STUDII CLINICE $SI EXPERIMENTALE
EXPERIMENTAL AND CLINICAL STUDY

STUDIU RANDOMIZAT COMPARATIV AL EFICACITATII
SI TOLERANTEI UNUI TRATAMENT TOPIC
ANTIINFLAMATOR, SEBOREGULATOR SI
ANTIBACTERIAN LOCAL (CONTINAND ACID SALICILIC,
ZINC, 5-ALFA AVOCUTA), ASOCIAT CU UN ANTIBIOTIC
TOPIC (METRONIDAZOL), PE SUBIECTI PREZENTAND
ACNEE VULGARA, FORME USOARE SI MODERATE

RANDOMIZED COMPARATIVE TRIAL EVALUATING THE
EFFICACY AND TOLERANCE OF A TOPICAL ANTI-
INFLAMMATORY AND ANTIBACTERIAL
SEBOREGULATOR (CONTAINING SALICYLIC ACID +
ZINC + 5 ALPHA AVOCUTA), ASSOCIATING A TOPICAL
ANTIBIOTIC (METRONIDAZOLE), ON SUBJECTS WITH
MILD TO MODERATE ACNE VULGARIS

AURA VLADUTI*

Rezumat

Introducere: Acneea vulgard implicd o dereglare a
secrefiei de sebum controlatd androgenic, cu aparitia de
comedoane, ce ulterior dezvoltd o reactie inflamatorie prin
acumularea compusilor ce alcdtuiesc sebumul si a
bacteriilor (Propionilbacterium acnes) dezvoltate in mediul
anaerob, intrafolicular ce intretin inflamatia prin compusii
de metabolism propriu. Este deci utild o abordare tripld, de
scidere a secrefiei de sebum, asociatd cu o diminuare a
inflamatiei dar si cu eliminarea suprainfectiei bacteriene.

Summary

Background: Acne vulgaris involves a disorder of
androgenic controlled sebum secretion, leading to
appearance of comedons, which then develop an
inflammatory  response through accumulation of
compounds forming the sebum and of bacteria
(Propionilbacterium acnes) developed in anaerobic
environment, maintaining intrafollicular inflam-mation by
their metabolic compounds. A triple approach is therefore
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Obiectiv: A fost evaluatid comparativ eficacitatea si
toleranta unui tratament topic constind in substante
antiinflamatoare, antibacteriene si seboregulatoare (acid
salicilic, Zinc, acid glicolic, 5-alfa avocuta), asociate cu un
antibiotic topic, metronidazolul.

Metode: Studiul s-a realizat unicentric, randomizat,
cu evaluare comparativi a doud zone simetrice pe 30 de
pacienti cu acnee vulgard forme usoare si moderate, timp de
12 saptamani. 15 pacienti au fost tratati pe jumidtate de fatd
cu gel de curdtare (acid salicilic 1%, zinc 0.5%) si gel
seboregulator si antiinflamator (acid glicolic 6.00%, zinc
1%, 5 alfa avocuta 1%), iar pe cealaltd jumdtate de fatd cu
o cremd neutrd (Placebo); ceilalti 15 pacienti au fost tratati
pe jumdtate de fatd cu asocierea topici gel de curdtare + gel
seboregulator antiinflamator + metronidazol, iar pe cealaltd
jumatate de fatd cu cremd neutrd (Placebo).

Rezultate: Cel mai bun rispuns s-a obfinut prin
utilizarea celor trei topice asociate: gel de curitare + gel
seboregulator antiinflamator + metronidazol (80% dintre
pacienti au avut rezultate dupd primele 4 saptamani si 20%
dupd 8 saptamani de tratament) fatd de cei tratati cu gel de
curdfare + gel seboregulator antiinflamator: 13% dupi 4
saptamini, 20% dupd 8 saptimdni si 67% dupd 12
saptamani de tratament sau mai mult).

Concluzii: Asocierea metronidazolului oferd rezultate
mai rapide in acneea vulgard, pacientul devenind mai
optimist, mai increzdtor si mai rabditor in a duce totul la
bun sfarsit.

Cuvinte cheie: Acnee, hiperseboree, acid glicolic, zinc,
alfa avocuta, metronidazol.

useful, to decrease the sebum secretion, the inflammation
and also the elimination of bacterial superinfection.

Objective: To evaluate the efficiency of topical
substances consisting in antiinflammatory, antibacterial
and seboregulative effect (Salicylic Acid-Zinc-Glycolic
Acid-5 Alfa Avocuta), associated with a topical antibiotic,
metronidazole, versus placebo (a neutral cream).

Methods: Unicentric, randomized, comparative trial,
evaluating two symmetrical areas on 30 patients with mild
to moderate acne vulgaris. First group of 15 patients were
treated on half face with cleansing gel (1% Salicylic Acid,
Zinc 0.5%) and anti-inflammatory and seborequlator Gel
(Glycolic Acid 6%, Zinc 1%, 5 Alfa Avocutal%), versus a
neutral cream on the other half of the face. The other group
of 15 patients were treated with the combination of a topical
cleansing gel +Seboregulator and antiinflamatory gel +
Metronidazole on half face versus Placebo (neutral cream)
on the other half.

Results: The best response was obtained by using all
three topicals in association: cleaning gel (Salicylic Acid
1%, Zinc 0.5%) + seboregulator anti-inflammatory gel
(6.00% Glycolic Acid, Zinc 1%, 5 Alfa Avocuta 1%) +
Metronidazole. Patients treated this way reacted positively
faster (80% after the first 30 days and 20% after 60 days of
treatment) than those treated with cleansing gel +
seboregulator and anti-inflammatory gel (27% after 60
days and 73% after 90 days of treatment).

Conclusions: A more complex topical treatment
associating Metronidazole gives faster results in acne
vulgaris, and the patient become more optimistic, more
confident and more patient to carry it all to an end.

Keywords: acne, seborhea, glicolic acid, zinc, alfa
avocuta, metronidazole.
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Introducere

Acneea vulgara este o afectiune limitata strict
la nivelul foliculului pilosebaceu. Glandele
sebacee din acnee au dimensiuni foarte mari.
Sebumul este vital pentru mentinerea echilibrului
tenului si pdrului, deoarece le protejazda de
deshidratare excesivd si agresiunea agentilor
iritanti. Hiperseboreea poate fi cauzata de factori
interni [1] (dezechilibrul hormonal):

— premenstrual la fete [2];

— rolul hormonilor androgeni in severitatea

acneei la femei adulte [3];

— legdtura dintre acneea vulgard la femei si

prezenta ovarelor polichistice [4,5] sau

— externi (temperaturi crescute, poluare...).

Background

Acne vulgaris is a disease strictly limited to
the pilosebaceous follicle. Sebaceous glands of
acne become very large. Sebum is vital to
maintain balance of skin and hair, as it protects
from dehydration and excessive aggression
irritants.

Hiperseboreea can be caused by internal

factors [1] (hormonal imbalance):

— premenstrual on girls [2]

— the role of androgens in acne severity in
adult women [3]

— the link between acne vulgaris in
women and the presence of polycystic
ovarian [4,5] or

— external (high temperatures, pollution ...).
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Glandele sebacee, bine vascularizate, au o
activitate predominant controlatd de androgeni
[6, 7, 8]. Enzima numitd 5 o-reductazd meta-
bolizeaza testosteronul in dihidrotestosteron
(DHT), un puternic androgen, la nivelul pielii [9].
DHT format actioneazd asupra foliculului
pilosebaceu crescand dimensiunea glandelor
sebacee si secretia acestora. Seboreea precede
instalarea bolii si este prezentd atat la nivelul fetei
cat si a scalpului.

