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AHHOTAIIMA

B nocsienHue fecATUNIETHA AJ14 JIedeHUs TaIleHTOB ¢ IICOPUa30M YMEePEHHOTO U TSAKeJIOT0 TeUeHUs aKTUBHO BHEAPSAIOTCSA
TeHHO-UH)KeHepHble Ouosornveckue mpenaparsl ([ BII), npuMeHeHre KOTOPHIX PEKOMEHIOBAHO MPU HETOCTATOYHOM
2 dexkTUBHOCTU GA3UCHBIX CPECTB CUCTEMHOTO JIeUeHHUs IICOprasa JIM60 TPU HAUIMYNUY TPOTUBOIIOKA3aHUH K TAKOBBIM.
OpHAKO B ITOCJIE/HEE BPEeM: Bce Yallle Cpeiu HKCIIeEPTOB NoHUMaeTcs Bonpoc o npuMmenennu I'VIBIT Ha panHel crajun
arpeccUBHOTO TeueHus 60J1e3HU, 0COOEHHO B CIIy4yasiX, KOI/ia ICOpHa3 CTAHOBUTCS IIPUYHNHON 3HAUUTEIHHOU TICUXOJIOTH-
YeCKOH M COLMAJIbHOH Je3afjanTalliy TallkeHTa, [IpobyieM C yCTAaHOBJIEHHEM MEKJIMYHOCTHBIX M COI[UAIbHBIX OTHOIIIe-
HUMH, OLLYIIeHUA CTUTMATHU3AI[UN U CHIPKEHUS KauecTBa TPYLOBOU JieATessbHOCTH. Ocob0ro BHUMAHUSA B 3TOM OTHOIIEHUU
TpebyeT J1aJIOHHO-TI0/TONBEHHBIH IICOPHa3, KOTOPHIN CBSI3aH ¢ GOIBIIMMU TPYJHOCTSIMHU B IIOBCETHEBHOM U B Tpodeccro-
HaJIbHOU KU3HU.

B craThe ImpeiCTaBIeHO KIIMHUYECKOe HAOJII0IeHNe YCIIEITHOTO PAaHHETO IPUMEHEHHUsT TeHHO-UHKeHEePHOU 61oJioruye-
ckoii Tepanuu (TMBT) manueHTKH sl KYMUPOBAHUS CUMIITOMOB JIa/IOHHO-TIO/IOIIIBEHHOTO MICOPUAa3a U JIUCTAJIbHOTO
Mexk(daTaHTOBOTO IICOPUATUYECKOTO APTPUTA, HAYATOTO HA PAHHUX 3TallaX pa3BUTHUA 3a00J1eBaHUS B CBA3H CO 3HAUUTEIb-
HBIM CHUKEHHEM KauecTBa )KU3HU U TPYZOBOH 1eATeIbHOCTH, a TAK2Ke I10 IPHUMHE ee KaTerOPUYECKOTro OTKa3a OT CUCTEM-
HO¥ 6a3MCHO TepPaTuK METOTPEKCATOM.

ITocsie IpoBeieHUsI 4-HEIEBHOTO HHUIIUUPYIOIIETo Kypca CeKyKHHYyMaba OTMeUeH MPAaKTHUECKU MTOJTHBIA Perpece Ico-
PUATHYECKUX BBICHIIAHUHI U CUMIITOMOB IICOPUATHYECKOro apTpuTa. [IcHX0aMOIMOHAIbHOE COCTOSAHUE TAllUEHTKH CTa-
OMIN3UPOBAIOCH. BBINTOTHEHIIE MAHUITYJIAIUH, CBA3aHHBIX CO CBOUMU IIPO(dECCHOHATbHBIMY 0053aHHOCTAMU, 3aTPyHe-
HUM BesleZicTBHe 3200J1€BaHUS He BBI3bIBAET.

T'UBII 151 edeHus cpeJHEeTAKeIBIX U TshKeIbIX GopM 3a001eBaHUSA CTATH BAKHEHIIUM JOCTUKEHHUEM, TI03BOJISIOIIIM
He TOJIBKO II0JIy4aTh BBICOKUH YPOBEHD TEPAIIEBTHYECKOTO OTBETA, HO U YCIIEITHO OOPOTHCS € MICUXOCOIIUATIBHBIMU ITOCIIEN -
CTBUSIMHU 3a00JIeBaHUsA. B POCCUHCKUX KIMHUYECKUX PEKOMEHAIUAX HCIIOJIb3YETCs CTYIMEeHUAThIH MOAX0J B JIEUeHUH
rcopuasa. K mepBoii JINHUM CUCTEMHOH Tepaluy OTHOCATCS IpenapaTsl 6a3ucHON TPOTHBOBOCIAIUTENIBHON Tepanuu —
METOTpPEKCAT, PETHHOUBI JIJIA JIeUeHUsI IICOPHa3a, IUKJIOCIOPHUH, YIbTpaduosieToBoe obmydenue koxu. ITpu ux Head-
(exTHBHOCTH, HETTIEPEHOCUMOCTH WJIN HAJTUYIHH IIPOTHUBOIIOKA3aHUN K X IPIMEHEHHUIO PACCMATPUBAIOT BOIIPOC Ha3Haye-
Husa 'MBT. IlpencraBiieHHbIN KIMHUYECKUN CIydall AeMOHCTPUPYeET, YTO KaTeropuyecKuil oTKa3 MalueHTa OT CUCTeM-
HOH 0a3WCHOU Tepanuy IIcopHas3a TaK)Ke MOKET pPacCMaTpUBAThCHA KAaK BO3MOKHASA NMPUYMHA PAHHErO IPHUMEHEHUS
T'MBII, 103BOIAIOIIEr0 BOCCTAHOBUTD KaK (GPU3UUECKUH, TaK U IICUXOCOIIUAJIBHBIH CTaTyC NalleHTa.

Kaoueswle caoea: ricopuas, TeHHO-HHKeHepHbIe OHOJIOTHYeCKHe IPernapaThl, CEKyKHHYMa0, J1aJOHHO-II0/IOIIBEHHBIN
IICOpHa3, TUCTAJIBHBIN MeK(baTaHTOBBIN IICOPHATUYECKUH aPTPUT.
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Patient-oriented approach to prescribing systemic therapy
for psoriasis with biologics: a case report
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Novosibirsk State Medical University, Novosibirsk, Russia
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ABSTRACT

In recent decades, for the treatment of patients with moderate to severe psoriasis, biologics have been actively developed,
the use of which is recommended when the psoriasis systemic treatment is insufficiently effective or if there are contrain-
dications to it. However, in recent years, experts have increasingly raised the question of the use of biologics at an early
stage of the aggressive course of the disease, especially in cases where psoriasis causes significant psychosocial maladjust-
ment in the patient, problems with establishing interpersonal and social relationships, a feeling of stigmatization and a
decrease in the quality of work. Palmoplantar psoriasis which is associated with great difficulties in daily and occupational
life requires special attention in this regard.

The article presents a case report that shows of the successful early use of therapy with biologics in a patient to relieve
symptoms of palmoplantar psoriasis and distal interphalangeal psoriatic arthritis which began in the early stages of the
disease due to a significant decrease in the quality of life and work activity, as well as of an emphatic refusal of systemic
basic therapy with methotrexate.

After a 4-week initial course of secukinumab, almost complete regression of psoriatic eruptions and symptoms of psoriatic
arthritis was noted. The patient’s psychoemotional state has stabilized. Performing manipulations related to one’s occupa-
tional duties does not cause any difficulties due to the disease.

Biologics for the treatment of moderate and severe forms of the disease has become a major advance allowing not only to
obtain a high level of therapeutic response but also to successfully correct the psychosocial consequences of the disease.
Russian clinical guidelines use a stepwise approach to the treatment of psoriasis. The first-line systemic therapy includes
basic anti-inflammatory drugs — methotrexate, retinoids for the treatment of psoriasis, cyclosporine, ultraviolet irradiation
of the skin. In the case of their ineffectiveness, intolerance or the presence of contraindications, prescribing biologics is
considered. The presented case report demonstrates that the patient’s emphatic refusal of systemic basic therapy for pso-
riasis can also be considered as a possible reason for the early use of biologics which allows recovering both the physical
and psychosocial status of the patient.

Keywords: psoriasis, biologics, secukinumab, palmoplantar psoriasis, psoriatic distal interphalangeal arthritis.
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BBEJIEHUE

[Tcopuas — XpoHHYECKoe 3a00JIeBaHUE MYJIBTH-
(axTOpHaIbHON TPUPOABI C JOMUHHUPYIOIINM 3Ha-
YyeHHeM B Pa3BUTUH TeHETUYECKUX (AKTOPOB,
XapaKTepusymolleecss YCKOPEHHOU Mposiudeparueit
KEpPaTUHOLMTOB U HapylleHHeM ux AuddepeHnn-
POBKH, ArcOATTAHCOM ME3K]Ty IIPOBOCIIATUTETHHBIMU
U TPOTUBOBOCHAJIUTESBbHBIMH IIUTOKMHAMH, C
YaCTHIMU IaTOJIOTUYECKUMU U3MeHEeHUAMU OIIOPHO-
JIBUTaTeIbHOTO amnmaparta [1]. [TepBoe yromuHaHME
0 TIcopHa3e CBA3BIBAIOT ellle ¢ UMeHeM ['ummnokpara.
OpHako Hayaslo U3ydyeHus Icopuasa Kak caMOCTOs-
TeJIbHON HO30JIOTHH INPUILIOCH JUIIb HA HAYAJIO
XIX B. C pazBuTueM B KoHIle XX CTOJIE€TUSA TeHETUKHI
U WMMYHOJIOTUU TIOSBJIAIOTCS HOBBIE JJAaHHBIE O
MexaHU3Max pasBUTUS IICOPHA3a, B CBA3H C YeM

INTRODUCTION

Psoriasis is a chronic disease of a multifactorial
nature with a dominant role in the development of
genetic factors, characterized by accelerated prolif-
eration and impaired differentiation of keratino-
cytes, an imbalance between pro-inflammatory and
anti-inflammatory cytokines, with frequent patho-
logical changes in the musculoskeletal system [1].
The first mention of psoriasis is associated with the
name of Hippocrates. However, the study of psoria-
sis as an independent entity started only at the
beginning of the 19th century. With the develop-
ment of genetics and immunology at the end of the
20th century, new data on the mechanisms of the
psoriasis development appear, and therefore, the
concepts of the disease are changing and, accord-
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MEHSIOTCS IIPe/ICTaBIeHusA O OOJIE3HH U, COOTBET-
CTBEHHO, SBOJIIOIIMOHUPYIOT MTOAXO0BI ¥ BO3MOKHO-
CTH CHUCTEMHOTO JIEUYEHUs CPETHETSIKEIIBIX U TsKe-
JIpIX hOpM Tcopuasa [2—4].

