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Objective. To give a comparative evaluation of the effectiveness and safety of acne treatment with systemic
isotretinoin in monotherapy and together with combined oral contraceptives in women.

Materials and methods. 65 women with severe papulo-pustular acne took part in the study. They were di-
vided into two groups: group I consisted of 35 women who used systemic isotretinoin for acne in monother-
apy; group Il included 30 women who took systemic isotretinoin together with combined oral contraceptives.
A comprehensive clinical and laboratory study was conducted. The study included a biochemical blood test to
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determine the lipid profile, liver transaminases, and hormonal homeostasis. The obtained results were ana-
lyzed using the methods of parametric and nonparametric statistics, the standard error (m) was used in the
calculations, the level of statistical significance was noted at p < 0.05.

Results. In women treated for acne with systemic isotretinoin in monotherapy relief occurs in 4 weeks, and
complete clinical recovery in 24 weeks after the beginning of therapy; when using systemic isotretinoin to-
gether with combined oral contraceptives, relief is determined in 2 weeks, and complete clinical recovery in
16 weeks of treatment. The main side effects of systemic isotretinoin were cheilitis, skin xerosis, retinoic der-
matitis and telogen alopecia. Cheilitis was revealed in the majority of patients in both groups equally. Xerosis
of the skin, retinoic dermatitis and telogen alopecia were more often observed in the 1% group. In women of
the 1% group, the level of progesterone was significantly higher and the level of estradiol was lower than in
women of the 2™ group.

Conclusions. Systemic isotretinoin has shown high efficacy and safety in treatment for acne in women.
Combined oral contraceptives normalize hormonal homeostasis, which helps to eliminate acne. When using
systemic isotretinoin in combination with combined oral contraceptives, the main clinical effect occurs ear-
lier, and adverse reactions are less frequent and less severe than in monotherapy. The combined use of sys-
temic isotretinoin and combined oral contraceptives is the optimal method of acne treatment in women.
Keywords. Systemic isotretinoin, combined oral contraceptives, main clinical effect, side effect.

Ilesb. JJaTh CPAaBHUTEBHYIO OLIEHKY 3(P(EKTUBHOCTH U OE30MACHOCTH JIEYCHHUS AKHE Y JKEHIUH CUCTEMHBIM
U30TPETMHOMHOM B MOHOTEPAIIUY U B COUETAHUY C KOMOMHUPOBAHHBIMU OPAIbHBIMU KOHTPALIEITUBAMU.
Marepuansl M METOAbL. B MCCICAOBAHMM TPHHLIM y4yacTHE 05 KCHIIMH C TOKCTBIMU MATYIO-
IYCTYJIE3HBIMU AKHE, KOTOPBIE COCTABUIM JIBE TPYIIILL | IPyIIA — 35 JKEHIIMH, UCTIOIB3YIOMUX 11 JICYCHHUA
4KHE CUCTEMHBII U30TPETUHOUH B MOHOTEpanuy; I rpymnma — 30 sKeHIIUH, IPUMEHAIOIMX CUCTEMHBIN U30-
TPETUHOMH B COUETAHUN C KOMOMHUPOBAHHBIMU OPAJIbHBIMU KOHTPALIENITUBAMU. [IPOBEIEHO KOMIIEKCHOE
KIMHUKO-TIA00PATOPHOE UCCICAOBAHNE, BIIOYAIOMEE OUOXUMUIECKHI AHANU3 KPOBU C ONPEAEIECHUEM T10-
Ka3aTesiel JIMIMUHOIO CIEKTPA, MEYEHOYHBIX TPAHCAMUHA3, TOPMOHAIBHOIO TOMEOCTA32. AHAIN3 HOJTy4EH-
HBIX PE3Y/IbTATOB BBHIIOJIHEH C IIOMOLIBIO METONOB IIAPAMETPUYECKON U HEMAPAMETPUYECKON CTATUCTHUKH,
IIPU PACYETAX UCIIOIb30BAIACH CTAHAAPTHAA OMMUOKA (772), YPOBEHb CTATUCTHYECKON 3HAYMMOCTH ObLI OTME-
yeH mpu p < 0,05.

