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Pesiome

BeeneHue. [lepmatonornyeckune HexxenatenbHole sBneHns (GHS) npy HasHavyeHMM MOHOKIOHAMbHBIX aHTUTEN K peLenTopy anuaep-
ManbHoro daktopa pocta (EGFR) passuBatotca B 50-90% cnyyaes. [lokazaHa npsmas KOppensumMoHHas CBS3b MexAy CTeneHblo
BbIPXXEHHOCTM AHS M NONOXWTENbHLIM TepaneBTUYecknM 3hdekToM MHrMbutopoB EGFR. Hu3kas addekTMBHOCTb CTaHAApTHbIX
MEeTOA0B NneyveHns AHS CHUXAET NPUBEPXKEHHOCTb K MPOTUBOOMYXONEBOW Tepanuu, NPUBOAUT K U3MEHEHMIO €e PeXnMa MK NOHON
OTMeHE, YTO OTPAXAETCS HA pe3ynbTaTtax NeyeHus.

Llenb. CpaBHUTL 3DOEKTUBHOCTb CTaHAAPTHOM M NPeLNOXKeHHbIX KOMOMHMPOBAHHbIX CXeM NOLAEPXMBAIOLLEN Tepanuu akHenono6-
HOM CbIMW, UHAYLMPOBAHHOW MOHOK/IOHANbHbIMK aHTUTeNamm kK EGFR.

Matepuanbl 1 MeToApl. 44 naumeHTa C akHenofobHoW cbinbto |-l cTeneHu TskecTv Bbinn BKNtOYEHb! B 12-HeaenbHoe uccnenoBaHne
W pacnpeneneHbl Ha TpY OAHOPOLHbIE FPYNMbl: rpynna 1a nonyyana nevyeHue nNo craHfapTHoOM cxeMme, rpynna 16 — kombuHMpoBaHHoe
NeyeHune B HENPEepPbLIBHOM pexuMme, rpynna 1B — KoOMOMHMPOBAHHOE NIeYEHNE B UHTEPMUTTUPYIOLLEM pexxmnMe. Bo Bpemst KOHTPONbHbIX
BM3WTOB ONPEeAENsNNCb AePMaTONOrMYeCKUn MHAEKC KaueCTBa XM3HU, MHAEKC IGA, TSKeCTb CbiMK C MCMOMb30BAHWEM CTAHAAPTU3M-
poBaHHoW wkanbl NCI-CTCAE v.4.03.

Pesynbtatel. B rpynnax 16 v 1B, rae naumeHTbl nonyyYanu KOMOMHMPOBAHHOE NeYeHWe, MONOXMUTENbHAS AMHAMMKA OTMEeYanach K
KOHLY NepBOW Hefenu Tepanum U CoXpaHanach Lo KOHUA uccnenoBaHums. Npu cpaBHeHnW nokasateneit rpynn 16 u 18 6onee Bbipa-
XEHHas AMHaMKMKa oTMevanach B rpynne 1. MauneHTsl rpynnbl 1a LEMOHCTPUPOBaNyM ynyylleHne nokasaTenei Ha NepBoi Hepene
Tepanuu, Ha BTOPOW M TpeTbei Heaensx BblpaXeHHOM AMHAaMMKKM He OTMeYanocb, Ha YeTBepToi Heaene 6biN0 3aperncTpupoBaHo
YXYALWEHNE KIMHUYECKMX NapaMETPOB, B CBA3M C YeM MaLMEHTOB AAHHOW rpynmbl NEPEBENM HA CXEMY JieYeHus rpynnbl 1B ¢ oCTU-
XeHMeM BbICTPOro NoNoXUTENbHOTO 3ddeKTa.

BbiBoabl. KoOMOMHMPOBaHHOE NeyeHne No MHTEPMUTTUPYIOLLEN CXEME, BKHOUAIOLLEE CUCTEMHYIO TEPANUI0 AOKCULMKIIMHOM U HapyK-
HOe NneyeHue: renb C METPOHUAA30M10M 1% u KpeMm C ruapoKopT130oHa aueTatoM 1% 1 dy3maoBoit kucnotoi 2%, obnanaet Hanbonb-
e 3PPEeKTUBHOCTLIO U JTyULLEN NePEHOCUMOCTbIO.