VcTopus JieueHus MallieHTOB C ICOPUA30M 3Ha-
YUTEJIbHO U3MEHWIACh C TOYKH 3peHus 6e30macHo-
ctd, 3P PEeKTUBHOCTU U NEPEHOCUMOCTU TepaIui.
Tak, 10 cepeauHbl XX B. MIUPOKO HCIIOJIB3YEMbIM
[perapaToM B JIEUYEHUU SBJIJICA TOKCHYIHBIHN
MBIIIBAK C Y3KUM TEPANEBTUYECKUM IUANIa30HOM
nerictBus. C Hayaja 1950-X IT. B CUCTEMHOM Tepa-
IIUY TICOPHa3a IPUMEHSINCH TTTIOKOKOPTUKOCTEPO-
WU/IbI, IPU 3TOM OTMeuasiach UX yMmepeHHas saddek-
TUBHOCTh INPU IEPOPAJIBHOM IpueMe. B 310 Ke
BpeMsl BIEpPBBIe B JieyeHUHW 3a00JIeBaHUSA ObLT
HCIIOJIb30BAaH METOTPEKCAT, KOTOPBIH /0 CHUX IIOP
SIBJISIETCS TIPENapaToM IEPBOU JIMHUM TPAIUITUOH-
HON 0Ga3WCHON IPOTUBOBOCHAIUTETHHON Teparuu
ncopuasa. MexaHusM JedcTBUsI MeTOTpeKcaTa Ha
IICOPUATUYECKUH TIPOIECC 3aK/II0YAETCA B CHIDKe-
Hun cu"Te3a PHK u JJHK B axTUBUPOBaHHBIX
T-KJIeTKax U KepaTUHOIUTAX Yepes yrHeTeHue dep-
MEHTATUBHOU aKTUBHOCTU aurujapodocdararpe-
IYKTa3bl ¥ TUMUIWIATCUHTETA3bl, YTO OKA3bIBAET
HMMYHOCYTIDECCOPDHOE U aHTUIPO(]UIEPATHBHOE
nericTBre. BMecTe ¢ TeM IpueM mpernapara corpoBo-
JKTAeTCST TOKCUYECKUM JIEHCTBUEM Ha JKeJTyJIOUHO-
KHUIIIEYHBIA TPAKT, renaToOuInapHy0, HMMYHHYIO,
KPOBETBOPHYIO, HEPBHYIO CHUCTEMY U T.J. B 1979 T.
MOSIBIJIUCH TIEPBBIE COOOIIEHUS O TOM, UTO ITHKJIO-
CIIOPUH YJIy4IIaeT TeUeHHe [IcCOpUa3a y MaIueHToB ¢
[ICOPUATHYECKUM apTPUTOM, XOTSI MEXaHU3M €ro
ZIEHICTBUS OCTaBaJsICsl HEBBIICHEHHBIM. [1033ke ObLIa
usydyeHa posib T-KJIeTOK B IMMYHOIIATOTeHe3e IICO-
prasa ¥ yCTaHOBJIEHO, UTO IUKJIOCIIOPUH, YTHETas
aKTUBHOCTh (hepMeHTa KaJIbI[MHEBPUHA, ITPUBOIUT
K IpekpalieHuio cuHTesda 1L-2, Heo6X0uMOoro Jist
nponudepanuu T-KIeTOK, a CJIe0BaTeJIbHO — K
Mo/aBJAeHNuI0  T-KJIETOUHOTO  BOCHAJIUTEIHHOTO
orBera. OHAKO IPUMEHEHHE 3TOTO JIEKAPCTBEH-
HOTO CpeJ/ICTBA OTPAHUYEHO Y3KHUM TepamneBTHYe-
CKMM WHJIEKCOM, HEBO3MOXKHOCTHIO JIJIUTEJIHHOTO
IIpUMEHEHUsI U CHEKTPOM HeKeJIaTeJIbHbIX sIBJIe-
HUH, OCHOBHBIE U3 KOTOPHIX — apTepPUAJIbHAS TUIIEP-
TeH3Us U HeoOpaTuMas HepPOTOKCUYHOCTb. PeBo-
JIIOIUI0 B MUPE MEeJUINHBI IIPOU3BEJIO OTKPBITHE
Kopxem Kénepom u Cezapom MUIBIITEHHOM TeX-
HOJIOTUH TIOJIyYeHHSI MOHOKJIOHAJTbHBIX QaHTHUTE, 32
KOTOpOEe B 1984 r. yueHble ObLIH ysiocToeHsl Hobe-
JIEBCKOU TIpeMuu B 00J1aCTH (PUBUOJIOTHH U MeIH-
IUHBL Biarogaps 5ToMy cOOBITHIO IOCIETHIIE JeCs-
TWJIETUs BeJIeTCS AaKTUBHOE BHEJPEHHE TeHHO-
WH)KeHEePHBIX Ouosiornueckux mnpemnapatos (I'MBIT)
B KJIMHUYECKYIO IIPAKTUKY, B TOM YHCJIE B IepMaTO-

ingly, approaches and possibilities for systemic
treatment of moderate to severe psoriasis
evolve [2—4].

The history of treatment of patients with psoria-
sis has changed significantly in terms of safety,
effectiveness and tolerance of therapy. So, until the
middle of the 20th century a widely used drug in
treatment was toxic arsenic with a narrow thera-
peutic range. Since the early 1950-s, glucocortico-
steroids were used in the systemic treatment of pso-
riasis, and their moderate effectiveness in oral
administration was noted. At the same time, meth-
otrexate was used for the first time in the treatment
of the disease, still remaining the first-line drug of
conventional basic anti-inflammatory therapy for
psoriasis. The mechanism of action of methotrexate
on the psoriatic process is to reduce the synthesis of
RNA and DNA in activated T cells and keratinocytes
via inhibition of the enzymatic activity of dihydro-
phosphalate reductase and thymidylate synthetase,
immunosuppressive and antiproliferative effects.
However, the use of this drug is accompanied by
toxic effects on the gastrointestinal tract, hepatobi-
liary, immune, hematopoietic, nervous system, etc.
In 1979, the first reports appeared that cyclosporine
improved the course of psoriasis in patients with
psoriatic arthritis, although its mechanism of action
remained unclear. Later, the role of T cells in the
immunopathogenesis of psoriasis was studied and
it was found that cyclosporine, inhibiting the activ-
ity of enzyme calcineurin, leads to the cessation of
the synthesis of IL-2, necessary for T cell prolifera-
tion, therefore, to the suppression of the T cell
inflammatory response. However, the use of this
drug is limited by a narrow therapeutic index, the
impossibility of long-term treatment and a range of
adverse effects, the main of which are arterial
hypertension and irreversible nephrotoxicity.
A revolution in the field of medicine was made by
the discovery of technology for producing monoclo-
nal antibodies by Georges J.F. Kohler and César
Milstein, for which scientists were awarded the
Nobel Prize in Physiology or Medicine in 1984.
Thanks to this event, in recent decades there has
been an active introduction of engineered biologics
into clinical practice, including dermatology, for the
treatment of patients with moderate to severe pso-
riasis [2, 3, 5].

Monoclonal antibodies are immunoglobulins
obtained from a single cell clone and characterized
by binding specificity to only one antigen — a certain
inflammatory mediator. The main differences
between biologics and drugs obtained by chemical
synthesis are their higher molecular weight, temper-
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JIOTHIO, JIJIS1 JIEUEHUs TTaIllUeHTOB C TICOPUAZOM yMe-
PEHHOTO | TSKEeJIOTO TeueHus [2, 3, 5].

MoHOKJIOHAJIbHbIE AHTUTEIA — 5TO UMMYHOTJIO-
OyJIMHBI, TOJTYYEHHBIE U3 OTHOTO KJIETOUHOTO KJIOHA
U XapaKTePUBYIOIIHECS CIEIU(GUIHOCTHIO CBSA3bIBA-
HUS TOJIBKO C OTHUM aHTUTEHOM — OIIPeJIeJIEHHBIM
MeIHuaToOpOM BoOCHaJieHWs. [JIaBHbIE OTJIMYHUS
T'UBII ot npenapaToB, IOJy4E€HHbIX [IyTEM XUMUYe-
CKOTO CHHTE3a, 3aK/II0Yal0TCs B UX 00Jiee BHICOKOM
MOJIEKYJIIDHOM Macce, TeMIIepaTypHOU YyBCTBH-
TEJIbHOCTH, KaTaboJIn3Me, aHAJIOTHYHOM 3SHJIOTEH-
HBIM OeJIKaM OpPTaHu3Ma, OTCYTCTBUHU POJIU IUTOX-
poma P450 B meTaboi3Me U OHOJIOTHYECKOM, a He
(apMakoJIOTHUECKOM MexaHu3Me JeicTBusa. bia-
rojiapsi CBOeN BBICOKOU CIENU(PUUIHOCTH MOHOKJIIO-
HaJIbHbIE AHTUTEJA HU3KOTOKCHYHBI U BBI3BIBAIOT
MUHUMAaJIbHOE KOJIMYECTBO MOOOYHBIX 3(P(PEKTOB.
I'pynma mpemapatoB OHOJIOTHYECKON Tepamuu
HEO/THOPOJIHA U Pa3INyaeTcss MeKay coO0OU cTpoe-
HHEM MOJIEKYJIbI, CTENIEHbIO0 I'yMaHHU3aluu U dap-
MaKOAUHAMHUKOM [3, 6, 7].