Pe3yabTarhl. Y KEHIIVH C AKHE IIPU IPHMEHEHAH CHCTEMHOTO U30TPETUHOMHA B MOHOTEPIIHY YIy4YIIEHHAE
HACTYIAET Yepe3 4 HEAENH, 4 IIOMHOE KIMHUYECKOE BBI3IOPOBNCHUE — 4epe3 24 HEEMN OT Ha4ana TePAIInY,
IIPU UCIONb30BAHUU CUCTEMHOIO U30TPETUHOUHA B COYCTAHUU C KOMOMHMPOBAHHBIMU ODAIBHBIMU KOH-
TPALICNTHBAMHU YIYYIIEHAE BO3HUKAET 4ePE3 2 HEZEIM, 4 IONHOE KIMHUYECKOE BBI3IOPOBICHUE — 4Yepe3
16 Heenp nevennst. OCHOBHBIME MOGOYHBIMU 3P(EKTAMU CUCTEMHOTO H30TPETHMHONHA SBJISUIUCH XEIHIHT,
KCEPO3 KOKH, PETUHOEBBII JIEPMATUT U TEJOTE€HOBAA ANONELM. XEMIUT ObUI OTMEYEH Y MOAABIAIOLIETO
OOJIBIINHCTBA ALUEHTOK, OUHAKOBO B 0OEUX IpymHax. Kcepos KOXKH, PETHHOEBBI AEPMATHT U TEJIOTEHO-
BasA AIONELMA YAIE HAOMOJAMUCh Y JKCHIIWH, IPUMEHAOMMX CUCTEMHBIE PETMHOUIBI B MOHOTEPAIHH.
V JKEHIIUH C aKHE, UCHOb3YIOMNX CUCTEMHBIN U30TPETUHOUH B MOHOTEPAINH, JOCTOBEPHO BBILIE YDOBEHD
IPOTreCTEPOHA M HIDKE 3HAYCHHE 3CTPAAMOIA, YEM Y JKCHIIMH, NIPUMEHAIOMUX CUCTEMHBIA M30TPETUHOUH
COBMECTHO C KOMOMHUPOBAHHBIMU OPAIbHBIMYA KOHTPALICITHBAMU.

BeiBopbl. CUCTEMHBI M30TPETUHOMH IIOKA32J1 BBICOKYIO 3(D(EKTUBHOCTb M OE30MACHOCTb IPU JIEUEHUU
4KHE Y KEHIIMH. KOMOMHMPOBAHHbBIE OPAIbHBIE KOHTPALIENTUBE HOPMAIM3YIOT TOPMOHAIBHBIN TOMEOCTA3,
YTO CNOCOOCTBYET YCTPAHEHUIO AKHE. [Ipy NPUMEHEHUN CUCTEMHOIO M30TPETMHOMHA COBMECTHO C KOMOH-
HUPOBAHHBIMU OPAIbHBIMU KOHTPALEIITUBAMUA OCHOBHON KIMHWYECKUH 3(PMEKT HACTYIIAET PAHBILE, 4 TO-
OOUHbIE PEAKLUH BCTPEYAIOTCA PEKE M MEHEE BBIPLKEHBI, YEM IIPH MOHOTEPAIUU CUCTEMHBIM M30TPETH-
HOMHOM. COYETAHHOE HCIOb30BAHUE CUCTEMHOIO M30TPEMHOMHA ¥ KOMOMHUPOBAHHBIX OPA/IBHBIX KOH-
TPALIENITUBOB AB/IAETCA ONTUMATBHBIM METOAOM JIEUEHNS AKHE Y XKCHIIUH.