KnioueBble cnoBa: akHenonobHas Cbirb, TapreTHasi NPOTMBOOMYXO/IeBas Tepanus, LepMaTONOrMYeCcKUe HeXenaTenbHble SBIEHMS,
noaaepuBatoLLag tepanus, nHrnoutop EGFR
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Abstract

Introduction. Dermatologic adverse events (DAEs) occur in 50-90% of cases during anti-EGFR monoclonal antibody treatment.
Positive correlation between the severity of acneiform rash (AR) and the effectiveness of anti-EGFR management is established.
Low effectiveness of traditional treatment for AR impairs patients’ compliance, leads to dose reduction or drug discontinuation,
affecting treatment results.

Objective. To assess the effectiveness of traditional and proposed combined treatment for AR associated with anti-EGFR monoclo-
nal antibody therapy.
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Materials and methods. 44 patients with grade |-l acneiform rash were included in a 12-week study. Patients were divided into
3 equal groups and received different treatment: group 1a - traditional therapy, group 1b - combined continuous therapy, and group
1c - combined intermittent therapy. Assessment of clinical outcomes was performed with DLQOI, IGA score, and the NCI CTCAE v. 4.03.
Results. The severity of AR in groups 1b and 1c improved by the end of week 1, and this trend was kept until the end of the study.
The improvement was more prominent in group 1c comparing to group 1b. The severity of AR in group 1a improved by the end of
week 1. During weeks 2 and 3 there was no significant change. At week 4 a deterioration of the evaluated parameters was regis-
tered, and the treatment regimen in group 1a was changed according to the treatment protocols of group 1c with rapid improve-
ment of AR.

Conclusion. Combined intermittent therapy with systemic doxycycline and topical therapy with metronidazole 1% gel and cream
with hydrocortisone acetate 1% and fusidic acid 2% showed the best effectiveness and tolerability in patients with anti-EGFR
monoclonal antibody-related AR.
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BBEOEHUE

OMyXonsMM TONOBbl M leun (uetykcumab) [7, 11-13].

Mo paHHbIM BceMupHOM opraHu3auuu 34paBooOXpa-
HeHusa (BO3), B 2018 r. B Mupe 6bl10 3aperMcTpMpoBaHo
18,1 MIH HOBbIX Cy4aeB 3N10Ka4eCTBEHHbIX HOBOODOpa3oBa-
HUi (3HO) 1 9,6 MNH netanbHbix ncxonos ot 3HOL Mo MHe-
Huto BO3, npu COXpaHeHMM CyLecTBYKOLENA TeHAEHLMUM,
3abonesaemoctb 3HO Bo3pacteT Ha 60% B TeyeHue HanXKan-
wux 20 net. Ha Tepputopuu Poccuiickoit Mepepaumn B
TeyeHue nocnegHux 10 neT oTMeYaeTcs NOCTENEHHbIW poCT
3abonesaemoctvt 3HO, B TO BpeMS KaK ypOBEHb CMEPTHOCTH
COXpaHsAeTcs MpUMEpPHO Ha oaHoM ypoBHe [1]. Wwupokas
pacnpoCTPaHEHHOCTb U BbIPAKEHHAs COLMANbHAS 3HAUM-
MOCTb 3ab0neBaHMI AaHHOW TPYNMbl AeNatoT UCCIef0BaHMS
B 0613aCTM X NPOUNAKTUKM M NeYeHns OLHOW U3 Haubonee
BaXKHbIX 334a4 COBPEMEHHOM MEAMLMHCKOM HayKu. Ycnexu B
CLEPXXMBAHMM YPOBHSA CMEPTHOCTM BO MHOIOM CBS3aHbl C
NosSBNEHMEM HOBbIX MONEKYNSPHO-OPUEHTUPOBAHHBIX, Tap-
reTHbIX MpoTUBOONyxoneBbix npenapatos (TMM) [1-6].
MexaHW3M UX AeMCTBMS 3aKN0UaeTcs B M3OMpaTeNbHOM BO3-
[efiCTBUM Ha CUTHaAsbHble MONEKY/bl, UTPALOLLME KITHOYeBble
ponn B OHKOreHese.