[lepBpIMH MOHOKJIOHAJIBHBIMUA  AHTHTEJIAMH,
KOTOPBIE CTaJIM KCIOJIb30BATHCA B IPAKTHUECKOM
3PaBOOXPAHEHUH, CTaJd WHTHOUTOPHI (akTopa
Hekposza omyxonu-a (PHO-a), kioueBoro addek-
TOPHOTO [IUTOKWHA IIPH XPOHUYECKUX UMMYHOOTIOC-
PEZOBaHHBIX  BOCHAJIUTENBbHBIX  3a00JIeBaHUSIX.
Nudmukcumab 6su1 nepsbiM MBI, omo6peHHBIM
JUIsL JIEYEeHHs JlepMaTo3a Ha TeppuTopuu Poccuii-
ckoii ®enepanuu B 2006 r. OH mpezcTaBiisieT cob0it
MOHOKJIOHAJIbHOE XUMEPHOE aHTuTe 0 kiuacca 1gGi
K ®HO-a, cioco6HOEe CBA3BIBATh KaK PACTBOPUMEBIE,
TaKk W TpaHCcMeMOpaHHble GOPMBI ITUTOKUHA, HEM-
Tpanusys 3¢dexTsl mocsienHero. Takum obpazom
BBI3BIBAETCS AIONTO3 aKTUBHUPOBAHHBIX T-smMdo-
IIUTOB U KEPATHHOIIUTOB KOXKH, YMEHBIIIAETCsI BOC-
MajieHue U TOPMO3UTCS aHTHOTeHEe3 B IICOpHUaTHye-
ckon Oismke. OHAKO, Kak u3BecTHO, Bce I'MBII
SIBJAIOTCSA OeJKaMM, a CJIeIOBaTEIbHO, CIIOCOOHBI
BBI3BIBATh UMMYHHBIN OTBET W 0Opa30BaHUE aHTH-
TeJI K Mpenapary, 4To MOJIyINI0 Ha3BaHUE «HUMMY-
HOT€HHOCTH». [IpUYMHBI PAa3BUTHSA MUMMYHOTE€HHO-
CTH MHOTOOOpPa3HbI U BKJIIOYAIOT B cebs KaKk WHIU-
BU/IyaJIbHbIE OCOOEHHOCTU IMAIlMeHTa, TaK U CBOU-
CTBa JIEKAPCTBEHHOTO IIperapata — ero IMPOMCXO-
JKJIEHHEe U CTPYKTYPY MOJIeKyJsibl. ITOCKOJIBKY
nHMKCMMab Ha 25 % COCTOUT W3 MBIIIHHOTO
0eJika, HETOMOJIOTHYHOTO JIJIs YeJI0BEUEeCKOTO Opra-
HHU3Ma, TO €0 UMMYHOTE€HHOCTD JIOBOJIBHO BBICOKA U
HETIOCPEJICTBEHHO BJIMSET Ha €ro (papMaKOKUHETH-
YecKre XapaKTePUCTUKU: IOBBIIIEHHE [TOYEUHOTO
KJIMpeHca, YMEHbIIIEHE MePUo/ia I0JyBbIBEIEHUs
Ipernapara M ero KOHIIEHTPAIUU B KPOBH, YTO IIPH-
BOJIUT K ITOTepe KIIMHUYECKOTO OTBeTa [3, 8—10].

ature sensitivity, catabolism similar to endogenous
proteins in the body, the absence of the cytochrome
P450 role in metabolism and a biological rather than
pharmacological mechanism of action. Due to their
high specificity, monoclonal antibodies are low-toxic
and cause minimal side effects. The group of biolog-
ics is heterogeneous and differs in molecular struc-
ture, degree of humanization and pharmacodynam-
ics [3, 6, 7].

The first monoclonal antibodies to be used in
practical healthcare were inhibitors of tumor necro-
sis factor-a (TNF-a), a key effector cytokine in
chronic immune-mediated inflammatory diseases.
Infliximab was the first biologic agent approved for
the treatment of dermatosis in the Russian Federa-
tion in 2006. It is a monoclonal chimeric TNF-a
antibody of the IgGz1 class, capable of binding both
soluble and transmembrane forms of cytokine, neu-
tralizing the effects of the latter. This causes apop-
tosis of activated T lymphocytes and keratinocytes
of the skin, reduces inflammation and inhibits
angiogenesis in the psoriatic plaque. However, as is
known, all biologics are proteins and, therefore, are
capable of inducing an immune response and the
formation of antibodies to the drug, which is called
“immunogenicity.” The reasons for the develop-
ment of immunogenicity are diverse and include
both the individual characteristics of a patient and
the properties of a drug — its origin and molecular
structure. Since infliximab consists of 25% murine
protein, which is not homologous to the human
body, its immunogenicity is quite high and directly
affects its pharmacokinetic  characteristics:
increased renal clearance, decreased half-life of the
drug and its blood concentration, which leads to
loss of clinical response [3, 8—10].

Another TNF-a inhibitor is etanercept, the molec-
ular structure of which is represented by two pro-
teins: the human TNF-a receptor conjugated to the
Fc fragment of human IgGi. The mechanism of
action of etanercept is the competitive interaction of
the drug with TNF-a and the prevention of cytokine
binding to the receptor on the surface of the target
cell. In this way, the mediator-based cellular immune
response is inhibited. According to the literature,
etanercept exhibits immunogenicity less frequently
than other TNF-a inhibitors: its frequency ranges
from 0-18.3% among patients receiving treatment
[10, 11]. A completely identical to human monoclonal
TNF-a antibody is adalimumab. A distinctive feature
of the drug is its slow absorption and distribution,
the maximum concentration is reached 5 days after
administration. Reports on the immunogenicity of
adalimumab have been varying: the incidence of
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Eme ogaum uaruoutropom ®HO-a siByisieTces aTa-
HEpIIEIT, CTPYKTYPa MOJIEKYJIbI KOTOPOTO IIPE/ICTaB-
JleHa JIByMsA OeJIKaMH: PeIenTOPOM UesIOBEYECKOTO
®HO-a, kouporupoBanHoro ¢ Fe-pparmentom IgG1
yesioBeka. MexaHU3M JeHCTBUA  STaHepIleITa
3aKJII0YaeTcss B KOHKYPEHTHOM B3aMMOJEHCTBUH
npenapaTta ¢ ®HO-a u npenoTBpallleHUu CBA3bIBA-
HUS IIUTOKWHA C PEINENTOPpOM Ha IIOBEPXHOCTH
KJIeTKU-MuIlieHu. Takum 06pa3zoM peasusyercs Top-
MOXKeHHUe OIIOCPEIOBAaHHOI'O MeJUaTOpPOM KJIeTOY-
HOTO UMMYHHOTO 0TBeTa. COTJIacHO JIUTEPATyPHBIM
JIAHHBIM STAaHEPIENT MPOABJISAET UMMYHOT€HHOCTD
pexe, uem npyrue uaruoutopsl ®HO-a: ee yacrora
KoJiebiiercs npejnesiax 0—18.3 % cpeny MalueHTOB,
MOJTyJaloIux jyedeHue [10, 11]. IToIHOCTBhIO UzEeH-
TUYHBIM YeJIOBEUeCKOMY MOHOKJIOHAJIBHBIM aHTHU-
tesioMm kK PHO-a aBisiercss amanumymab. OTimgu-
TeJIbHON 4epTol mpemapata sIBJISETCS ero MeJjIeH-
HOe BcachbIBaHUeE U pacupeziesieHue, MaKCUMabHasA
KOHIIEHTpAIUsA JOCTUTAEeTCs 4depe3 5 JHEH mocie
BBeneHus. CoobOIIeHus 06 UMMYHOTE€HHOCTH aIaIu-
MyMaba pas3HATCS: YaCTOTA BCTPEUAaeMOCTH HeHTpa-
JIN3YIOIINX aHTHUTEJI K IIpelapary Kosebsercs oT 6.5
0 45 %, UTO OTPAHUYUBAET €ro KINHUUYECKYIO
addexTuBHOCT, [10, 11]. OTHOCHUTEIPHO HOBBIM
uaTHONTOpoM OHO-A sIBNsIeTCs TiepTou3ymada
marosi. OcobeHHOCTh IIperapaTa 3aKI0uaeTcs B ero
CTPYKType: aHTUTeHCBA3bIBAIONINY parMeHT ryma-
HU3UPOBAHHOTO aHTUTEJA KOHBIOTHPOBAH C ¢par-
MEHTOM IOJUATUWIEHIJIMKOJIS, YTO, C OJIHOU CTO-
POHBI, YBeJIMYNBAET [IEPUOJ, IT0JIyBbIBEIEHU LIEPTO-
auzymaba IBroja  aHAJOTUYHO TAKOBOMY JJIA
MIOJTHOTO AaHTHUTeNa, a C JPYyrol — OTCyTCTBHE
Fc-dparmenta MMMyHOTIIO0Y/IMHA MIPEAOTBPAIIAET
(pukcanyio KOMIIEMEHTA U He IIPOBOIUPYET aHTH-
TEJI03aBUCUMYIO KJIETOUHYIO ITUTOTOKCUYHOCTD [10,
11]. zBecTHO, uTo PHO-0 yuacTByeT B paHHUX CTa-
ZIUAX BOCIIAINTEIHHOTO IIpoIiecca U 06J1ajaeT IIIpo-
KUM CIIEKTPOM OHMOJIOTUUECKON aKTUBHOCTH 3a CUET
CIIOCOOHOCTH WHAYIIUPOBATh SKCIPECCUI0 JIPYTHX
[IPOBOCIAJIUTEIIbHBIX ITUTOKNHOB U XeMOATTPAKTaH-
TOB, yCWINBaTh UX 3(PdekTpl. IMeHHO ¢ yHHUBeEp-
CaJIbHBIM MEXaHU3MOM JIeHCTBUSA KJII0UEBOr0 MeIU-
aTopa BOCHAJIEHUS U CBSA3aHBI BO3MOJKHBIE OCJIOXK-
HeHUA Ha GoHe MpuMeHeHusA nHruburopos PHO-a:
yBeJINUeHle PUCKA BOSHUKHOBEHUS ONIIOPTYHUCTHU-
yecKux HHQEKIUH, TYOepKyJIe3a, HEOTIaCTHIECKIX
mporieccos [8, 12].