Boala debuteazd printr-o acnee comedogena
[10], la inceput microcomedoane, apoi come-
doane inchise, care apoi se ldargesc si devin
comedoane deschise [11]. Papulele si pustulele
reprezintd leziuni secundare de tip inflamator
[12,13] care apar ulterior comedonului, fie el si de
dimensiuni microscopice. Unii pacienti rdman in
stadiul comedogen de debut, altii evolueaza spre
stadii avansate prezentand atat comedoane cat si
leziuni secundare inflamatorii [12] asociate.
Bacteriile joacd un rol subtil in patogeneza acneei
[14, 15] ele fiind prezente la nivelul come-
doanelor. Dintre aceste, cel mai important rol
revine lui Propionilbacterium acnes [16] care s-a
dovedit a fi implicat clar in aceastd afectiune [17],
acesta fiind gram pozitiv microaerofil [18] ce
creste cel mai bine in conditii strict anaerobe, deci
intrafolicular, folosind sebumul drept nutrient. E1
contribuie la formarea comedoanelor producand
substante care duc la ruptura acestora [19].
Aparitia comedoanelor este precedatd de
aglomerarea Propionilbacterium acnes la nivelul
canalului folicular. Acesta elibereazd o lipaza
determinand aparitia acizilor grasi liberi din
trigliceride, foarte comedogenici, determinand
reactia inflamatorie de la nivelul foliculului
pilosebaceu generand iritarea si distrugerea
epitelului folicular. Sebumul revédrsat peri-
folicular produce reactie inflamatorie. Propionil-
bacterium acnes produce substante toxice care
actioneazd si ele asupra epitelului folicular,
ducand la ruptura acestuia; aceste proteaze,
lipaze [20], fosfataze, neuraminidaze sunt
implicate in mecanismul inflamator de tipul
histaminei sau interleukinelor [21, 22]. Propionil-
bacterium acnes produce de asemenea porfirine
care pot fi usor vizualizate la nivelul foliculilor
pilosebacei cu pori mari avand un aspect
fluorescent sub lumina lampii WOOD. Foliculii
intens colonizati au o fluorescentd caracteristica,
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Sebaceous glands, supplied by blood, are
predominantly controlled by androgen activity [6,7,8].
5 a-reductase enzyme metabolize testosterone to
dihydrotestosterone (DHT), a potent androgen of
the skin [9]. DHT acts on the pilosebaceous
follicle increasing the size of sebaceous glands
and their secretion. Seborrhea occures before the
onset of the condition and is present on the face
and scalp.

The disease begins as a comedogenic acne
[10], first with microcomedones, then closed
comedones, which then become enlarged and
even open comedones [11]. Papules and pustules
develop as secondary inflammatory lesions [12,
13]. Some patients remain in early comedogenic
stage, others evolve to advanced stages showing
both comedones and associated inflammatory
lesions [12]. Bacteria play a subtle role in the
pathogenesis of acne [14.15], and is prooved to
exist inside comedones. Among these, the most
important role is being held by Propionil-
bacterium acnes [16] which is clearly involved in
this disease [17], by being a gram positive
microaerophilic [18] and growing under strictly
anaerobic environment, using intrafolicular
sebum as a nutrient. He contributes to the
formation of comedones producing substances
leading to their rupture [19].

The appearance of comedones is preceded by
the localization of Propionilbacterium acnes in
the follicular duct. It releases a lipase causing
releasing fatty acids from triglycerides, very
comedogenic, and causing inflammation of the
follicle, leading to further irritation and
destruction of pilosebaceous follicule and
surrounding skin. Sebum produces perifolicular
inflammation. Propionilbacterium acnes pro-
duces toxic substances that act on skin and
follicules leading to its rupture; these proteases,
lipases [20], phosphatases, neuraminidases are
involved in the inflamatory mechanism of
histamine or interleukins type [21. 22]. Propionil-
bacterium acnes also produces porphyrins which
can be easily viewed on the large pore pilosebacei
follicles by looking at the skin under the light of
WOOD fluorescent lamp. Heavily colonized
follicles become red-orange, characteristicly
fluorescent. Sebum has a pale yellowish
fluorescence. Individuals who show invariably
intense fluoresce have a very large number of
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de culoare rosu-oranj. Sebumul are o fluorescenta
usor galbuie. Indivizii care prezinta fluorescenta
intensd prezinta invariabil un numar foarte mare
de Propionilbacterium acnes iar pacientii cu
acnee vulgard prezintd o fluorescentd incom-
parabil mai intensa [18] decat cei fard acnee.
Fluorescenta diminueaza semnificativ in urma
tratamentelor cu antibiotice si anteseboreice.

In concluzie este necesard sciderea secretiei
de sebum, ce reprezintd suportul nutritiv pentru
Propionilbacterium acnes (gel curdtare si gel
tratament contindnd atat extracte de plante
—avocado: 5 alfa-avocuta, cu rol inhibitor asupra
5 alfa-reductazei, alaturi de acid salicilic, acid
glicolic si Zinc, cu rol bactericid) si tratarea cu
antibiotic (metronidazol cu rol antiparazitar si
bactericid) pentru eliminarea anaerobului
Propionilbacterium acnes si sporirea eficacitatii
tratamentului topic.

Pacienti si metode

Studiu a fost unicentric, randomizat, de tip
simplu orb, realizat pe o perioadd de 12
sdptdmani si a inclus 30 de voluntari caucazieni.
Fiecare pacient a fost evaluat prin examen clinic,
biochimic, hematologic, examen bacteriologic si
micologic din pustule. Pentru clasificarea clinicd
s-a utilizat scara Burton (23, 24) (Tabel 1).

Tabel 1. Clasificarea severitdtii acneei conform scalei Burton

Propionilbacterium acnes on the skin and
patients with acne vulgaris present an
incomparably more intense fluorescence [18]
than those without acne. Fluorescence diminishes
significantly after treatment with antibiotics and
anteseborrheics.

As a conclusion, it is necessary to decrease
the secretion of sebum, considered to be the
nutritional support for Propionilbacterium acnes
(unsing cleansing gel and treatment gel
containing the plant extract (avocado) 5 alpha-
avocuta, ( a 5 alpha-reductase inhibitor), salicylic
acid, glycolic acid and Zinc, for the bactericidal
role) and treatment with antibiotics (metro-
nidazole with antiparasitic and bactericidal role)
to eliminate anaerobic Propionilbacterium acnes
and increasing efficacy of topical product.

Patients and methods

The trial was designed as unicentric,
randomized, single blind, conducted over a
period of 12 weeks and included 30 Caucasian
volunteers. Each patient was evaluated by
clinical examination, biochemical, haemato-
logical, bacteriological and mycological exa-
mination of pustules. Burton classification scale
was used for clinical staging [23, 24] (Table I).

Table 1. Burton clasification score for clinical staging

Grad 0 | fard leziuni

Stage 0 | no lesions

Grad 1 | comedoane inchise, deschise si foarte putine
papule si pustule

Stage 1 | closed comedones, open comedones and few
pustules

Grad 2 | comedoane inchise, deschise mai multe papule si
pustule, distribuite pe o suprafatd mai mare

Stage 2 | closed comedones, open comedones and more
pustules, affecting a large area

Grad 3 | comedoane inchise, deschise si multe pustule pe
mai mult din jumétate din fata

Grad 4 | comedoane inchise, deschise si numar mare de
papule si pustule, chiar nodulare

Stage 3 | closed comedones, open comedones and large
number of papules and pustules, affecting 50% of]
the face area

Grad 5 | toata fata prezinta comedoane inchise, deschise,
papule, pustule numeroase si noduli rari

Stage 4 | closed comedones, open comedones and large]
number of papules and pustules, even nodular]

Grad 6 | toata fata prezinta comedoane inchise, deschise,
papule, pustule numeroase, numerosi noduli,

Stage 5 | all face presents closed comedones, open come-
dones, many papules, pustules and rare nodules

chiar dispusi in placarde

Stage 6 | all face presents closed comedones, open|
comedones, many papules, pustules numerous

nodules, even developed to placards

Au fost recrutati pacientii care nu aveau
antecedente medicale recente (sub 30 zile),
chirurgicale, anestezice sau de orice naturd sa
afecteze zonele tegumentare sau structurile

Patients who were recruited had no or recent
(less than 30 days) medical or surgical history,
anesthesy of any areas or underlying structures
affecting the skin needed to be studied, and met
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subiacente acestora necesare a fi studiate, si care
indeplineau urmatoarele criterii de includere:
sex masculin/feminin; varsta peste 18 ani;
diagnosticati cu stadii usoare si medii de acnee
vulgard; avand consimtdmantul liber exprimat,
semnat in clar si indescifrabil dupa informarea
scrisd si verbald a acestora asupra scopului
studiului precum si a modalitatii acestuia de
desfdsurare dar si asupra drepturilor acestora;
exclusi din alte studii in desfdasurare.

