid azelaic
Figure 7. Patient, 58 years, stage 2 rosacea, evolution after 4 weeks with azelaic acid

Figura 8. Pacient, 62 ani, rozacee stadiul 3, evolutie dupd 4 siptdmdni cu acid azelaic si metronidazol
Figure 8. Patient, 62 years, rosacea stage 3, development 4 weeks with azelaic acid and metronidazole
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Evolutie

Cei 10 pacienti tratati doar cu Acid azelaic gel
15% au avut o evolutie mai lentd, comparativ cu
ceilalti, necesitand un interval mai mare de timp
ca tratament, In vederea obtinerii unei remisii.

Mentiondm un lucru foarte important, si
anume faptul cd am ales forme usoare si
moderate de rozacee (stadiile I si II), pentru a
putea obtine disparitia leziunilor papulo-
pustuloase (deci a oricdror forme inflamatorii),
nu doar ameliordri, intrucat scopul a fost sd nu
apeldam la alte scheme mai complexe de
tratament, cum ar fi cele necesare pentru o forma
mai severd de rozacee.

Precizdm cd pacientii care au facut anterior
studiului diferite tratamente sistemice, cum ar fi
cele cu antibiotic orale (la cei cu
exudatefaringene, nazale, ASLO pozitiv, H.Pylori
pozitiv etc.) sau alte tratamente, au intrat in
studiul nostru dupa cel putin o lund de pauza.

Concluzii

Asa cum se poate observa din acest studiu, o
parte dintre pacienti au mai incercat anterior
diferite terapii (cu rezultate satisfdcdtoare), dar
greseala tuturor a fost una singurd si anume:
dupéd obtinerea unor ameliordri importante sau
chiar a unei remisii, pacientii au oprit tratamentul
sau au apelat la diferite creme cosmetice de
intretinere, care nu se adresau tipulului lor de ten
mixt-seboreeic, reactiv, telangiectazic, aceasta
conduitd fiind biletul lor sigur cétre recidivd. De
aceea pacientii trebuie informati de la inceput ca
dupd disparitia leziunilor, tratamentul se
simplificd gradat dar nu se opreste, in vederea
obtinerii unui succes de duratd. Mentionam ca in
afara tratamentului de Intretinere se poate trece
concomitent si la o altd treaptd de tratament, si
anume laserterapia telangiectazica.

Din studiu reiese clar faptul cd un tratament
topic mai complex duce la rezultate mult mai
rapide, In acest fel pacientul devenind mult mai
optimist, mai increzator si mai rabdator in a duce
totul la bun sfarsit.

Intrat in redactie: 15.11.2011

Evolution

The 10 patients treated solely with Azelaic
acid gel 15% evolved more slowly than the others
and required longer treatment to obtain
remission.

We stress again a very important element,
namely that we selected mild and moderate
rosacea forms (stages I and II) in order to achieve
disappearance of papulopustular lesions (and
therefore of all inflmmatory forms), not only
ameliorations of the conditions, since our
objective was not to resort to other, more complex
treatment schemes such as the ones required in
more severe rosacea stages.

We also mention that patients who had
undergone, prior to our trial, various systemic
treatments — for instance, therapies based on oral
antibiotics (patients with pharyngeal exudate,
positive ASLO, positive H. Pylori, etc.) — were

included in the study after at least one-month
break.

Conclusions

As we have shown, some of the patients
included in our study had previously tried other
therapies (with satisfactory results), but they
have all made one single mistake: after achieving
significant amelioration, or even remission, they
interrupted the treatment or resorted to various
maintenance cosmetic creams which were not
meant for their mixed-seborrheic, reactive,
telangiectatic type of complexion, which
inevitably led to relapses. This is why patients
should be informed from the very beginning that
after remission of lesions, the treatment gets
gradually simpler but does not stop if a long-
term success is what they want. They should also
keep in mind that, besides maintenance therapy,
they can also pass to another treatment stage, that
of telangiectatic lasertherapy.

Our study clearly shows that a more complex
topical treatment yields much faster results and
the patient becomes more optimistic, more
trustful and keener to accomplish the treatment.

Received: 15.11.2011
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