OmnmnuaeiM ot uHTHO6MTOpoB PHO-0 MexaHm3-
MOM JIECTBUS 00JIa/Ia€T YCTEKMHYMaO — IMTOJTHOCTHIO
YyeJI0BeUeCKOe MOHOKJIOHAJIBHOE aHTUTENIO K CyObe-
nuHuie P40, koropas siBisercs obmen it [L-12 u
IL-23. IIpu cBsa3piBanuw ¢ I11-12 ycrekuHymab mpe-
JIOTBpAIIlaeT B3aUMOIEHCTBHE IIUTOKUHA C PEIENTO-

neutralizing antibodies to the drug ranges from 6.5
to 45%, which limits its clinical effectiveness [10, 11].
A relatively new TNF-a inhibitor is certolizumab
pegol. The peculiarity of the drug lies in its structure:
the antigen-binding fragment of a humanized anti-
body is conjugated to a fragment of polyethylene gly-
col, which, on the one hand, increases the half-life of
certolizumab pegol similar to that for a complete
antibody and, on the other hand, the absence of the
immunoglobulin Fc fragment prevents complement
fixation and does not provoke antibody-dependent
cellular cytotoxicity [10, 11]. It is known that TNF-a
is involved in the early stages of the inflammatory
process and has a wide range of biological activity
due to the ability to induce the expression of other
proinflammatory cytokines and chemoattractants,
and enhance their effects. It is with the universal
mechanism of action of the key inflammatory media-
tor that possible complications associated with the
use of TNF-a inhibitors are associated: an increased
risk of opportunistic infections, tuberculosis and
neoplastic processes [8, 12].

Ustekinumab, a fully human monoclonal anti-
body to the P40 subunit, which is common to IL-12
and IL-23, has a mechanism of action different from
TNF-a inhibitors. When bound to IL-12,
ustekinumab prevents the interaction of the cyto-
kine with immune cell receptors and, as a result,
reduces the number of the Th1 subpopulation. Inhi-
bition of IL-23 activity reduces Th17 differentiation
from naive T lymphocytes. In this way, the produc-
tion of pro-inflammatory mediators by Thi and
Th17 cells, which play an important role in the
immune pathogenesis of the disease, is stopped.
During monotherapy with ustekinumab, patients
do not experience an increased risk of serious infec-
tions compared with the use of TNF-a inhibitors
and basic anti-inflammatory drugs. In addition, the
low immunogenicity of the drug was established
with the frequency of antibodies occurring in 3.8—
6.0% of patients [3, 8, 10, 11].

As a result of further immunological and genetic
studies, the leading role of the 1L-23/IL-17 immune
axis in the maintenance, regulation and enhance-
ment of the inflammatory process in psoriasis was
revealed. In this regard, all recent innovative devel-
opments of biological agents have focused on these
therapeutic targets [4]. The first IL-17 inhibitor,
secukinumab, was registered for use in the Russian
Federation in 2016. The drug is a fully human mono-
clonal antibody that binds and neutralizes IL-17A.
Blockade of IL-17 reduces the synthesis of pro-
inflammatory cytokines and inhibits the secretion of
chemokines by keratinocytes, resulting in the sup-
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paMu UMMYHHBIX KJIETOK U, KaK CJIe/ICTBUE, YMEHb-
[IaeT YucJIeHHocTh cybmomyssanuu Thi. ITomasie-
HHE aKTUBHOCTH 1L-23 cHMkaeT quddepeHITupoBKyY
Th17 u3 HauBHbIX T-1uMbonuToB. TakuM 06pazom
MIPOUCXOAUT IpeKkpainenre Beipaborku Thi u Thi7-
KJIETKaMHU ITPOBOCHAJIUTEIFHBIX MEANATOPOB, UT'Pa-
IOIUX BXKHYIO POJIb B UMMYHHOM IIaTOreHe3e 3260~
sneBaHus. Ha poHe MOHOTEpANINU yCTEKMHYMAaOOM y
OOJIbHBIX HE PEruCTPUPYETCS TOBBIIMIEHUS PUCKA
cepbe3HbIX UHQEKIUN 110 CpaBHEHUIO ¢ IIPUMeHe-
HueM wuWHrubutropoB OHO-a u J1eKapCTBEHHBIX
cpenicTB 6a3MCHON IPOTHBOBOCIATUTEHLHOU Tepa-
nuu. IloMmrmMo 3TOro0, yeTaHOBJIEHA HU3KAsd HMMYHO-
TeHHOCTh IIpemapaTa C YacTOTOH BCTPeYaeMOCTH
a"TuTENn y 3.8—6.0 % maruenTos [3, 8, 10, 11].

B pesysibTare ManbHERNINX UMMYHOJOTHIECKUX
U TeHEeTUYECKUX HCCIe0BAaHUN ObLIa BBIABJIEHA
BeyIasi posib UMMyHHOH ocu IL-23/IL-17 B mop-
Jlep>KaHUM, PeryJifallui U YCUJIEHHU BOCIIQIUTEsIb-
HOTO IIpoliecca IpH Icopuase. B ¢BA3u ¢ 3TUM Bee
IOoCJIeIHYe NHHOBAIIMOHHBIE Pa3pabOTKU OGUOIOTH-
YeCKHUX IIpernapaToB ObUIM COCPEAOTOUYEHBI HA JaH-
HBIX TEPANIEBTHYECKUX MUITIEHSX [4]. [IepBbIf HHTH-
6urop IL-17 — cekykuHymab — ObLT 3aperUCTPUPO-
BaH /I mpuMeHeHus B Poccuiickoii ®esepanyu B
2016 1. [IpenapaT fABIsETCSA MOJIHOCTHIO UeJIOBEUe-
CKUM MOHOKJIOHAJIBHBIM aHTHUTEJIOM, CBS3BIBAIO-
muM u Heutpanuaywmum [L-17A. Biaokaga IL-17
CHIDKAeT CHHTE3 IIPOBOCHAIUTEIBHBIX ITUTOKUHOB,
TOPMO3HUT CEKPEIHNIO KEPATUHOIIUTAMHU XEMOKHHOB,
BCJIEJICTBUE YETO MPOUCXOAUT yrHeTeHHe BOCIIaIH-
TeJIbHOU peaknuu. dPPEKTUBHOCTh CEeKyKHHyMaba
JIOKa3aHa MHOTOYHCJIEHHBIMHU PaHOMU3UPOBAaH-
HBIMU KJIWHUYECKUMU HCC/IEIOBAHUAMM, a aHTH-
TeJIa K Ipernapary oOHapy:KUBAIOTCA pesKo (<0.4 %
[aIEeHTOB) U He CBA3AHBI C TOTepel ero 3pdeKTrB-
HOCTH [3, 10—12]. CJIeIyIoIuM IpenapaToM, ¢ BbICO-
KOU a(PUHHOCTHIO U CIIEMU(PUIHOCTHIO CBA3BIBAIO-
muM IL-17A, ABisercs T'yMaHU3UPOBAHHOE MOHO-
KJIOHQUIbHOE AaHTHUTEJIO UKCEKU3yMab, JEMOHCTPUPY-
IOIIUH BBICOKYI0 KJIUHHUYECKYIO 3(POEKTHBHOCTS.
HeitTpanusyomme aHTUTeNA K IIpernapaTy BBIABIIA-
0TcsA y 9—13.4 % OOJIbHBIX [10, 11].

B ycrnoBuAx HeCTaOMIBHOCTH MEXKIYHAapOJIHOTO
MMOJIUTUYECKOTO MPOCTPAHCTBA M PACTYIIEr0 KOJIH-
JecTBAa CAaHKIIUHM B OTHOIIEHWU Hallled CTpaHBI Bce
0oJtee aKTyaJIbHBIM CTAHOBUTCS ITPUMEHEHNE B KIIU-
HHU4YecKol mpakTuke oreuecrBeHHoro I'MIBII Hera-
kuMaba. Herakumab sABJIsieTCSI XUMEPHBIM BBICOKO-
rYMaHU3UPOBAHHBIM MOHOKJIOHAJIBHBIM aHTUTEJIOM
k IL-17A Ha OCHOBe UMMYHOTJIOOYJIMHA JIaMbl, pas-
paboTaHHBIM ¥ MPOU3BOAMMBIM HAa TEPPUTOPHUU
Poccutickori  ®Denepanuu. PaHIOMH3UpPOBAaHHOE
JIBOITHOE CJIETIOe I11a1e60-KOHTPOTUPYEMOe KITHHU-

pression of the inflammatory response. The efficacy
of secukinumab has been proven in numerous ran-
domized clinical trials, and antibodies to the drug are
rarely detected (<0.4% of patients) and are not asso-
ciated with loss of its efficacy [3, 10—12]. The next
drug that binds IL-17A with high affinity and speci-
ficity is the humanized monoclonal antibody ixeki-
zumab, which demonstrates high clinical efficacy.
Neutralizing antibodies to the drug are detected in
9-13.4% of patients [10, 11].