S-au exclus persoanele care: sunt Insdrcinate/
aldpteazd, prezintd orice altd dermatoza/
maladie acutd sau cronicd suprapusa diagnosti-
cului 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 acnee usoara sau medie
(gradul 1-2 si 3-4) (Figura 2), cu fototipuri ale
pielii variind de la tipul II la IV, caucazieni, si au
fost impartiti iIn doud grupe tratate diferit.
Secventa de alocare a fost generatd folosind
Random Allocation 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 (stadiile 5-6), macrofotografia folosita
de noi In studiu (fatd/profil dreapta/stanga)
reflecta corect tipul si gradul leziunilor de acnee
(pentru ca trebuie tinut cont de faptul ca
fotografic leziunile nodulare apar sub forma unor
papule). (Table 2)

Tabel 2. Criteriul principal de analizd (evaluare) folosit a fost
reprezentat de scorul clinic al eficacititii globale evaluat de
cdtre investigator in cadrul vizitelor din vizita initiald si
sdptadmdna 4, 8, 12, dupd o scard de la 1 la 6:
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the following inclusion criteria: male / female,
age over 18 years old, diagnosed with early or
medium stages of acne vulgaris, having their
expressed consent, signed and clearly written
after informing them about the purpose of the
study and its development and also about their
rights, and who were excluded from other
studies in progress.

They excluded subjects who: were pregnant /
breastfeeding, had any other acute / chronic
dermatosis or other condition superimposed on
primary diagnosis, which could interfere with
treatment or could affect the occurrence of
adverse or undesirable effects, and subjects with
any ongoing treatment, topical or systemic, even
discontinued if it was conducted less than 4
weeks before the study began.

Patients had mild or moderate acne (grade 1-
2 and 3-4), with skin phototypes ranging from
type II to IV, Caucasians, and were divided into
two groups differently treated. Allocation
sequence was generated using the Random
Allocation Software v1.0.0. A comparative
assessment of two symmetrical parts (both
cheeks) was performed on all patients. Since
patients did not have severe nodular lesions
(stages 5-6), we used macrophotography (front /
profile right or left) to accurately reflect the type
and degree of acne lesions (we must be kept in
mind that nodular lesions appear as papules in
photography) (Table 2).

Secondary evaluation criteria were: clinical
quotation (injury severity) scale assessed using

Table 2. The primary analysis (evaluation) score used was the
clinical global efficacy assessed by the investigator during
the initial visit and the visits after 4, 8, 12 weeks using a 6
stage scale

Neschimbat 0 Unchanged 0
Efect slab, difuz 1 Weak diffuse effect 1
Efect slab, dar omogen 2 Thin, but uniform effect 2
Efect moderat, difuz 3 Moderate, diffuse effect 3
Efect moderat, dar omogen 4 Moderate, but homogeneous effect 4

Efect cvasitotal, dar care nu intereseaza intreaga
zona atinsa 5

Almost total effect, but not interesting the whole
affected area 5

Efect total 6

Total effect 6
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Criterii secundare de evaluare au fost : cotatia
clinica (severitatea leziunilor) evaluatd dupa scara
Burton, precum si scorul de tolerantd a produselor
testate. Folosirea macrofotografiei ca metoda
standardizatd cu ocazia fiecdrei vizite a permis
urmarirea evolutiei in timp a leziunilor. (Tabel 3)

Tabel 3. Toleranta a fost cotatd pe o scard de la 0 la 4

Burton scale and tolerance score. Using macro-
photography as standardized method on each
visit allowed the evaluation of the temporal
evolution of lesions (Table 3).

In addition to that, a self-assessment made of
each patient using a questionnaire was also

Table 3. Tolerance was rated on a scale of 0-4

temporard a administrarii produselor test

Absenta oricarui efect advers 0 Absence of any adverse effect 0
Efect advers nesemnificativ 1 Insignificant adverse effect 1
Efect advers moderat 2 Moderate adverse effects 2
Efect advers important-necesita intrerupere 3 Important side effect, requiring temporary 3

Efect advers sever-necesitd incheierea prematura 4
a studiului si tratament de specialitate al
patologiei nou aparute

interruption of the administration of test product,

Severe adverse effect, requiring premature ending 4
of the study and specialty treatment of emerging

pathology).

Suplimentar s-a realizat o autoevaluare a
fiecdrui pacient folosind un chestionar ce include
o evaluare a scorului clinic similara celei realizate
de cdtre investigator, precum si un set de 8
intrebdri prin care sunt apreciate -calitatile
cosmetice ale fiecarui produs primit.

Formulele concepute pentru topice conferd o
absorbtie maxima a produselor testate. Acestea au
fost supuse testdrilor reglementate prin nor-
mativele Consiliului European cu privire la tole-
rabilitatea cutanatd si oculard, a proprietatilor
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.

15 pacienti au fost tratati pe un obraz cu gelul
de curdtare (acid salicilic 1%, zinc 0.5% ) + gelul
tratament seboregulator antibacterian (acid
glicolic 6%, zinc 1%, 5 alfa avocuta 1% ), iar pe
celdlalt obraz cu o creméd neutrd avand aceleasi
caracteristici din punct de vedere al texturii si
culorii. Ceilalti 15 pacienti au fost tratati cu gelul
de curatare + gelul tratament seboregulator
antibacterian la care s-a addugat metronidazol
0,75%, iar pe celdlalt obraz cu aceeasi crema
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.

performed, including an assessment of clinical
score similar to that made by the investigator,
and a set of eight questions evaluating cosmetic
qualities of each product received.

Topical formulations are designed to give
maximum absorption of the tested products.
They were subjected to testing standards
regulated by the European Council on skin and
ocular tolerability, moisturizing properties and
sensitizing potential. Local skin applications
were made 2 times a day:.

No other associated treatments were
permitted, except for the ones mentioned in the
trial protocol.

15 patients were treated with cleansing gel
(1% salicylic acid, zinc 0.5%) + gel seboregulator
antibacterial treatment (glycolic acid 6%, zinc 1%,
5 alpha lawyer 1%) on half face (cheek) and on
the other cheek a neutral cream with the same
characteristics in terms of texture and color was
used for comparison. The other 15 patients were
treated with cleansing gel + seboregulator gel
plus, antibacterial therapy (0.75% metronidazole)
on half face compared to the same neutral cream
as the first group, on the other half of the face.

Statistical analysis

All statistical analyses were performed using
SPSS 19.0 software for Windows. For all tests a
value of p<0.05 was considered as statistically
significant.
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Rezultate

Dintre cei 15 pacienti tratati cu asocierea de
seboregulator si Metronidazol, in urma evaluérii
facute de catre investigator, rezulta:

e 12 pacienti (80%) au inregistrat un efect
total cu disparitia simptomelor dupa 4
sdptdmani.

e 3 pacienti (20%) au obtinut remisie totala
dupéd 8 sdptamani (un pacient a prezentat
dupd 4 saptamani un efect cvasitotal, iar 2
dintre ei un efect moderat omogen).

Dintre cei 15 pacienti tratati cu seboregulator

fara asociere de Metronidazol, in urma evaludrii
rezulta:

e 2 pacienti (13,3%) au prezentat remisie
totald dupd 4 sdptdmani de tratament.

e 3 pacienti (20%) au prezentat remisie
cvasitotald dupa 4 saptamani de tratament,
iar efect total dupd 8 saptamani.

e 5 pacienti (33,3%) au obtinut dupad 4
sdptdmani de tratament un efect slab dar
omogen, dupd 8 saptamani remisie
moderatd, dar omogend, iar dupa 12
sdptdmani efect total.