Krrouesbre croBa. CUCTEMHBIN N30TPETUHONH, KOMOUHUPOBAHHBIE OPAIBHBIE KOHTPALENTHBbL, OCHOBHON
KIUHUYECKUI 3(PPEKT, TOOOUHOE ACHCTBUE.
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INTRODUCTION

The name of dermatosis "acne" has
ceased to be used with the definition of
"youthful" for a long time, because this dis-
ease can proceed or even occur after puber-
tal age. Moreover, it is mainly observed
among women [1; 2]. ER. Araviyskaya marks
that about 20 % of adult women are con-
cerned about the appearance of acne on the
chin before menstruation [3]. Systemic isot-
retinoin, hormonal therapy, antibacterial
agents, and azelaic acid are used externally
to treat acne among women [4]. Antibacterial
therapy suppresses the activity of C. dcnes
and has a remarkable anti-inflammatory ef-
fect [5]. Azelaic acid has primarily anticome-
dogenic and keratolytic effects [6]. Combined
oral contraceptives are predominantly used
among hormonal preparations [7]. These
combined oral contraceptives reduce abso-
lute and relative hyperandrogenemia, con-
tributing to the reduction of sebum produc-
tion, which is a key factor in the progression
of acne [8]. Systemic isotretinoin affects all
components of acne pathogenesis: it inhibits
the function of sebaceous glands, eliminates
follicular hyperkeratosis and has antibacte-
rial and anti-inflammatory effects [9]. It is
important to remember that systemic isot-
retinoin is teratogenic, therefore, women
should avoid pregnancy during treatment
and for one month after its termination [10].
Many people use combined oral contracep-
tives for this purpose, the effect of which
was mentioned above [11].

The aim of the study is to provide a
comparative evaluation of the efficiency
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and safety of acne treatment among women
with systemic isotretinoin in monotherapy
and in combination with combined oral
contraceptives.

MATERIALS AND METHODS

The retrospective study was conducted
on the basis of the inpatient department of
the regional skin and venereological dispen-
sary of the Perm region and medical centers
A2Med and ,Genesis”. Sixty-five women with
serious papulopustular acne in the age range
of 20-35 vyears participated in the study.
There were distinguished two groups. The
first group consisted of 35 women using sys-
temic isotretinoin of 0.5 mg/kg per day in
monotherapy for acne treatment; the second
group consisted of 30 women using systemic
isotretinoin of 0.5 mg/kg per day in combina-
tion with combined oral contraceptives. The
groups were comparable in social and so-
matic status, body weight and height, all were
residents of the Perm region, and all gave vol-
untary informed consent to participate in the
study. The exclusion criteria were serious en-
docrine pathology, gynecological diseases in
anamnesis, cardiovascular diseases, liver and
kidney pathology, smoking, alcoholism, use of
external medications for acne treatment.

A comprehensive clinical and labora-
tory examination was conducted. There
were studied the complaints and made an-
amnesis of the disease and life, assessed the
general condition of the body, examination
of skin and mucous membranes, general
blood and urine tests, biochemical blood
analysis with determination of lipid spec-
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trum, hepatic transaminases, hormonal
homeostasis. The results were analyzed us-
ing the methods of parametric and non-
parametric statistics using Microsoft Excel
and Statistica 5.1 for Windows (Stat Inc,
USA). The standard error (m) was used in
the calculations, and the level of statistical
significance was noted at p < 0.05.

RESULTS AND DISCUSSION

Most women with serious papulopus-
tular acne, who receive systemic isotreti-
noin in monotherapy, have improvement
after 4 weeks and complete clinical recov-
ery after 24 weeks from the beginning of
therapy. Most improvement occurs after
2 weeks and complete clinical recovery oc-
curs after 16 weeks of treatment among
women with serious papulopustular acne,
who receive systemic isotretinoin in combi-
nation with combined oral contraceptives
(Table 1).

The most common side effects of sys-
temic isotretinoin in the course of treat-
ment of serious papulopustular acne among
women were cheilitis, xerosis, retinoid der-
matitis, and telogen alopecia. Cheilitis was

observed among the vast majority of pa-
tients equally in both groups. Xerosis, reti-
noid dermatitis, and telogen alopecia were
more frequently observed among women
receiving systemic isotretinoin in mono-
therapy (Table 2).