Amidst of instability in the international politi-
cal space and a growing number of sanctions
against our country, the use of domestic biologic
agent, netakimab in clinical practice is becoming
increasingly relevant. Netakimab is a chimeric
highly humanized monoclonal llama-derived anti-
body to IL-17A, developed and produced in the
Russian Federation. A randomized, double-blind,
placebo-controlled clinical study BCD-085-7
(PLANETA) showed high efficacy, safety and low
immunogenicity of the drug in patients with mod-
erate to severe psoriasis. A decrease in the Psoria-
sis Area and Severity Index (PASI) by 75%
(PASI 75) from the baseline at the 12th week of
treatment was recorded in 83% of patients inject-
ing netakimab once every 4 weeks, and the state of
clear or almost clear skin was achieved in 80% of
cases. During the study, only one serious adverse
event was identified among 213 patients treated:
right lower lobe pneumonia. Other adverse reac-
tions consisted of various laboratory abnormali-
ties (leukopenia, neutropenia, hyperbilirubinemia
and hyperglycemia), were not accompanied by
clinical symptoms and did not exceed 5%. The
immunogenicity analysis showed the production
of neutralizing antibodies 12 weeks after therapy
in one patient (0.5%), while their neutralizing
activity was not detected [12, 13].

Currently, IL-23 is considered the main regula-
tory cytokine that is involved in the immunopatho-
genesis of psoriasis. It activates the differentiation,
proliferation, long-term survival of Th-17 lympho-
cytes and their IL-17 production. This is how bio-
logics emerged, which selectively neutralize the p19
subunit of IL-23. Guselkumab, a fully human mono-
clonal antibody and the first agent of this group,
was registered in the Russian Federation in 2019.
Inhibition of IL-23 reduces the number of Th-17
and their activity, and therefore the level of circu-
lating IL-17. According to the studies, a 75%
decrease in PASI from the baseline at the 16th week
of treatment with guselkumab at a dose of 100 mg
was in more than 90% of patients, a 90% decrease
in PASI (PASI 90) and a 100% decrease (PASI100) —
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yeckoe wucciaenosanne BCD-085-7 (PLANETA)
I0Ka3aJI0 BBICOKYIO 3(pPeKTHBHOCTH, 6€3011aCHOCTh
U HU3KYI0 UMMYHOT€HHOCTH IIpernapara y mnaryeH-
TOB C IICOPUA30M YMEPEHHOTO U THAMKEJIOTO TeUeHU .
CHIDKeHNe HH/EKCA PACIPOCTPAHEHHOCTH U TsXKe-
cru ncopuaza PASI (Psoriasis Area and Severity
Index) Ha 75 % (PASI 75) OT HCXOZHOrO Ha 12-H
HeJleJie JieueHusl OBbLJI0 3aperucTpupoBaHo y 83 %
MalueHTOB, NMPUMEHAIINX HeTakuMab 1 pa3 B
4 HeJl, a COCTOSTHHE «YHUCTON» HJIH «IIOYTH YUCTOH»
KOKU OBLIIO JJOCTUTHYTO B 80 % cirydaeB. 3a BpeMs
HCC/IeTOBAaHUSA Cpelu 213 OOJIBbHBIX, IOJIyYaBIIHX
JiedeHre, OBLIO BBISBJIEHO JIHIIL OJHO CEPHE3HOE
HelKeJIaTeJIbHOe sSIBJIEHNE: TPABOCTOPOHHSIS HIKHe-
JlosieBasi MHEBMOHUA. [IpyTrue HexeaTeIbHbIE peaK-
OUU 3aKJII0YJINCh B PA3JIMYHBIX OTKJIOHEHUAX
J1abOpaTOPHBIX TOKa3aTesel (JIeHKoeH s, HEUTPO-
[eHUsA, TUIEPOUTUPYONHEMUA U THIIEPIJINKEMUS),
He COITPOBOXK/IAINCH KIMHUYECKOU CUMIITOMAaTHKON
U He IIPEBBIIIAJIN 110 YAaCTOTe NPOosABJIeHus 5 %. AHa-
JIN3 UMMYHOT€HHOCTHU TTOKa3asl pOpMHUPOBAHUE CBS-
3YIOIIUX aHTUTEJI Uyepe3 12 HeJl Tepaluu y OJHOTO
marnuenTa (0.5 %), Ipu 5TOM He OBLIIO BBISBJIEHO HX
HEUTpaIU3yIolel akTUBHOCTH [12, 13].

B nacrosIee BpeMs OCHOBHBIM PeryJIATOPHBIM
[IUTOKMHOM B MMMYHOIIAaTOT€He3e IIcopHua3a CInTa-
ercsa IL-23. O axTuBupyeT AuddepeHINPOBKY,
npoaudepanuo, JIUTebHOe BbDKHBaHWe Th-17
auM@oIUTOB U mpoayknuoo umu IL-17. Tak nosBu-
smch TYBII, u3bupaTesbHO HEUTPATU3YIOIIHE CYyO'h-
equuuny pi19 IL-23. T'ycenpkyma® — ITOJHOCTHIO
YyeJIoBeYeCKOe MOHOKJIOHAJIBHOE AHTUTENIO U Iiep-
BBII TIpemnapaT JaHHOU IPyNIbl — ObLI 3apETUCTPH-
poBaHn B Poccuiickoii ®enepanuu B 2019 r. THruou-
poBanue IL-23 cHukaer KoaudecTBo Th-17 u ux
aKTHUBHOCTb, & CJIEI0BATEIBLHO — U YPOBEHb ITUPKY-
saupyioriero 1L-17. Tlo gaHHBIM HCCII€/IOBAaHUN CHU-
sxeHue uHAexkca PASI Ha 75 % OT MCXOHOTO Ha 16-1
HeJlesie JieueHus TyceJIbKymaboM B 103e 100 MT
peructpupoBasachk 6ojiee ueM y 90 % MaleHTOB,
camxenue PASI Ha 90 % (PASI 90) u Ha 100 %
(PASI 100) — y 73 1 37 % cooTBeTCTBEHHO. [ToMuMO
9TOTO, 3G (PEKTUBHOCTD Mpenapara 6bLIa TPOAEMOH-
CTPUPOBAaHA y NAIMEHTOB C HEOCTATOUHBIM KJIMHU-
4YeCcKUM OTBETOM Ha npeablayinyro Tepanuioo I'MBII
Ipyrux Tpymn (azamuMymMaboM, YCTEKMHyMaOoM).
I'ycenbkymab o6J1aiaeT HUBKOM KMMYHOT€HHOCTBIO:
oOHapyKeHHbIe aHTUTeJa K IperapaTy He BBI3bI-
BaJI U3MEeHEeHUH KINHUYECKOTO OTBeTa WU Pa3BU-
THS PEAKIUH B MECTe UHBEKITUH [3, 10, 14, 15].

Pucankusymab — erie ogauH uHruburtop IL-23,
OOOPEHHBIH 171l JieueHus OJISAIIEeYHOro Imcopuasa
MuHHCTEPCTBOM  3/IpaBOOXpaHeHUsT Poccuiickoi
®enepani B 2020 r. OTJIUYUTESTBHONH 4YepTOH

in 73 and 37%, respectively. In addition, the effec-
tiveness of the drug was demonstrated in patients
with poor clinical response to previous therapy with
biologics of other groups (adalimumab, ustekinu-
mab). Guselkumab has low immunogenicity:
detected antibodies to the drug did not cause
changes in the clinical response or reactions at the
injection site [3, 10, 14, 15].

Risankizumab is another IL-23 inhibitor
approved for the treatment of plaque psoriasis by
the Ministry of Health of the Russian Federation
in 2020. A distinctive feature of risankizumab is
the frequency of drug administration: after the
induction dose — once every 12 weeks, which
undoubtedly increases patient adherence to ther-
apy. In addition, there is evidence that risanki-
zumab is more effective than the IL-17 inhibitor
secukinumab and the IL-12/IL-23 inhibitor
ustekinumab [14-16].

Thus, biologics, being selective inhibitors of the
synthesis of proinflammatory cytokines and lympho-
cyte activity, have a selective effect on the immune
mechanisms of psoriasis development, while not
affecting cells of other organs and systems. The Clin-
ical Guidelines “Psoriasis”, developed by the Russian
Society of Dermatovenereologists and Cosmetolo-
gists and approved by the Scientific and Practical
Council of the Ministry of Health of the Russian Fed-
eration in 2023, indicate the possibility of using
monoclonal antibodies for moderate or severe pso-
riasis only if the basic systemic treatment are ineffec-
tive (methotrexate, retinoids for the treatment of
psoriasis, cyclosporine, ultraviolet irradiation of the
skin) or if there are contraindications to the latter [1].
However, recently, the question of using biologics at
an early stage of the aggressive course of the disease,
without waiting for damage to the musculoskeletal
system and the manifestation of other comorbidities,
has been increasingly raised among experts. This
approach is especially relevant in cases where psori-
asis causes significant psychosocial stress in the
patient.