Restul de 5 pacienti (33,3%) nu au obtinut
efectul total dupa 12 saptdmani, dar au preferat
sd ramand sub tratament si sub observatie, astfel:

e 4 subiecti (26,6%), dupa 4 sdptdmani de
tratament au prezentat un efect slab difuz,
dupd 8 sdptdmani de tratament efect
moderat omogen, dupd 12 saptamani efect
cvasitotal, iar dupad 16 sdptdmani efect
total.

o 1 subiect (6,6 %) a avut dupa 4 saptamani
de tratament efect slab difuz, dupd 8
sdptdmani efect slab dar omogen, dupa 12
sdptamani efect moderat omogen, dupa 16
sdptamani efect cvasitotal, dupa 20
saptamani efect total (Figura 1).

Din punct de vedere al tolerantei, 3 pacienti
(10% din totalul de participanti) au inregistrat
efecte secundare neinsemnate la preparatele cu
acid salicilic pe zona pe care s-a aplicat crema
activd comparativ cu cealaltd zond pe care s-a
aplicat crema neutrd, ce nu a prezentat reactii
adverse, efecte care au cedat spontan, si care au
scazut In intensitate, dispardnd pe parcursul
tratamentului, ce nu a necesitat Intrerupere.

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

Of the 15 patients treated with the combi-
nation of seboregulator and metronidazole, the
evaluation made by the investigator resulted as
follows:

e 12 patients (80%) had a total effect: the

disappearance of symptoms after 4 weeks.

* 3 patients (20%) achieved complete remis-

sion after 8 weeks (one patient had almost
total effect after 4 weeks and 2 of them had
an homogeneous, moderate effect).

Of the 15 patients treated with e sebo-
regulator without association of metronidazole,
the evaluation resulted as follows:

¢ 2 patients (13.3%) had complete remission

after 4 weeks of treatment.
® 3 patients (20%) experienced almost
complete remission after 4 weeks of
treatment and total effect after 8§ weeks.

® 5 patients (33.3%) obtained a weak but
homogeneous effect after 4 weeks of
treatment, medium but homogeneous
remission after 8 weeks , and total effect
after 12 weeks.

The remaining 5 patients (33.3%) did not
obtain the total effect after 12 weeks but preferred
to remain under treatment and observation, as
follows:

® 4 subjects (26.6%) showed a weak, diffuse

effect after 4 weeks of treatment, a mode-
rate homogeneous effect after 8 weeks,
almost total effect after 12 weeks and
complete effect after 16 weeks of treatment.

* 1 subject (6.6%) had a diffuse effect after 4

weeks of treatment, weak but uniform
effect after 8 weeks, homogeneous,
moderate effect after 12 weeks, after 16
weeks almost total effect, total effect after
20 weeks. (Figure 1) .

In terms of tolerance, 3 patients (10% of
participants) reported minor side effects for
preparations with salicylic acid in the active
cream that was applied compared to the other
area the neutral cream has been applied on,
which did not show adverse effects. These side
effects dissapeared spontaneously, and decreased
in intensity and disappear during treatment,
which did not require interruption. The
remaining patients have not experienced any side
effects.
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Discutii

Prezenta in grupul de studiu si a persoanelor
mature, nu doar a tinerilor, dovedeste faptul ca
acneea, desi boald a adolescentei, netratatd sau
tratatd inconsecvent isi poate prelungi evolutia si
spre maturitate. Toti pacientii inclusi au prezentat
leziuni de acnee incd din adolescentd. Dintre cei
30 de subiecti, 70% au varste cuprinse intre 18 si
30 de ani (din 21 de subiecti, 11 au intre 18 si 20
ani), iar 30% se situeaza intre 30 si 55 ani (Figura
7). Desi toti pacientii au prezentat acnee din
adolescentd, 46,6% nu au efectuat niciun
tratament, 26,6% au facut un singur tratament,
16,6% doud tratamente anterioare, iar 10% 3
tratamente anterioare (Figura 6). Mentionam ca
aceste tratamente anterioare au fost efectuate cu
cel putin o luna Inaintea inceperii studiului.
Prezenta mai numeroasa a pacientelor de sex
feminin (66%) fata de sexul masculin (34%), se
datoreazd probabil faptului cd acestea sunt mult
mai preocupate de aspectul fizic decat barbatii
(Figura 8). Uneori prezentarea la medic si
determinarea pacientului de a duce la capat un
tratament s-au datorat schimbarii locului de
muncd (bancd, relatii cu publicul), care nu
permitea prezenta leziunilor de acnee pe fata.
Alte doud paciente au ajuns la dermatolog
indirect, trimise de ginecologul care le trata
pentru infertilitate si respectiv menstre ne-
regulate, amandouad pacientele prezentand ovare
polichistice si discret hirsutism.

Ca o observatie, prezentarea la doctor s-a
fdcut iIn momentul in care pacientul a avut o
motivatie solidd si a constientizat aspectele legate
de implicatiile psihosociale ale afectiunii, intrucat
acneea ramane o afectiune cutanatd cu un impact
vizual deosebit, boala aparand indeosebi la
nivelul fetei.

Dupd mediul de viatd, 73% dintre pacienti
proveneau din mediul urban si 27% din mediul
rural. (Figura 4)

Desi studiul trebuia derulat pe parcursul a 12
sdptamani, totusi din curiozitate am prelungit
tratamentul (ca interval de timp) pentru cei care
in momentul Implinirii celor 12 sdptdmani de
tratament prezentau o ameliorare importants,
dar nu o remisie. S-a dovedit ca acestora le-au
mai fost necesare Inca 4 si respectiv 8 saptamani
de tratament pentru a inregistra disparitia
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Discussion

Presence in the study group of mature
subjects, not just young subjects, shows that acne,
although disease of the adolescence, untreated or
inconsistently treated could extend it’s
development to adulthood. All patients had acne
lesions of since adolescence. Of the 30 subjects,
70% are between 18 and 30 years old (out of 21
subjects, 11 were between 18 and 20 years old)
and 30% are between 30 and 55 years old.
Although all patients had acne in adolescence,
46.6% did not carry out any treatment, 26.6% had
one treatment, 16.6% two prior therapies and 10%
three prior therapies. Note that these previous
treatments were performed at least one month
before the study began. Larger presence of female
subjects (66%), more than males (34%), is
probably due to the fact that they are more
concerned of their look than men. Sometimes the
visit to the doctor and patient’s determination to
carry through the treatment were due to job
changes (bank, public relations), which did not
allow the presence of acne lesions on the face.
Two other patients reached indirectly the
dermatologist, first going to gynecologist for
infertility and irregular periods, polycystic
ovaries, both patients presenting discrete
hirsutism.

As an observation, visit to the doctor was
performed when the patient had a strong
motivation and realized the psychosocial
implications of this condition, skin disorders as
acne remaining a particular condition with a
strong visual impact, occurring especially in the
face.

Judging by the living environment, 73% of
patients were from urban areas and 27% in rural
areas.

Although the study was planned for a period
of 12 weeks, however out of curiosity I extended
treatment period for those who on reaching the
12 weeks period showed significant improve-
ment but not remission. It turned out that this
extension of period has been been proved to be
effective for 4 to 8 weeks of treatment depending
on the stage to record the disappearance of




simptomelor. Aproximativ 50% dintre subiecti
aveau acnee atat pe fata cat si pe toracele
posterior, umeri, brate mai frecvent. Tratamentul
s-a derulat concomitent cu cel pentru fatd cu
aceleasi rezultate. Precizam de asemenea, ca
vizitele tuturor acestor pacienti din studiu, nu s-
au terminat odatd cu inchiderea acestuia. Ei au
continuat sa se prezinte la consultatii, fie pentru
depigmentdri, fie pentru umplerea cu acid
hialuronic a cicatricilor atrofice, fie pentru pro-
cedee de microdermabraziune sau peeling
chimic, cu scopul elimindrii hiperpigmentarilor
reziduale, sau a cicatricilor atrofice, ca de altfel si
pentru continuarea tratamentelor trofice sebo-
regulatoare, de intretinere.

In cadrul investigatiilor s-au ficut deter-
mindri biochimice, hematologice, markeri
infectiosi, examene parazitologice, determindri
hormonale, etc.