K vactbiM noboyHbIM apdekTam TIMN oTHOCKMTCS pa3Bu-
TMe [LepMaTONOTMUYeCcKMX HexenatenbHblX geneHuin (gHA).
[aToreHeTMYeCckMe MexaHW3Mbl U NposBneHus oHA, accoum-
MpoBaHHbIX ¢ TII, 3HaYUTENBHO OTAMYAKTCA OT TaKOBbIX
npu gHS, pa3BmBaOLLMXCA Ha HOHe Nnpuema TPAAULMOHHbIX
XMMWOTepaneBTUYeCKMX Npenapatos. B cBg3u ¢ 3TmM pas-
paboTaHHble paHee MeTOLbl MOAAEPXKMBAIOLLETO NeYeHus,
KaK NpaBuio, He OatoT Xenaemoro adpdekta [7-10].

Mp1 Ha3HaYeHWW NpenapaToB U3 rPynmnbl MOHOKNOHANb-
HbIX aHTUTEN K peLenTopy 3nMAepManbHoOro Gakrtopa pocra
(EGFR) oHS B BMAe akHenoZoOHOM CbiMM pa3BMBAOTCA B
50-90% cnyyaes. [Npenapatbl A4aHHOMO KNacca B HacTosuee
BPEMS 3aHMMAIOT BAaXHYK pO/b B JIEYEHWM MALMEHTOB C
KONOpEeKTaNbHbIM pakoM (LeTykcMMab M naHuTymymab) u

L WHO report on cancer: setting priorities, investing wisely and providing care for all. Geneva:
World Health Organization; 2020. Licence: CC BY-NC-SA 3.0 1GO. Available at: https://www.
who.int/publications/i/item/who-report-on-cancer-setting-priorities-investing-wisely-and-
providing-care-for-all.

2 Pesxum goctyna: https://www.who.int/ru/news-room/detail/04-02-2020-who-outlines-steps-
to-save-7-million-lives-from-cancer.
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[lokasaHo, YTO akHemnoAobHas CbiMb CYLLECTBEHHO CHMXKAET
Ka4yeCTBO XM3HW NALMEHTOB, BbI3bIBASi 3HAUMTENbHbIA 3MO-
LMOHANbHbIA W dusnyecknin anckomdopt [14-17]. Huskas
3D PEKTUBHOCTb NeYeHMs aKHemnoJoOHOM CbiMM CHMXAET
NpWBEPXKEHHOCTb NALMEHTOB K MPOBOLMMOMY NIEYEHMIO, 3a4aC-
TYI0 MPWMBOAMT K WM3MEHEHWIO peXxuma MpOTUBOOMYXONEBOM
Tepanuu uamn ee NOMHOM OTMEHE, YTO OTPAXaeTCs Ha pe3ynbTa-
Tax Ie4YeHMs 1 YPOBHE BbPKMBAEMOCTM NaumeHToB [17]. BaxHo
OTMeTUTb, YTO [0Ka3aHa npsaMas KOPpensauMOoHHas CBSA3b
MeXAy CTENeHbl BbIPAXKEHHOCTM aKHEMOAOOHOM Cbinu U
TepaneBTMYeCKUM 3PHEKTOM MOHOKOHANbHbBIX AaHTUTEN K
EGFR: koxHble peakuuu cnyxat cBoeobpasHbiM MapkepoMm
abdektnsHocTn [10, 18-22]. Takum obpazom, npodunak-
TMKa W neYyeHue akHenopobHOW CbiMW, BO3HMKAKOLWEN Mpu
NeyeHnn MOHOK/IOHaNbHbIMKM aHTUTenammn kK EGFR, npuob-
peTatoT ocoboe 3HaveHue [23, 24].

UEJb

CpaBHWTb 3DPEKTUBHOCTb CTAHAAPTHON M NPELNOXKEH-
HbIX KOMOMHMPOBAHHbLIX CXEM MOLAEPXKMBAKOLLEN Tepanum
akHenofobHOM CbiNWU, MHAYLUMPOBAHHOMW MOHOK/IOHANb-
HbIMW @aHTUTENaMK K peuenTopy anNMAepManbHoro Gakropa
pocta (EGFR).