It is known that the quality of life of patients with
psoriasis decreases not only due to their physical
impairment, but also due to problems with establish-
ing interpersonal and social relationships, feelings of
stigmatization, and an occupational activity impair-
ment [17—-20]. Many patients, especially those with
severe form of the disease, are concerned about a low
effectiveness of treatment. For example, in a survey
of 6194 patients with severe psoriasis, 79% reported
that psoriasis had a negative impact on their lives,
40% felt frustrated with the ineffectiveness of their
current therapies, and 32% reported that treatment
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pucaHkusymaba fBJSETCS KPaTHOCTb BBeJEHUS
JIEKaPCTBEHHOTO CPEZICTBA: IOCJIE WHAYKIIMOHHOU
JIO3BI — OJIVH pa3 B 12 HEJ[, UTO, HECOMHEHHO, TIOBBI-
IIaeT TPUBEPKEHHOCTh IAI[MEHTOB K TepaIuy.
Kpowme Toro, mocTymnHb! JaHHbIe 0 60JIbIIEH 3D dek-
TUBHOCTH PUCAHKN3yMaba 110 CpaBHEHUIO C UHTUOHU-
topoMm IL-17 cexkykmHymMaboM W € WHTrHOUTOPOM
IL-12/IL-23 ycrekunymabom [14—16].

Taxkum obpazom, I'IBII, AB/IsASICH CEJIEKTUBHBIMU
UHTUOUTOPAMU CUHTE3a IIPOBOCIAIUTEIIbHBIX IIUTO-
KHHOB ¥ AaKTHUBHOCTH JIMMQOIUTOB, OKa3bIBAIOT
n36bupaTeIbHOE BO3/IENICTBHE HA UMMYHHBIE MeXa-
HHU3MBI PAa3BUTHUA IICOPUA3a, IPU 5TOM HE BIUAIOT Ha
KJIETKU JIDYTUX OPTaHOB U CHUCTEM. B KIMHUYECKUX
pexomenyanuax «Ilcopuas», pazpaboranusix Poc-
CUUCKHUM OOIIECTBOM JIEpMATOBEHEPOJIOTOB U KOC-
METOJIOTOB U 07[00peHHbIX HaydHO-IpaKTUYeCKUM
Coserom Mun3gpasa PO B 2023 r., yka3pIBaeTcs Ha
BO3MOJKHOCTh  IIPUMEHEHUs  MOHOKJIOHAJIBHBIX
AQHTHUTEJ IIPU [ICOPHA3€e CPEeHEN WU TSXKEJIOU CTe-
TIEHU TSKECTH TOJIBKO TIPU HEAOCTATOUHOU 3(pdek-
TUBHOCTU 0A3UCHBIX CPEJCTB CHCTEMHOIO JI€UEHUS
(MeToTpekcar, peTUHOUbI JIJIsl JIeYeHUs TICOPUasa,
IUKJIOCIIOPUH,  yJIbTpaduosieToBoe  OOJIyueHue
KOXH1) JTMOO TIpU HAJIWYUM MPOTUBOIIOKA3aHUHU K
TakoBbIM [1]. OiHAKO B ITOCJIEIHEE BPEMS BCE Yallle
CpeZly SKCIEPTOB MOTHIMAETCS BOIIPOC O pUMeHe-
wuu MBIl Ha paHHEN CTaJUU arpecCHBHOTO Tede-
Husl 0OJIe3HU, He JIOXKUAAACh MMOPaYKEHUs OTIOPHO-
JIBUTATEJIbHOTO ammapaTa W IPOSBJIEHUS IPYTUX
KOMOPOHUTHBIX cOCTOSTHUH. OCOOEHHO TaKOH OJIXO]
aKTyaJieH B CJIydasx, KOI/la IICOPHa3 CTAHOBUTCSA
NPUYMHOU 3HAYUTEJIBHOM IICUXOJOTUYECKOU U
COLMATBHOM JIe3a/IaTAIIN AI[UeHTa.

N3BecTHO, UTO KaUeCTBO KU3HU OOTHHBIX IICOPHU-
a30M CHIDKAETCS He TOJIBKO U3-3a HAPYIIEHUs KX
(pm3mUIECKOr0 COCTOSHUA, HO U BCJIE/ICTBHE IPOOIeM
C YCTAaHOBJIEHHMEM MEXJIMYHOCTHBIX U COIMATBHBIX
OTHOIIIEHU, OIIYIIEHUs] CTUTMATHU3alNH, & TaKXKe
CHIDKEHUsI KavyecTBa TPY/IOBOU JEATEHHOCTH [17—
20]. MHOTHX AIIUEHTOB, 0COOEHHO C TAKeI0H dop-
MOU 3aboJieBaHUsA, 6ECIOKOUT HHU3Kas 3(DGEKTHB-
HOCTb JieueHHs. Tak, Hanpumep, npu ompoce 6194
OOJIPHBIX TSKEIBIM TICOPUAZOM 79 % COOOIIMIIH, UTO
Icopua3 0Ka3aJl HETATUBHOE BIIMSIHUE HA UX KU3Hb,
40 % 6pUTH pazoyapoBaHbl HEI(DGHEKTUBHOCTHIO HX
TEKYIINX METOJIOB JIEUeHH, a 32 % PEeCIOH/IEHTOB
CUHUTAJIH, UTO JIeYeHHe ObLIO HEJIOCTATOUHO 3 dek-
TUBHBIM [20]. OcobGeHHO ciieryeT 0OpaTUTh BHUMA-
HU€ B 9TOM OTHOIIIEHUH Ha JIa[OHHO-TIO/IONIIBEHHBIH
ICopHas, KOTOPBIH, IO CPABHEHUIO C OJIAIIEUHOUN
(opmoii 3abosieBaHMsA, CBA3AH ¢ OOJIBIITIMHU TPYAHO-
CTSIMU B TIOBCEZITHEBHOM JKU3HU U B CAMOOOCITY?>KHBa-
HuwM [21].

was not aggressive enough [20]. Particular attention
should be paid in this regard to palmoplantar psoria-
sis, which, compared to plaque psoriasis, is associ-
ated with greater difficulties in everyday life and self-
care [21].

AIM OF THE RESEARCH

To present an example of the early use of biologic
agent for treatment of moderate psoriasis of a prob-
lem localization, prescribed with account taken of
clinical and social/psychological characteristics of a
patient.

CASE REPORT

Female patient F., 54 years old, an anesthesiolo-
gist and critical care physician, applied for a consul-
tation with a dermatologist by referral of a rheuma-
tologist with complaints of eruptions on the skin of
hands, accompanied by itching, burning, peeling,
and skin chapping. As well as limited mobility, morn-
ing stiffness and pain in the interphalangeal joints,
but these ailed the patient less than skin manifesta-
tions. The patient came to the office with her daugh-
ter, feeling depressed because her hands skin condi-
tion does not allow to appropriately work with
patients, and execute her occupational duties as an
anesthesiologist and critical care physician; she takes
antidepressants.

From history: according to the patient, eruptions
on the skin of her hands appeared firstly about a year
ago, simultaneously with inflammation of the inter-
phalangeal joints. For this reason she sought a rheu-
matologist’ attention, since edema and pain in the
small joints of both hands made her occupational
activities difficult.

From the medical record provided by the patient,
it is known that based on complaints, anamnestic
data, physical examination data, as well as labora-
tory findings (complete blood count with erythro-
cyte sedimentation rate, blood biochemistry with
assessment of the level of C-reactive serum protein,
and rheumatoid factor values) and hand radiogra-
phy findings, the rheumatologist diagnosed with
psoriatic distal interphalangeal arthritis (L40.51)
[22]. The diagnosis of psoriatic arthritis was estab-
lished in accordance with the CASPAR criteria
(ClASsification criteria for Psoriatic ARthritis,
2006), i.e. patients must have signs of inflamma-
tory joint disease (arthritis, spondylitis or enthesi-
tis) and at least 3 points on other clinical signs (cur-
rent psoriasis at presentation or a history of psoria-
sis, nail damage, rheumatoid factor negativity,
dactylitis, radiographic signs of juxtaarticular new
bone formation) [23].
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IOEJIb NCCJIEAOBAHUA

[IpepcraBUTh TPUMED pPAHHETO IPUMEHEHHS
TeHHO-WHKEHEPHOU OWOJIOTMUECKOW Teparuu Cpe-
HETSIKEJIOTO TICopHasa «IIpobIeMHON» JIOKAIM3AIUH,
Ha3HAUYEHHOU C YYeTOM KJIMHUYECKUX U COLUAIbHO-
MICUXOJIOTMYECKUX XapAKTEPHUCTHK ITAIleHTA.

KINHUYECKUU CJIYUAU

BonbHast @., 54 rojma, Bpau — aHECTE3UOJIOT-
peaHuMaToJIor, 00paTwiach Ha KOHCYJIbTAaTHBHBIN
IpUeM K JIepMaTOJIOTy 10 HANPaBJIEHUIO PEBMATO-
Jiora C jKayi06aMM Ha BBICBHIITAHMSA HA KOXKE KHCTEH,
COIIPOBOKJIAIONINECA 3Y/IOM, MOKEHNeM, IIesyle-
HUeM, TOosBJIeHHeM TpeliuH. EcTh orpaHuueHue
MIO/IBMKHOCTH, YTPEHHSAA CKOBAHHOCTh U O0JIe3HEH-
HOCTb MeK(aJaHTOBBIX CYCTABOB, HO OHU OECTIOKOSIT
MaEeHTKy MEHbIIEe, YeM KOXKHBbIE ITPOSIBJIEHUS.
ITanmenTka OpUILIa HA TPUEM C I0YEPHIO, IICHUXO-
SMOITMOHAJIbHO IIOJIaBJIEeHA TEM, YTO COCTOSHHE
KOJKU KHCTel He J]JaeT el BO3MOKHOCTH ITOJIHOLIEHHO
paborath ¢ malleHTaMH U BBIIOJIHATH CBOU IIpodec-
CHUOHAJIbHbIE O0sI3aHHOCTH aHECTe3UO0JIOTa-peaHu-
MaroJiora, IPUHUMAET AaHTH/IEPECCAHTBL.