Women with serious papulopustular
acne who receive systemic isotretinoin in
monotherapy have significantly higher pro-
gesterone level and lower estradiol value
than women using systemic isotretinoin in
combination with combined oral contra-
ceptives (Table 3).

Combined oral contraceptives elimi-
nate hyperandrogenemia, and this results in
decreased production and normalization of
sebum chemistry. In this process, follicular
hyperkeratosis and inflammatory response
of the pilosebaceous follicle are indirectly
reduced. Thus, combined oral contracep-
tives enhance the primary effect of systemic
isotretinoin. In addition, estrogens, which
are part of combined oral contraceptives,
have a softening and moisturizing effect on
the skin, giving it elasticity and softness,
which can smooth unwanted adverse reac-
tions of systemic isotretinoin.

Table 1

Specific features of the progression of the primary effect of systemic isotretinoin
in combination with monotherapy and combined oral contraceptives (% =+ m)

. - Group |, Group I,
Primary clinical effect 1 =35 =30 p
Occurrence of improvement after 2 weeks 229+7.1° 73.3%8.1 0.004
Occurrence of improvement after one month 771£7.1" 267 +8.1 0.004
Complete clinical recovery after 16 weeks 143 £59 800+73 0.001
Complete clinical recovery after 24 weeks 857 £59 200+73 0.001

Note: there were statistically significant differences with the group of women with serious
papulopustular acne receiving systemic isotretinoin in combination with combined oral contracep-

tives, *p < 0.05.
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Table 2

Specific features of side effects during monotherapy of systemic isotretinoin

and in combination with oral contraceptives (% =+ m)

Side effect S’;iug;’ G;ozug él’ p
Cheilitis 014+47 86.6 £06.2 0537
Xerophthalmia and conjunctivitis 14359 100£55 0540
Nasal hemorrhage 114+54 100£5.5 0.853
Xerosis 00.0 + 83" 26781 0.007
Retinoid dermatitis 457 £ 84 167 0.8 0.012
Telogen alopecia 428 £84 133+62 0.009
Paronychia and onychodystrophy 86+4.7 6.7£46 0.774
Headache, depression 57 %39 100£55 0518
Arthralgias and myalgias 57+39 0.7£406 0.873
Anemia 57+39 6.7+£46 0.873
Hyperlipidemia 114£54 100£55 0.853
Increasing of liver transaminase level 86+47 0.7 £4.6 0.774

Note: there were statistically significant differences with the group of women with serious
papulopustular acne receiving systemic isotretinoin in combination with combined oral contracep-

tives, *p < 0.05.

Table 3

Characteristics of hormonal homeostasis among women with acne during
treatment using systemic isotretinoin in monotherapy and in combination with
oral contraceptives (% + m)

Indicators of hormonal homeostasis C’};(;ulg) 51’ G;;ozu}; él’ D
Absolute hyperandrogenemia 17.1+64 6.7 £45 0.366
Hyperprogesteronemia 629+82 10055 0.001
Decreasing estradiol level in the blood 343 £80" 6.7+45 0.006

Note: there were statistically significant differences with the group of women with serious
papulopustular acne receiving systemic isotretinoin in combination with combined oral contracep-

tives, “p < 0.05.
CONCLUSIONS

1. Systemic isotretinoin has shown high
efficiency and safety in the process of treat-
ment from acne among women.

2. Combined oral contraceptives nor-
malize hormonal homeostasis, which helps
to eliminate acne.
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3. When systemic isotretinoin is used in
combination with combined oral contra-
ceptives, the primary clinical effect occurs
earlier, and side effects are less frequent and
less serious than with the use of systemic
isotretinoin monotherapy.

4. The combined use of systemic isot-
retinoin and combined oral contraceptives
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is the optimal treatment for acne among
women.
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