Ca urmare:

e La examenul bacteriologic, din pustule s-
au evidentiat germeni Gram negativi
(Escherichia coli, Enterobacter aerogenes,
Klebsiella pneumoniae, etc), frecvent la cei
care au fdcut anterior tratamente cu
antibiotice orale, sau coci (Staphilococcus
epidermitis).

o A fost evidentiata si prezenta Propionil-
bacterium acnes (Gram pozitiv, Micro-
aerofil, care creste cel mai bine in conditii
strict anaerobe, deci intraforicular), la
majoritatea pacientilor. Evidentierea s-a
facut cu lampa WOOD pe culturi prin
vizualizarea porfirinelor produse de
Propionil bacterium acnes.

e In 8 cazuri s-a observat prezenta Pityro-
sporum la nivelul foliculului pilosebaceu.

e La determinarile biochimice o persoand a
prezentat ASLO = 600 u/ml si un exudat
faringian cu Streptococ Beta Hemolitic
prezent (pacienta fiind profesoard de inot,
avand 31 ani, petrecind In piscind
aproximativ 8 ore pe zi si avand un
indelungat contact cu clorul atat in aerul
umed dar si in apd, cidldura umedd deter-
mindnd o hidratare ductalda exageratd,
favorizand leziunile de acnee), iar o alta a
prezentat un PCR = 3,95 mg/l chimie
umeda (biochimie); hematologic avea:
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symptoms. Approximately 50% of subjects had
acne on both front and back torso, shoulders and
arms more frequently. Treatment was carried out
simultaneously as for the face with the same
results. It is important to note also that all these
patients did not end visits after study closure.
They continued to visit the dermatologist, for
either depigmentation or hyaluronic acid filling
of atrophic scars, or microdermabrasion or
chemical peel procedures in order to eliminate
residual hyperpigmentation or atrophic scars,
as well as for further seboregulator trophic
treatment and maintenance.

The investigations included biochemical,
haematological, infectious markers, parasito-
logical examinations, hormonal determinations,
etc.

As a result:

e The bacteriological examination of
pustules revealed the presence of Gram
negative bacteria (Escherichia coli, Entero-
bacter aerogenes, Klebsiella pneumoniae,
etc.) or cocci (Staphylococcus epidermidis),
often in those patients who have received
previous treatment with oral antibiotics.

* The presence of Propionylbacterium acnes
was highlighted (Gram positive, micro-
aerophilic, which grows best under strictly
anaerobic, specifically intraforicular) in
most patients. Highlighting was made by
viewing the porphyrins produced by
Propionylbacterium acnes culture using
the WOOD lamp.

e The presence of Pityrosporum inside
pilosebaceous follicle was observed in 8
cases.

* One patient presented biochemical deter-
mination of ASLO = 600 u / ml and beta
hemolytic streptococcal positive pha-
ryngeal exudate (the patient was a
swimming teacher, 31 years old, spending
about 8 hours a day in the pool and having
long contact with the chlorine in moist air
and in water, moist heat causing excessive
ductal hydration, promoting acne lesions),
and another patient presented a PCR = 3.95
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WBC = 15,10¥103/mm?3 cu Ne =
9,54*103/mm?3, Eo= 0,548*103/mm?3, Mo =
1,050%103/mm?3; la coagulare fibrinogenul
a fost 450 mg/dl, iar ca markeri infectiosi
prezenta anticorpi antihelicobacter pylori
= 7,02 U/ml (singura pacientd cu acnee
vulgard care a prezentat helicobacter
pylori).  Aceastda pacientd a fost
diagnosticata histopatologic cu dermatita
pustuloasa infundibulara si foliculara (s-a
facut chiar recomandarea unui diagnostic
diferential intre o dermatitd pustuloasa
infundibulard si foliculard infectioasa -
bacteriand, fungicd sau virald, si o
dermatita pustuloasa infundibulard si
foliculara fara agent infectios). Pe
sectiunile colorate H&E nu s-au identificat
agenti infectiosi sau modificari citopatice
virale, dar s-a recomandat efectuarea unor
culturi prin leziunile pustuloase, care au
aratat prezenta Staphilococus aureus
hemoliticus pentru care a efectuat si
tratament conform antibiogramei. Aceasta
pacientd In varstd de 37 ani a fost
investigatd aproximativ 2 ani pentru LEC,
Paraporiazis acut, Papuloza Limfomatoida
si Papuloza atrofica DEGOS, deruland o
serie de tratamente cum ar fi Dapsona,
Prednison, antibiotice orale, etc., dar
nimeni nu a tratat-o de acnee, pacienta
prezenta foarte multe leziuni reziduale
cicatriciale, unele hiperpigmentate, dar si
leziuni active papulopustuloase. Sur-
prinzétor raspunsul la tratamentul topic a
fost foarte rapid (4 siptimani). In afara
tratamentelor generale nimeni niciodata
nu i-a recomandat vreun topic in afara
betadinei solutie. Precizam ca restul
pacientilor nu au prezentat modificdri
biochimice sau hematologice.

Din punct de vedere endocrinologic: s-a
constatat cd toate femeile prezentau o
exacerbare premenstruald a acneei. Nu s-a
putut dovedi cd ar exista o variatie a
secretiei de sebum sau a compozitiei
acestuia pe parcursul ciclului menstrual.
Cele trei paciente cu acnee post
menopauzd (care aveau istoric de acnee)
au prezentat la analize discret hiper-

mg / 1 wet chemistry (biochemistry),
hematology: WBC = 15.10 * 103/mm?, with
We = 954 * 103/mm3 Eo = 0.548
*103/mm3, Mo = 1.050 * 103/mm?3;
fibrinogen was recording a value of 450 mg
/ dl, and infectious markers antihelico-
bacter pylori antibodies = 7.02 U / ml (one
patient who presented helicobacter pylori
associated to acne vulgaris). This patient
was histologically diagnosed with pustular
infundibular and follicular dermatitis
(there was even recommended a
differential diagnosis between pustular
infundibular dermatitis with follicular
infections - bacterial, fungal or viral, and
pustular infundibular and follicular
dermatitis non-infectious agent. In sections
stained H & E infectious agents were not
identified nor viral cytopathic changes, but
recommendation for performing cultures
through pustular lesions was made, later
showing the presence Staphilococus
hemoliticus aureus which indicated the
adequate treatment according to
antibiogram. This 37 years old patient was
investigated for about two years for
Chronic Lupus, Acute Parapsoriasis,
Atrophic Lymphomatoid Papulosis and
DEGOS Papulosis, scrolling for a series of
treatments such as dapsone, prednisone,
oral antibiotics, etc., but no one treated her
acne, this patient having many residual
injuries, some hyperpigmented, and active
papulopustulosa lesions.

Surprisingly response to topical therapy
was very rapid (4 weeks). Besides never
advised general treatments, only Betadine
solution was reccomended. The remaining
patients showed no biochemical or
hematological changes.

From the endocrinologist’s point of view: it
was found that all women had
premenstrual exacerbation of acne, unable
to prove that there was a variation of
sebum secretion and its composition
during the menstrual cycle. The three




androgenism (fdra a prezenta hirsutism).
Dintre celelalte paciente doar doua
prezentau hiperantrogenism: cea de 18 ani
facuse in acest sens tratament cu Siofor
timp de 2 ani (si pentru reglarea ciclurilor
menstruale), iar cealaltd pacientd de 19 ani
a fost tratatd de endocrinolog cu
spironolactond. Ambele au avut o Incer-
care anterioard de tratare a acneei. In rest
examenele endocrinologice nu au pre-
zentat modificari. O singurd pacienta in
varstd de 36 de ani, care prezenta acnee
usoard gradul 2 si hirsutism, s-a constatat
cd prezenta si ovare polichistice, asociate
cu sterilitate, deci un posibil sindrom PCO,
pentru care efectua tratament endocrino-
logic adecvat.

e Din punct de vedere al dietei, singura
observatie facuta de catre 4 dintre pacienti
a fost ca de fiecare datd (in mod repetat) in
urma consumului exagerat de ciocolatd au
inregistrat un numadr crescut de leziuni
papulopustuloase.