AHavHe3 3aboJyieBaHUA: CO CJIOB IAIMEHTKH,
BIIEpBBIe BBICHIIIAHUSA Ha KOXKE€ KUCTeH IMOSBUJINCH
OKOJIO TO/Ia Ha3a/l OJTHOBPEMEHHO C BOCHAJIEHHEM
Me>x(aJaHTOBBIX CYCTABOB, I10 IIOBO/LY Yero 00paTH-
Jl1ach K PEBMATOJIOTY, TaK KaK OTEK U 60JIE3HEHHOCTh
MEJIKUX CyCTaBOB 00erX KHCTel 3aTPyHSAIH ee IIpo-
(¢eccroHaTIBHYIO Z1€SITETHHOCTD.

VI3 MeaUIIMHCKOH IOKYMEHTAIINH, IIPEICTaBIIEH-
HOU MaIllMeHTKOM, M3BECTHO, YTO HAa OCHOBAHUU
K100, aHaMHe3a, JAHHBIX GU3UKIHHOTO 00CIeo-
BaHUs, a TAK)KE Pe3yJIbTaTOB JIA00PaTOPHBIX (0OIIIHi
aHAJIN3 KPOBU C HCCJIEJJTOBAHUEM CKOPOCTH Ocefa-
HUA HPUTPOLIUTOB, aHAJIN3 KPOBU OHOXUMUYECKUT
o0IeTepanieBTUYECKU ¢ OIEHKOH  YPOBHSA
C-peaxkTuBHOTO 6€ejiKa B CHIBOPOTKE KPOBH, OIIpeie-
JIeHHE COZIep:KaHUs pPeBMaTOUAHOro ¢akTopa B
KPOBH) W HWHCTPYMEHTAJIBHBIX (peHTreHorpadus
KHUCTEN) IMaTHOCTUYECKUX UCCIIEIOBAHUN pPEBMATO-
JIOTOM OBLT IMAaTHOCTHPOBAH IICOPUATUYECKUH JHIC-
TaJbHBIA Mexkdananrossii aptput (L40.51) [22].
JlnarHos mcopuaTUYecKoro apTpura ObUT YCTaHOB-
ageH B coorBercTBUu ¢ kpurtepusamu CASPAR
(ClASsification criteria for Psoriatic ARthritis, 2006),
COTJIACHO KOTOPBIM IMAITUEHTHI JIOJKHBI HMETH TTPH-
3HAKH BOCIAJIUTEJIBHOTO 3a00JIeBaHUA CyCTaBOB
(apTpuT, CIOHAWINT WX DHTE3UT) U 3 winu OoJee
basuta 1o IPYTUM KJIMHUYECKUM INpU3HaKaM (IIco-
puaTuyeckoe mopakeHue KoKy Ha MOMEHT OCMOTpa
WIN B aHAMHe3e, IOpaKeHNe HOTTEH, OTPHUIATEb-
HBI PeBMATOUIHBIA (HAKTOP, NAKTUIUT, PEHTTE€HO-

After the diagnosis was established, the patient
received treatment with nonsteroidal anti-inflam-
matory drugs, as well as therapy with glucocortico-
steroids and calcipotriol topically showing the
short-term improvement. The pathological process
on the skin of the hands persisted, which, to a cer-
tain extent, is due to the occupational activity of the
patient (performing the duties of an anesthesiolo-
gist and critical care physician, she wears tight rub-
ber medical gloves for a long time, which, of course,
provokes the Koebner phenomenon — an isomor-
phic reaction characterized by the appearance of
new erythematous-squamous lesions in the area of
skin irritation).

Status localis: the pathological process is sym-
metrical and localized. On the back of the hands,
peeling papules are visualized above the slightly
deformed interphalangeal joints (Fig. 1). On the
skin of the palms erythematous-squamous plaques
with severe infiltration, peeling and skin chapping
(Fig. 2). The PASI score was 10, which is the mini-
mum indicator corresponding to moderate pso-
riasis.

Diagnosis: Palmoplantar psoriasis (L40.0). Pso-
riatic distal interphalangeal arthritis (L40.51)

The purpose of the consultation was to adjust
therapy and resolve the issue of prescribing metho-
trexate to relieve psoriatic lesions on the skin of the
hands. However, the patient, as a doctor with an
extensive professional experience, knew the side
effects of methotrexate and emphatically refused to
take it.

Therefore, taking into account the problem local-
ization of skin eruptions on the hands, the social
(primarily occupational) and psychological charac-
teristics of the patient, the medical board recom-
mended therapy with biologic agent, secukinumab.
The choice of biologics is based on published clinical
trial data demonstrating the high effectiveness of
secukinumab in psoriasis of problem localization,
including palmoplantar psoriasis which is difficult to
treat, as well as in patients with signs of psoriatic
arthritis [16, 24—27].

Before starting therapy, the patient underwent
conventional examinations to identify possible con-
traindications to the use of biologics: testing for HIV,
hepatitis B, C, tuberculosis (chest x-ray, consultation
with a tuberculosis physician), exclusion of oncologi-
cal diseases, blood count and urinalysis, blood bio-
chemistry (level of glucose, ALAT, ASAT, gamma-
GT, creatinine, C-reactive protein, lipids). During
the examination, tuberculosis and other infectious
diseases were excluded, no signs of oncological dis-
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JIOTHYECKUe MPU3HAKU BHECYCTABHON KOCTHOU IIPO-
sudepanun) [23].

ITocsie MOCTAaHOBKU AMAaTrHO3a MAIlMEHTKA IOJIy-
yajia JieueHue HeCTEPOUIHBIMH ITPOTUBOBOCIIAIH-
TEJIbHBIMH CPEJICTBAMHM, a TaKKe HapyKHYIO0 Tepa-
MU0 TOIMHUYECKUMH TJIIOKOKOPTUKOCTEPOUJAMH |
KaJIBITUIIOTPHUOJIOM C KPaTKOBPEMEHHBIM YJIydIlle-
HueM. I1aToJIOTHYECKUH TMpoIlece Ha KOXKe KUCTeH
HENPEPHIBHO PEIUUBUPOBAJ, UTO, B OINpeIesIeH-
HOU CTeleHH, O0yCc/JIOBIeHO HpPodhecCHOHATBHOH
JIeSITETbHOCTBHIO TAlIMEHTKU (BBINOJIHASA 00s3aHHO-
CTH Bpada aHeCcTe3U0JIOTa-peaHuMaTroJiora, OHa
JUTUTETbHOE BPEMsI HAaXOUTCS B TECHBIX PE3MHOBBIX
IepyaTKax, 4To, 0e3yCJIOBHO, MPOBOIUPYET (peHOo-
MeH KéGHepa — nuzoMopdHYyI0 peakIuio, XapaKTepu-
3YIOIIYIOCS TIOSIBJIEHUEM CBEJKUX DPHUTEMATO3HO-
CKBaMO3HBIX BBICHIITAHUH B 00JIaCTH pasfparkeHust
KOKHOTO TIOKpOBa. JIOKaJIbHBIN CTATyC: MaTOJIOTH-
YeCKHUH MpoIecc CHMMETPUYHBIN, HOCHUT JIOKATU30-
BaHHBIN xapakTep. Ha ThLle KUCTeH Haja He3HAUH-
TeJbHO /1e(OPMHUPOBAHHBIMU MeK(haTaHTOBBIMU
CycTaBaMU BU3YaJTU3UPYIOTCS TMAIYJIbl C IIeIyIe-
HueM (puc. 1). Ha xoxke J1aJiIoHEN — 3pUTEMATO3HO-
CKBaMO3HbIE OJISAIIKKA C BBIPAXKEHHOU WHQUIbTpa-
HeH, mesyleHne, Tpeiuasb (puc. 2). Muaexkc PASI
cocTaBUJI 10 6AJIOB, YTO SABJIAETCS MUHUMAJIbHBIM
[OKa3aTeJieM, COOTBETCTBYIOIIIUM CPEJIHEN CTEeleHH
TSI?KECTH IICOpHa3a.

eases were detected, and no deviations from the ref-
erence range were found in blood count and blood
biochemistry. Thus, no contraindications to therapy
with secukinumab have been identified. According to
the package leaflets, secukinumab is prescribed at a
dose of 300 mg as two separate subcutaneous injec-
tions of 150 mg, the initial course was 4 weekly injec-
tions with transition to further therapy in the form of
monthly injections.

After a 4-week course, almost complete regres-
sion of psoriatic skin eruptions was noted. The
PASI score decreased to 1 point, i.e. a PASI 90 was
achieved (Fig. 3, 4), which corresponds to current
criteria for effective treatment of psoriasis [1].
Mild peeling remains, and, therefore, regular use
of emollients was recommended. The patient does
not complain of any pain or limited mobility of
the interphalangeal joints. To ensure long-term
management of the disease, therapy with
secukinumab was continued with as subcutane-
ous injections once every 4 weeks. Monitoring of
laboratory tests during the first month of therapy
was carried out once every 7 days (no deviations
were detected, the indicators were normal), then
once a month. The patient’s psychoemotional
state has stabilized. She performs manipulations
related to her occupational duties without dif-
ficulty.

Puc. 1. HeznauurenpHas nedopmanus Mesk(aIaHrOBBIX CyCTaBOB, HAIYJIE3HbIE BBICHIIIAHUA C IIETYIIIEHIEM
Fig. 1. Mild deformation of the interphalangeal joints, papular eruption with peeling
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Puc. 2. Ha koxe JIafioHel 3puTeMaTO3HO-CKBAMO3HBIE OJIAIIKY C BIPAKEHHON WHOUIbTPALMEN, IIETyIIEHUE, TPEIUHBI
Fig. 2. Erythematous-squamous plaques with severe infiltration, peeling, skin chapping, cracks on the skin of the palms

JuarHo3: JIaJlOHHO-TIO/IOIIBEHHBIA  IICOPHA3
(L40.0). IlcopuaTuyeckuii JUCTATbHBIN MeskdaIaH-
roBerit apTput (L40.51).