MATEPWAJIbl U METOAbI

Mop HabnogeHMeM Haxoamnocb 44 nauueHTa C akHe-
nofobHo cbinbto | =11 cTeneHun TsxecT B Bo3pacTe OT 36 [0
73 net (27 (61,4%) >xeHwmH v 17 (38,6%) My>xumnH). MaumeHTs
66111 pacnpeneneHbl HAa TpU OAHOPOAHbIe rpynnbl no 15,15
n 14 yenoBek B 3aBMCMMOCTM OT NPOBOAMMOW Tepanuu no
noBOAYy akHenoaobHom coinu (maba. 1).

lMaumeHTaM Bcex rpynn NpoBOAMAACh NOALEPXKMBAOLLAS
Tepanus no ClemyllmnM cxemam: B rpynne 1a naumeHTbl
MoNy4yanu TOMbKO HAapyXHOe fedvyeHue Mo CTaHLapTHOW
cxeMe, B rpynne 16 - KOMOMHMPOBaHHOE NleveHne B Hempe-
PbIBHOM pexwuMe, B rpynne 1B - KOMOUMHMPOBAHHOE neve-
HMEe B WHTEPMUTTMPYIOWEM pEXUME C HEMpepbiBHbIM
MCNONb30BaHMEM rensg c MeTponnaasonom 1% (maba. 2).
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© Tabnuya 1. XapakTepuUcTuKa rpynn nauMeHToB ¢ akHenogo6HoM Cbinbio
@© Table 1.Baseline characteristics of patients with acneiform rash

Ipynna 1a / Group 1a Tpynna 16 / Group 1b Tpynna 18 / Group 1c

(n=15) (n=15) (n=14)
ﬁg:"(ﬁ;gﬁ,’fﬁﬁﬁa“;y‘ea"r‘;;“""ET) 50 [36-61] 55 [41-71] 55 [40-73] 0,248
Mon: m(%)/ male (%) 5 (33,33%) 7(46,67%) 5 (35,71%) .
cisfpty Rl ) 10 (66, 67%) 8 (53,33%) 9 (64,29%) ’
ol caneet o pateres O 14/93,3%) 14 93,3% 13 (92,86%) 0779 .
S | w0 | sem | amew |
’ (D]
Treatment wnth conoabn of pants (5 3 (20%) 2(133%) 3(21,43%) -
c
oo a1 ofpacent G 4(2667%) 4(2667% 2 (14,29%) - =
ot o) | g | uwn | aw

HabntogeHne M oueHka pe3ynsbTaToB MPOBOAMIMCH B 3aTenb, TeM 6onee HeraTMBHO 3aboneBaHne Cka3blBaeTCs Ha
TeueHue 12 Hep. C KOHTPOAbHBIMU BU3MTAMM Ha 1,2,3,4,8 Ka4yecTBe XM3HM nauueHTa (mabsn. 3).
12- Hep. Mpu KaXOOM BM3UTE BCE MALMEHTbI NMPOXOAUIM [ng onpeneneHns THKeCTM akHenoAo0bHOM Cbinu UCNONb-
QHKETMpPOBAHWE ANS OLEHKM AepMaTonorMyeckoro MHAeKCa 30BafiaCb 3TANIOHHAs WKaNna THKECTM PA3NMUHBIX Hexena-
kavectBa xu3un (OMNKXK, Dermatology Life Quality Index, | TenbHbIX SBNEHWIA MPOTMBOOMYXONEBOM Tepanuu, B T. Y. U
DLQI). OanHbi nHaekc (A.Y. Finlay, Gk. Khan, 1994) ucnonb- KoxHbIX, NCI-CTCAE v.4.033, koTopas onucbiBaeT No6oYHbIE
3yeTcs B AepMaToNorMu ANs OLEHKW HEraTMBHOIO BAMSHUS 3hdeKTbl, UX CEepbe3HOCTb WM BAUSHWME HA MOBCEAHEBHYIO
3ab0MeBaHMa Ha pasHble acnekTbl XWM3He#esTeNbHOCTU XM3Hb. [laHHag Knaccudukaums BKIOYAET NsTb CTeneHen
naumeHTa [25-27]. MIHAeKC paccymTbiBaNCs NyTeM CyMMUPO- | TSKeCTU (maba. 4).
BaHWg 0annoB, MOMyYEeHHbIX MpPM OTBETaxX MALMEHTOB Ha
10 BOHpOCOB’ roe Ka)K'D-bIVI OTBET Ha BOI'IpOC MOXET 6b|Tb 3 US Department of Health and Human Services et al. Common terminology criteria for adverse
OLLEHEH OT 0 no 3 6aﬂﬂOB, TakKuUM 06p330M, pe3yanaT MOXeT events (CTCAE) version 4.0 (May 28, 2009). National Institute of Health, National Cancer Insti-

tute v.4.03: June 14, 2010, p. 71. Available at: https://evs.nci.nih.gov/ftp1/CTCAE/CTCAE_4.03/
BapbipoBath 0T 0 o 30 6annos, Npu 3TOM YeM BbILlIE MOKa- CTCAE_4.03_2010-06-14_QuickReference_8.5x11.pdf.