Evolutie

Cei 15 pacienti tratati doar cu keratolitic,
seboregulator antibacterian, antiinflamator, fara
metronidazol au avut o evolutie mai lents,
necesitind un interval mai mare de timp ca
tratament (peste 8 saptdmani), in vederea
obtinerii unei remisii (Figura 3).

Mentiondm un lucru foarte important si
anume faptul cd am ales formele usoare si
moderate de acnee (Figura 5) pentru a putea
obtine disparitia leziunilor, nu doar ameliorari
(folosind aceste tratamente topice: antiinflamator,
antibacterian, seboregulator, keratolitic), Intrucat
scopul a fost sd nu apeldm la alte scheme mai
complexe de tratament care ar fi fost necesare
pentru o formd mai severd de acnee.

Precizam ca pacientii care au facut anterior
studiului diferite tratamente endocrinologice
(pentru reglarea menstrelor, pentru hiper-
androgenism, dismenoree) sau cu antibiotice
orale (la cei cu exudate faringiene, nazale, etc cu
probleme in sfera ORL), sau alte tratamente
antiacneice, au intrat in studiul nostru dupa cel
putin o lund de pauza.
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patients with acne after menopause (who
had a history of acne in the past) reported
discrete  hiperandrogenism  (without
hirsutism). Of the other patients, only two
had hiperantrogenism: one 18 years old
female who had SIOFOR for 2 years as
treatment (to regulate menstrual cycles),
and one 19 years old female previously
treated by endocrinologist with spirono-
lactone. Both had a previous attempt for
acne treatment. Otherwise endocrino-
logical examinations showed no changes.
One female, 36 years old, which showed
mild acne and hirsutism stage 2, was
found to present polycystic ovaries
associated with sterility, considering a
possible PCO syndrome, for which
appropriate endocrinological treatment
was reccomended.

e In terms of diet, the only remark made by
four of the patients was that every time
(repeatedly) from excessive consumption
of chocolate a high number of
papulopustulosa lesions were reported.

Evolution

The 15 patients treated with keratolytic,
seboregulator antibacterial, anti-inflammatory
without metronidazole had a slower rate of
remission, requiring a longer period of time as
treatment (more than 8 weeks) to achieve
complete results.

It is important to mention the fact that we
have chosen mild and moderate forms of acne in
order to obtain complete disappearance of
lesions, not only improvements (using these
topical treatments: anti-inflammatory, anti-
bacterial, seboregulator, keratolytic), since the
goal was to not seek other more complex
treatment regimens that would have been
necessary for a more severe form of
acne.

The patients who have received previous
endocrine treatments (to regulate menses, for
hiperandrogenism, dysmenorrhea) or oral
antibiotics (those with pharyngeal exudates,
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Procentual, dintre cei 15 pacienti tratati fara
Metronidazol, 67% au raspuns dupda 12
sdptdmani sau mai mult de tratament, 20% dupa
8 sdptamani de tratament si doar 13% dupa
numai 4 saptamani de tratament, spre deosebire
de ceilalti tratati si cu Metronidazol care au avut
nevoie de 4 saptdmani de tratament pentru 80%
dintre ei, si de 8 sdptamani de tratament pentru
20% dintre ei. Dintre cei 15 pacienti tratati fara
Metronidazol:

e 2 pacienti (13,3%) au Inregistrat remisie In

4 saptamani de tratament;

e 3 pacienti (20%) au inregistrat remisie In 8

sdptdmani de tratament;

e 5 pacienti(33,3%) au inregistrat remisie in

12 saptdmani de tratament;
e 4 pacienti (26,6%) au Inregistrat remisie In
16 sdaptdmani de tratament;

¢ 1 pacient (6,6 %) a Inregistrat remisie in 20

de saptdmani de tratament.

Dintre cei 15 pacienti tratati si cu Metro-
nidazol:

e 2 pacienti (80%) au avut nevoie de 4

sdptamani de tratament;

e 3 pacienti (20%) au avut nevoie de 8

sdptamani de tratament.

Concluzii

Asa cum se poate observa din acest studiu, o
parte dintre pacienti au mai incercat anterior
diferite terapii (cu rezultate satisficatoare), 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 tipului lor de ten
mixt - seboreic, aceastd conduita fiind biletul
sigur catre recidiva. De aceea ei trebuiesc
informati de la inceput cd dupa disparitia
leziunilor, tratamentul se simplifica gradat dar nu
se opreste pentru a obtine un succes de lunga
durata.

Din studiu reiese clar faptul cd un tratament
topic mai complex cu o asociere de antibiotic -
Metronidazol duce la rezultate mult mai rapide,
in acest fel pacientul devenind mult mai optimist,
mai increzitor si mai rdbdator in a duce totul la
bun sfarsit.
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nasal, etc. in the field of ENT problems), or other
acne treatments have been included in our trial
after at least one month break.

Out of the 15 patients treated without
metronidazole, 67% responded after 12 weeks or
more of treatment, 20% after 8 weeks of treatment
and only 13% after only 4 weeks of treatment,
unlike the others treated with metronidazole. It
took 4 weeks for 80% of them, and 8 weeks for
20% of them to reach complete results.

Of the 15 patients treated without metro-
nidazole:

e 2 patients (13.3%) had remission within 4

weeks of treatment;

e 3 patients (20%) had remission within 8

weeks of treatment;

e 5 patients (33.3%) showed remission in 12

weeks;

* 4 patients (26.6%) had remission within 16

weeks of treatment;

* 1 patient (6.6%) showed remission in 20

weeks.

Of the 15 patients receiving metronidazole:

e 12 patients (80%) needed treatment for 4

weeks;

e 3 patients (20%) needed treatment for 8

weeks.

Conclusions

Some patients have previously tried various
therapies (with satisfactory results), but the
mistake was only one, as follows: after obtaining
signiﬁcant improvement or even remission,
patients stopped treatment or have resorted to
various cosmetic creams maintenance not
addressed to their skin type mixed- seborrheic,
this certainly leading to relapse. Therefore they
must be informed at the outset that after the
disappearance of lesions, treatment is easily but
gradually stopped to get a long-term satisfactory
result.

It is clear that a more complex topical
treatment with a combination of antibiotics -
metronidazole leads to results much faster, thus
making the patient more optimistic and more
confident to carry it all to the end.
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Figura 1. Remisia in timp a leziunilor pe cele doud grupuri de pacienti (in paralel)
Figure 1.Evolution in time for the two groups
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Figura 2. Repartizarea celor 30 de pacienti, in functie de tipul si ~ Figure 2 Distribution of the patients included in the trial,

gradul de severitate al acneei: depending on type and severity score:

Severitatea acneei a fost cuantificatd in 7 trepte distincte ~ Acne severity was quantified in 7 distinct stages
notate de la 0 la 6: marked from 0 to 6:

0 = fard leziuni 0 = no damage

1 - 2 =leziuni usoare 1-2 = mild lesions

3 - 4 = leziuni moderate 3-4 = moderate damage

5 - 6 = leziuni severe 5-6 = severe damage
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Acnee moderata/Moderate acne

W Gradul 3/Stage 3 [l Gradul 4/Stage 4

53% 47%

Numér pacienti/Number of patients

Acneea moderatd/moderate acne
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Figura 3. Repartizarea graficd a celor 30 de pacienti, care
prezintd remisia completd a leziunilor, in functie de timp
(lotul celor 15 pacienti tratati cu o singurd cremd si lotul
celorlalti 15 tratati cu doud creme):

30

La vizita 1 (4 saptdmani), leziunile
complet la 2 pacienti

La vizita 2 (8 sdaptdmani), leziunile
complet la 3 pacienti

La vizita 3 (12 sdptamani), leziunile

complet la 5 pacienti

La vizita 4 (16 sdptdmani), leziunile

complet la 4 pacienti

La vizita 5 (20 sdptamani), leziunile

complet la 1 pacient
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Figure 3. Graphical distribution of the 30 patients showing
complete resolution of lesions, depending on the time (group
of 15 patients treated with one cream and other 15 treated
group with two creams)

At visit 1 (4 weeks), the lesions

disappeared on 2 patients

At visit 2 (8 weeks), the lesions

disappeared on 3 patients

At visit 3 (12 weeks), the lesions

disappeared on 5 patients
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At visit 5 (20 weeks), the lesions

disappeared on 1 patient
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A: Disparitia completd a leziunilor in grupul celor 15 pacienti tratati cu ~ A: complete disappearance of lesions in the group of
o singurd cremd se prezintd astfel: 15 patients treated with single cream is as

e Disparitia simptomelor in 1-2 vizite (4-8 saptamani) la 26,7% follows:

din pacienti e symptoms disappear within 1-2 visits (4-8

e Disparitia simptomelor in 3-5 vizite (12-20 saptamani) la 73,3% weeks) to 26.7% of patients

din pacienti e symptoms disappear within 3-5 visits (12-
20 weeks) to 73.3% of patients
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27%
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m 4-8 sapt./weeks
12-20 sapt/weeks.