Ilenpio KOHCyJIbTAIUU ObLIAa KOPPEKIUA Tepa-
UM U PellleHHe BOIpoca O Ha3HAYEHUHN MeTOTPEK-
caTa UIsl KyIIUPOBAaHUS IICOPHUATUYECKOTO IIpoIiecca
Ha Koxke kucred. OIHaKO MAIMEHTKA, KaK Bpay C
60JbIIUM  TTPO(ECCHOHATBHBIM ~ CTaXKEM, 3HAET
nobounsle 3dEKTs MeTOTpeKcaTa U KaTeropude-
CKU OTKa3aJ1ach €ro IPHHUMATh.

IToaTOMY, yIUTBHIBasA «MPOOJIEMHYIO» JIOKAJIH3A-
[IMIO BBICBITAHUY HA KOXKE KHUCTEH PYK, COLHATbHbIE
(B mepBy10 04epesib — MPOQECCUOHAIIBHBIE) U TICHXO0-
JIOTHYECKUE XapaKTePUCTUKU MAalHeHTKH, Bpaueo-
HOU KOMHCCHEW ObLla pPEKOMEH/IOBaHA TeHHO-
nHkeHepHas 6uosiorndeckas tepamnus ([BT) cexy-
kuHymabom. Beibop npemapara s TUBT ocHoBan
Ha OIyOJINKOBAHHBIX IAHHBIX KJINHUYECKUX HCCIIe-
JIOBaHUM, CBU/IETEJICTBYIOIIUX O BBICOKOH d(pdek-
TUBHOCTU CEKYKHHyMaba IMpU ICOpHa3e CI0KHBIX
JIOKAJIM3allMK, BKJIIOYAs JIaJOHHO-IIOIOIIBEHHBIA
BapHUaHT, [IJIOXO0 MO/IAIOIIUICA JIEUEHUIO, & TAKKE Y
MaleHTOB ¢ [PU3HAKAMU  IICOPUATUYECKOTO
aprpura [16, 24—27].

CONCLUSION

Modern understanding of the pathogenetic aspects
of psoriasis and the associated development of biolog-
ics for the treatment of moderate to severe forms of
the disease have become the most important achieve-
ments, allowing not only to receive a high level of
treatment response, but also to successfully overcome
the psychosocial consequences of the disease.

Russian clinical guidelines use a stepwise approach
to the treatment of psoriasis. The first-line systemic
therapy includes drugs of basic anti-inflammatory
therapy — methotrexate, retinoids for the treatment of
psoriasis, cyclosporine, ultraviolet irradiation of the
skin. In the case of their ineffectiveness, intolerance,
or the presence of contraindications, prescribing bio-
logics is considered. The presented case report dem-
onstrates that the patient’s emphatic refusal of sys-
temic therapy for psoriasis (methotrexate) can also be
considered as a possible reason for the early use of
biologics, which allows recovering both the physical
and psychosocial status of the patient.
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conflict of interest.
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Puc. 3. Koxa ThUIBHOH ITOBEPXHOCTH KHCTEH OT BBICHIIAaHUH CBOOOAHA
Fig. 3. The skin on the back of the hands is free from eruptions

F

Puc. 4. CoxpaHsieTcss He3HAUNUTEIbHOE IIeJIyIIeHNe JIaJI0HeN
Fig. 4. Mild peeling on palms persists
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[lepesr HayasioM Tepanuy IMAlUEHTKA IPOIILIA
CTaHAAPTHBIE 00C/Ie/TOBAHUS /JIsI BBISBJIEHUS BO3-
MOXKHBIX IPOTHUBOIMOKA3aHUH K MIPUMEHEHHIO
TUBII: obciaemoBanua Ha BUY, rematutel B, C,
TyOepKyse3 (peHTreHoTpaduss OpraHOB TPyTHOH
KJIETKU, KOHCYJIbTalus (QTU3NATPA), HUCKIIOUEHHE
OHKOJIOTHYECKOTO IIpOIlecca, KJIMHUYECKHEe aHa-
JIN3BI KPOBU U MOYH, OMOXHMUUECKOE HCCIIEI0BaA-
HHe KpoBH (ypoBeHb rtoko3bl, AT, AcT, I'TT, kpe-
arnHUHA, C-peakTUBHOro Oeska, JIMIMUIHBIA IPO-
¢unp). Ilpu obcinemoBaHUM OBLIH  HCKTIOUEHBI
TybepKyJie3 U Ipyrre HH(PEKITMOHHbIE 3a00I€BaHUS,
MMPU3HAKOB OHKOJIOTMYECKON IATOJIOTUHM HE BBISAB-
JIEHO, B KJIMHUYECKOM U OMOXUMHUYECKOM aHaIu3ax
KPOBH OTKJIOHEHHH OT HOPMBI He OOHApy:KeHO.
Takum ob6pa3om, nporuponokaszanuid k 'UBT ceky-
KUHyMaboM He BbIsBIeHO. COTJIACHO HUHCTPYKIIHH
[0 MPUMEHEHUIO Tperapara, CeKyKnHyMab HazHa-
YeH B 7103 300 MT B BHJIE JIBYX OT/IEJIbHBIX ITOTKOMK-
HBIX UHDBEKIUH [0 150 MT, MHUIUHUPYIOIIHH Kypc
COCTaBUJI 4 €KeHeZIeTbHbIE HHBEKIINHU ¢ IEPEXOIOM
Ha JaJbHEUIIYI0 TEPAIHI0 B BU/IE €XKEMECTUHBIX
UHDBEKIIUH.

[Tocsie IpoBeIeHNS 4-HeETIbHOTO HHUITMUPYIO-
Iero Kypca OTMe€YeH IIPAKTHYECKH IIOJHBIA
perpecc ICOpPHUATUYECKUX BBICHIIaHUM. HWHAEKC
PASI cHuswicsa mo 1 6anna, T.e. ObLT JOCTUTHYT
pesyabrat PASI 90 (puc. 3, 4), YTO COOTBETCTBYET
COBpEMEHHBIM KpuTepusaM 3¢ GeKTUBHON Tepanuu
rcopuasa [1]. CoxpaHsieTcsl JIeTKOe IIeyleHue, B
CBSI3W C YeM ObLIO PEKOMEHJIOBAaHO PETYJISIPHOE
HCIIOJIb30BAHUE DMOJIEHTOB. DBOJIEBHEHHOCTH |
OTpAaHWYEHUSI IMOABIDKHOCTU  MeK(paTaHTOBBIX
cyctaBoB 0osibHasA He oTMeuaeT. Jlia obecieueHus
JUTUTEJIHOTO KOHTPOJIS Haj, 3abojieBaHUEM Tepa-
nusa 'MBII npozokeHa MOAKOKHBIMUA UHBEKIIH-
AMU 1 pa3 B 4 Hep. JIabopaTOpHBI KOHTPOJIb B
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SAK/IIOUEHWE

CoBpeMeHHOe TIOHHMMaHMe IIaTOTeHeTUYECKUX
3BEHBEB [ICOPHA3a U CBA3aHHAA C 9THUM pa3paboTka
TeHHO-MH)XEHEPHBIX OMOJIOTUYECKHUX IIPErapaToB
JUISL JIeYeHUs CPeNHeTsKENBbIX U TSKeJbIX (hopM
3a00JI€BAHUS CTAIN BAXKHEHIINMU JIOCTHIKEHUSMHU,
IIO3BOJISIONIMU He TOJIBKO ITOJIy9IaTh BRICOKUN YPO-
BeHb TEPaleBTUYECKOTO OTBETa, HO U YCIIENIHO
06OpOThCA € TICHUXOCOITUAJIBHBIMU ITOCIIEZCTBHUSMU
3a00J1eBaHUA.

B poccuiickux KIMHHYECKUX PeKOMeHanus
HCIIOJIB3YETCS CTYTIEHUATHIN OAXO0/T B JIEYEHUHU TICO-
puasa. K nepBoii JINHUH CUCTEMHOU TEPAIIUHA OTHO-
cATCA TpernapaThl 0a3UCHOM MPOTHBOBOCIIAUTEb-
HOH Tepanuu — METOTPEKCAT, PETHHOU/IBI /IJIs Jieue-
HUS IICOpPHAasa, IUKJIOCIOPHUH, YIbTPAdUOIETOBOE
obsyuenne koxu. [Ipu ux HeapdeKTUBHOCTH, Helle-
PEHOCUMOCTH WU HAJWYHUU IPOTHUBOIIOKA3AHUU K
UX IIPUMEHEHUIO0 PACCMATPUBAIOT BOIIPOC Ha3HAUe-
uusa ['NBT. [IpesicTaBieHHBIN KIMHUYECKUH CITydai
JIEMOHCTPUPYET, YTO KAaTErOPUUECKHH OTKa3 Malu-
€HTa OT CHUCTEMHOW 0Oa3WCHOU Tepaluu IIcopuasa
(MeToTpekcaTa) TaKKe MOKET PACCMaTPUBAThCA KaK
BO3MOXKHas1 IpU4rHa paHHero npuMenenus ['MBII,
II03BOJISIONIAA BOCCTAHOBUTD KaK (GU3UYECKUN, TaK
U IICUXOCOITUAJIBHBIN cTaTyc MarueHTa

KoH@uuKT HHTEPECOB. ABTOPHI 3aABJIAIOT 00
OTCYTCTBUH KOH(INKTA HHTEPECOB.
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