© Tabnuya 2. Cxembl noaaepxkuBatoLLero neyenus aH4 B rpynnax 1a, 16 u 18
© Table 2. Supportive treatment protocols for acneiform rash in groups 1a, 1b and 1c

HapyxHoe neuenue / Topical treatment CucremHoe nevenue / Systemic treatment [nutenbHoctb nevenus / Duration of treatment

[enb ¢ MeTpoHmaazonom 1% 2 pasa B AeHb
metronidazole 1% gel b.i.d.

[pynna 1a (n = 15)
Group 1a (n=15)

He npoBoaunoch 12 nep.

Masb ¢ Takponumycom 0,1% 2 pasa g aenp | NO Systemic treatment 12 weeks

tacrolimus 0,1% oinment b.i.d.

[enb ¢ meTpoHmaazonom 1% 2 pasa B AeHb
metronidazole 1% gel b.i.d.

[pynna 16 (n = 15) pokcvumknun 100 Mr 2 pasa B fieHb 6 Hep,
Group 1b (n = 15) | Ma3b C ruapokopTu3oHa averarom 1% doxycycline 100 mg bid 6 weeks
1 pa3 B feHb
hydrocortisone acetate 1% oinment q.d.
lenb ¢ MeTpoHupasonom 1% 1 pas B aeHb 12 Hep.
metronidazole 1% gel q.d. 12 weeks
KoMb1HMpOoBaHHbIN KpeM ¢ ruapokopTi- | dokcuumknui 100 mr 2 pasa B AeHb NHTEpPMUTTMPYIOLLMIA PEXMM: HAYMHASA C 3-TO AHSA
Tpynna 18 (n = 14) | 30Ha auetatom 1% 1 dy3uaosoi (dysuau- | doxycycline 100 mg bid nocne MHy3UnU MOHOKNOHANBHOMO aHTUTEN] K
Group 1c (n=14) | eBoi) kucnotoi 2% 2 pasa B ieHb EGFR B TeueHue 7 aHeii, fanee 7 AHeil nepepbis.
Combined cream with hydrocortisone 06wias aauTenbHOCTb Kypea 12 Hep.
acetate 1% and fusidic acid 2% b.i.d. 12 weeks of intermittent regimen: starting from
the 39 day after anti-EGFR infusion, for 7 days,
then a 7-day break
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© Ta6nuya 3. HTepnpeTaums 3Ha4yeHumin JNKX
@ Table 3.DLQI interpretation

3Hauenue
MHAEKca Wntepnpertauus
(6annbi) Interpretation
Scores
0-1 | XoxHoe 3a60/1eBaHue He BNUSET Ha KW3Hb NaLMeHTa
no effect at all at patient’s life
3a60/1€BaHNe 0Ka3bIBAET HE3HAUUTENbHOE BAUSHUE Ha KU3HD
2-5 naumueHTa
small effect at all at patient’s life
6-10 3aboneBaHue 0Ka3blBaeT yMEPEHHOE BIMSHWE Ha W3Hb NaLMEHTa
moderate effect at all at patient’s life
11-20 3a60/1eBaHMe OKa3blBAET 04YEHb CUIBHOE BIMSIHUE Ha XW3Hb MaLMEHTa
very large effect at all at patient’s life
3ab0/1eBaHME OKA3bIBAET YPE3BbIYAIHO CUIBHOE BIIUSHUE HA
21-30 | wu3Hb NauueHTa
extremely large effect at all at patient’s life