12-20 sapt./weeks

73%

Numér pacienti/Number of patients
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Numér vizite (saptamani)/Number of visits (weeks)

B: Disparitia completd a leziunilor in grupul celor 15 pacienti tratati ~ B: Complete disappearance of lesions in the group of
combinat cu cele doud creme: 15 patients treated in combination with two

creams:
e Disparitia simptomelor la prima vizitd (4 sdptdmani) la 80%
din pacienti e symptoms disappear at the first visit (4
’ weeks) to 80% of patients
e Disparitia simptomelor la a doua vizita (8 saptdmani) la 20% . . .
din pacienti e symptoms disappear in the second visit (8

weeks) to 20% of patients

M 4 sapt./weeks

12 7 8 sapt./weeks

10 4

8 M 4 sapt./weeks

8 sapt./weeks

Numar pacienti/Number of patients

Numair vizite (saptdmani)/Number of visits (weeks)
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Figura 4. Repartizarea celor 30 de pacienti din studiu dupd mediul de  Figure 4. Distribution of the 30 patients in the

viatd study after living environment
e Mediu urban 73% e 73% urban area
e Mediu rural 27% e 27% rural area

M Mediul urban/Urban M Mediul rural/Rural

251

20+

154 B Mediul urban/Urban

B Mediul rural /Rural
27%

10

5

0

Mediul de viata/Environment

Figura 5. Repartizarea pacientilor dupd gradul de severitate al acneei  Figure 5. Distribution of patients according to

(pacientii din studiu, in mod aleator, s-au constituit in 2 grupe egale):  severity of acne (patients in the study, were
¢ Acnee vulgard usoara la 50% din pacienti randomly allocated in two equal groups):
¢ Acnee vulgard moderatd la 50% din pacienti * mild acne vulgaris in 50% of patients

e moderate acne vulgaris in 50% of patients

=
[=)]

-
IS

[
N

B Acnee ugoara/
Mild acne

B Acnee moderata/
Moderate acne

[
o

B Acnee usoara/
Mild acne

B Acnee moderata/
Moderate acne

Numar pacienti/Number of patients

o N B O

Tipul de acnee/Types of acne
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Figura 6. Repartizarea pacienfilor dupd numdrul tratamentelor
efectuate anterior:

e 1 tratament anterior 46%

e 2 tratamente anterioare 27%

e 3 tratamente anterioare 17%

e 4 tratamente anterioare 10%

DermatoVenerol. (Buc.), 57: 17-41

Figure 6. Distribution of patients by the number of
treatments previously performed:

® one previous treatment 46%

® two previous treatments 27%

e three previous treatments 17%

e four previous treatments 10%

Numar pacienti/Number of patients

14
]
12

o N B O ©

Numar tratamente anterioare/Number of previous treatments

E1m2m3 4

10%

17%

46% mil
2
w3

27%

Fiqura 7. Repartizarea celor 30 de pacienti dupd vdrstd
e 18-30 ani - 70% (din 21 de subiecti, 11 au intre 18 si 20 ani)
e 30-55 ani - 30%

Fiqure 7. Distribution of patients by age 30

e 18-30 years - 70% (from 21 subjects, 11 were
between 18 and 20 years)

e 30-55 years - 30%

Numadr pacienti/Number of patients

25

20+

15

10+

70%

M 18-30 ani/years
I 30-55 ani/years

Varsta pacientilor/Age of patients

W 18-30 ani/years ™ 30-55 ani/years
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Figura 8. Repartizarea celor 30 de pacienti dupd sex:
* Femei 66%

e Barbati 34%

Figure 8. Distribution of 30 patients by gender:
e Women 66%
* Men 34%

20+
18
16
14 4
124
10

OoON B~ O
e,

Sexul/Sex

Femei
Women
Barbati
Men

Femei/Women 66% Barbati/Men 34%

34%

66%

Cazul 1: Pacientd, 37 ani, a prezentat un
PCR=3,95mg/l chimie umedd (biochimie);
hematologic avea: WBC = 15,10*103/mm?, cu Ne
= 9,54*103/mm3, Eo= 0,548*103/mm?3, Mo =
1,050%103/mm?; la coagulare fibrinogenul a fost
450 mg/dl, iar ca markeri infectiosi prezenta
anticorpi antihelicobacter pylori = 7,02 U/ml
(singura pacientd cu acnee vulgard care a
prezentat helicobacter pylori). Aceastd pacientd a
fost diagnosticatd histopatologic cu dermatita
pustuloasd infundibulard si foliculara. S-a facut
chiar recomandarea unui diagnostic diferential
intre o dermatitd pustuloasd infundibulara si
foliculard infectioasd - bacteriand, fungica sau
virald, si o dermatitd pustuloasa infundibulara si
foliculara fara agent infectios. Pe sectiunile
colorate H&E nu s-au identificat agenti infectiosi
sau modificari citopatice virale, dar s-a
recomandat efectuarea unor culturi din leziunile
pustuloase, care au ardtat prezenta Staphilococus
aureus hemoliticus pentru care a efectuat si
tratament conform antibiogramei. Aceastd
pacientd in varstd de 37 ani a fost investigata
aproximativ 2 ani pentru LEC, Paraporiazis acut,
Papulozd Limfomatoidd si Papuloza atrofica
DEGOS, deruland o serie de tratamente cum ar fi
Dapsond, Prednison, antibiotice orale, etc., dar
nimeni nu a tratat-o de acnee, pacienta prezenta
foarte multe leziuni reziduale cicatriciale atrofice,
unele hiperpigmentate, dar si leziuni active
papulopustuloase.
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Case 1: Patient, 37 years, presented a PCR =
395 mg / 1 wet chemistry (biochemistry),
hematology: WBC = 15.10 * 103/mm?3, with We =
9.54 *103/mm?3, Eo = 0.548 *103/mm?, Mo = 1.050
* 103/mmb3; fibrinogen was recording a value of
450 mg / dl, and infectious markers anti-heli-
cobacter pylori antibodies = 7.02 U / ml (one
patient who presented helicobacter pylori
associated to acne vulgaris). This patient was
histologically diagnosed with pustular infundi-
bular and follicular dermatitis (there was even
recommended a differential diagnosis between
pustular infundibular dermatitis with follicular
infections - bacterial, fungal or viral, and pustular
infundibular and follicular dermatitis non-
infectious agent. In sections stained H & E
infectious agents were not identified nor viral
cytopathic changes, but recommendation for
performing cultures through pustular lesions
was made, later showing the presence Staphilo-
cocus hemoliticus aureus which indicated the
adequate treatment according to antibiogram.
This 37 years old patient was investigated for
about two years for Chronic Lupus, Acute
Parapsoriasis, Atrophic Lymphomatoid Papu-
losis and DEGOS Papulosis, scrolling for a series
of treatments such as dapsone, prednisone, oral
antibiotics, etc., but no one treated her acne, this
patient having many residual injuries, some




Surprinzétor raspunsul la tratamentul topic a
fost foarte rapid (4 siptimani). In afara
tratamentelor generale nimeni niciodata nu i-a
recomandat vreun topic in afara betadinei solutie.
Cu o lunid inainte de intrarea in studiu, i s-a
efectuat  tratamentul  standard  pentru
helicobacter pylori, si anume : 7 zile a primt
Omeprazol 40 mg/zi, Azitrox 500 mg/zi,
Amoxicilind 1 g/zi, iar urmdtoarele 23 de zile a
primit Omeprazol 20 mg/zi, dupd care i s-a
efectuat determinarea antigenului H. pylori din
materii fecale, care a fost negativ. La reevaluarea
formulei leucocitare, la 7 zile dupa terminarea
tratamentului oral antistafilococic, precum si al
tratamentului antiH. Pylori, s-a constatat
normalizarea acestuia. Peste o lunj, la intrarea in
studiu, pacienta arata, ca in imaginile urmatoare,
fiind incadratd la o formd de acnee moderats,
gradul 4, cu leziuni cicatriciale atrofice si leziuni
reziduale hiperpigmentate, atat pe fatd, decolteu
si membrele superioare. Pacienta a primit
tratament asociat gel de curdtare, gel
seboregulator si metronidazol si uimitor a avut
rdspuns favorabil dupa 4 sdptimani de
tratament. Precizam situatia particulard a acestui
caz, care constd in faptul cd la aproximativ 2
sdptdméni dupd intreruperea acestui tratament
local, leziunile cicatriciale se redeschid,
transformandu-se in leziuni intens eritematoase,
aproape erozive, lipsite de exudatie, iar leziunile
acneice reapar treptat si au o evolutie foarte
rapida (aproximativ 24 de ore) in ceea ce priveste
trecerea papuld-pustuld-crusta, ca ulterior sa
ramdnd o cicatrice atrofici, mai mult sau mai
putin evidentd sau o leziune reziduald
hiperpigmentata. Pacienta asa cum am ardtat mai
sus, a fost urmarita si dupa iesirea din studiu si s-
a constatat cd 1In situatia de recidiva,
simptomatologia dispare la fel de rapid ca prima
datd (4 sdptdmani), aplicand local acelasi
tratament asociat, si anume gelul de curatare,
gelul seboregulator si metronidazol. in
continuare, profitind de disparitia leziunilor
acneice si inchiderea leziunilor de tip eroziv,
pacientei i s-a aplicat un tratament de
depigmentare cu cremd ( Neotone radiance), si
peeling chimic. Toate tratamentele topice au fost
aplicate atat pe fatd cat si pe corp, cu rezultate
similare. Mentiondm cd pacienta a fost nu numai
foarte constincioasd, dar era si in cunostintd de
cauzd, fiind medic de familie.
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hyperpigmented, and active papulopustulosa
lesions.

Surprisingly response to topical therapy was
very rapid (4 weeks). Besides never advised
general treatments, only Betadine solution was
reccomended. One month before trial incluson
she performed a standard treatment for
Helicobacter pylori, namely: 7 days receiving
Omeprazole 40 mg / day, Azitrox 500 mg / day,
amoxicillin 1 g / day and the following 23 days
receiving Omeprazole 20 mg / day, after which
she was conducted to determine H. pylori
antigen in faeces, which turned negative. The
revaluation of white blood cell counts at 7 days
after oral antistaphylococcal therapy and
treatment Anti H. Pylori, revealed normal values.
A month later, at study entry, this patient
reported, as figured below, a form of moderate
acne, grade 4, vresidual lesions and
hyperpigmented atrophic scarring, both on the
front neckline and upper limbs. The patient
received  therapy cleansing gel and
metronidazole and amazing seboregulator has
shown favorable response after 4 weeks of
treatment. In this particular situation of this case,
in about 2 weeks after discontinuing the local
treatment, scar lesions reopened, turning into
intense erythematous lesions, almost with
erosion and without exudate, and acne lesions
had gradually reappeared evolving very fast (in
about 24 hours) from pimple to skin papule and
later atrophic scars remain more or less obvious
or even residual hyperpigmented lesions. This
patient, as shown above, was monitored after
trial endind and we found out that in case of
relapse, the symptoms disappear as fast as the
first time (4 weeks), applying the same local
therapy, ie cleansing gel gel seboregulator and
metronidazole. Next, taking advantage of the
disappearance of acne lesions and erosive lesions
close, patient received depigmentation cream
treatment (Neotone radiance), and chemical
peeling. All topical treatments were applied to
both face and body, with similar results. Mention
that the patient was not only very
conscientiously, but was also well documented
by its profession (family doctor).
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a) Fotografii efectuate inainte de inceperea tratamentului (fatd si profil dreapta si stdnga)
a) Fhotos taken before treatment (left and right front and profile)

b) Fotografii efectuate dupd 4 sdptamadni de tratament cu gelul de curditare, gelul seborequlator si metronidazol (mentiondm ci
pacientul a fost tratat antiacneic pe jumiditate din fatd, cealaltd jumitate fiind tratati cu placebo)

b) photos taken after 8 weeks of treatment with cleansing gel and seboregulator gel (note that the patient was treated for acne on
half of the face, the other half being treated with placebo)
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c¢) Fotografii efectuate membrelor superioare initial si dupd 4 siptdmani de tratament local, cu asocirea gel de curdtare, gel
seboregulator si metronidazol:
- Fotografii efectuate inainte de inceperea tratamentului

¢) Photos of the initial upper limb and 4 weeks after local treatment with association of cleansing gel, seborequlator gel and
metronidazole:

- Photos taken before treatment

- Fotografii efectuate dupd 4 saptamani de tratament
- Photos after 4 weeks of treatment
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Cazul 2: Pacienta in varsta de 29 ani, cu acnee
moderatd gradul 3 tratatd cu gelul de curatare si
gelul seboregulator. Aceastd pacientd a prezentat
in adolescentd o acnee de tip polimorf, a avut o
singurd incercare de tratament esuat, din vina
pacientei, care nu a respectat intocmai indicatiile
medicului terapeut. Ca urmare, leziunile acneice
au persistat din adolescentd pana in prezent, cu
variate oscilatii de intensitate. Aceasta pacientd a
prezentat la examenul parazitologic perioral
Demodex folliculorum prezent.

Case 2: 29 years old patient with moderate
acne stage 3 treated with cleansing gel and
seboregulator gel. This patient presented in
adolescence multiforme type acne, had only one
failed treatment attempt, due to the fault of the
patient, not following phisician’s indications. As
a result, acne lesions persisted from adolescence
until now, with various intensity. Parasitological
examination revealed perioral Demodex
folliculorum.

a) Fotografii efectuate inainte de inceperea tratamentului (fatd si profil dreapta si stanga)

a) photos taken before treatment (left and right front and profile)
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b) Fotografii efectuate dupd 8 saptdmani de tratament cu gelul de curdtare si gelul seborequlator (menfiondm cd pacientul a fost
tratat antiacneic pe jumdtate din fatd, cealaltd jumdtate fiind tratatd cu placebo)

b) photos taken after 8 weeks of treatment with cleansing gel and seborequlator gel (note that the patient was treated for acne on
half of the face, the other half being treated with placebo)

Cazul 3: Pacient, 18 ani, cu acnee moderata Case 3: Patient, 18 years old with moderate
gradul 4, evolutie dupa 12 sdptdmani de acne stage 4, evolution after 12 weeks of
tratament cu gelul de curdtare si gelul sebo- treatment with cleansing gel and seboregulator
regulator. Pacientul prezintd acnee de la 15 ani, si gel. Patient has acne at 15 years, and made all
a efectuat haotic tot felul de monoterapii topice, sorts of chaotic topical monotherapy with
cu eficientd minima. minimum efficiency.

a) Fotografii efectuate inainte de inceperea tratamentului (fatd si profil dreapta si stinga)
a) Photos taken before treatment (left and right front and profile)
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b) Fotografii efectuate dupd 12 siptamani de tratament cu gelul de curdtare si gelul seboregulator (mentiondm cd pacientul a
fost tratat antiacneic pe jumdtatea din fatd, cealaltd jumdtate fiind tratatd cu placebo)

b) Photos performed after 12 weeks of treatment with cleansing gel and seboregulator gel (note that the patient was treated for
acne on half of the face, the other half being treated with placebo)
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