Kak go Hayana 4epmMatonorMyeckoro ie4eHus, Tak U npu
KaXaoM BM3UTE MCCnemoBaTeneM onpeaenancs uHoekc |GA
(Investigator's Global Assessment) no naTubanabHOM cucTe-
me (0-5), rae 06bekTMBHbIE CMMNTOMbI AHS oLeHMBanunCh OT
0 no 5 6annos no creneHu BblpaxeHHoCTU: O — HeT NposB-
neHuin, 1 — MUHUManbHblE, 2 — Nerkne, 3 — yMepeHHble, 4 —
BbIpaXKEHHblE, 5 — KpaliHe BblpaXKeHHbIe NMPOSBAEHUS KOX-
HOM peakuMn Ha NPOTMBOOMYXONEBYIO TAPreTHYH Tepanuio.
MauneHToM onpepensancs 6ann BbIpaKEHHOCTU CyObekTuB-
HbIX CMMNTOMOB MO BW3yanbHO-aHaNoroBon Lwkane VAS
(Visual Analogue Scale) B 6annax (0-5).

Cratnctnyeckas 06paboTka [AaHHbIX MPOBOAMAACH C
noMolLblo naketa nporpamm Statistica 13.5. Mcnonb3o-

Ba/MCb METOAbl OMMCATENIbHOM, @ TaKxe HemnapameTpuye-
CKOM CTaTUCTUKKU: OOCTOBEPHOCTb PAa3NMyYNM CpefHMX 3Ha-
YeHWI onpeaensnacb C MNOMOLWbK KpuTepus MaHHa -
YWTHU; CTaTUCTUYECKAs 3HAYMMOCTb MEXTPYMNMOBbIX Pa3nu-
unit onpegdensanacb kputepuem Kpackena - Yonnuca; pas-
NMYMe KaTeropuanbHbiX MOKasatenem - KpuTepuem
Xn-kBagpaT lMnpcoHa; 3HAYMMOCTb M3MEHEHUI B rpynnax
No MHTEpBanaM MccienoBaHWs - kputepueM BunkokcoHa
[NS CBSA3aHHbIX BbIOOPOK.

PE3YNIbTATbl M OBCYXXOEHUE

Ha navyanbHoM 3Tane (0 Toyka) rpynnbl GbIIM OLHO-
POLHbI MO KAMHUYECKOW KapTuHe (puc. 1-4). Yepes 1 Hep.
OT Hauvana noppepxwusatowen Ttepanuun (1 KOHTponbHas
TOYKA) perpecc KOXHOro mpouecca Habnogancs Bo Bcex
rpynnax, Hanbonee BblpaXeHHas MONOXWUTENbHAS [AMHA-
MuKa Habnoganack B rpynne 16, M B 0COBEHHOCTU B rpyn-
ne 1B: 4OCTOBEPHbIE OTAMYMA MONYYeHbl Npu oueHke |GA
nyctyn (puc. 1) u aHanu3e nokasatenen CyObeKTUBHbIX
OLLYLLEeHWUI (XOKEeHMe, MOKanbiBaHWe, rMnepyyBCTBUTENb-
HOCTb KOXM) no VAS npu cpaBHeHMM AaHHbIX la- U
1s-rpynn (p < 0,05) (puc. 2). Mokasatenn DLQI Takxe
[LOCTOBEPHO OTIMYANUCb YXe Ha 3TOM 3Tane NeyeHus
mMexay 16- u 1e-rpynnamum (p < 0,05) u mexay rpynnamu
lawn 1B (p < 0,05) (puc. 3).

Yepes 2 Hen. Tepanuu (2-9 KOHTPOAbHAs TOYKA) B rpynnax
16 1 1B coxpaHsnacb nonoxurenbHas auHamuka (puc. 1-4),
B TO BpeMd kak B rpynne 1a nokasaTtenu KAMHU4eCKnx npo-
agnenmn n DLQOI octannch npubam3utenbHO Ha TOM e
YpOBHe (puc. 3), a MOKa3aTenu BblPAXKEHHOCTH CYyObEKTUBHbIX
CMMNTOMOB [aXe HeCKOMbKO YXYALWWAUCH (puc. 2). 3Hauu-
TenbHble ynyylweHus B rpynnax 16 u 1B ¢ fOCTOBEPHbIMU

© Tabnuya 4. Knaccudukaums akHenono6Hoi coinu B cootBetcTBUM ¢ Bepcueit NCI-CTCAE v.4.03
© Table 4. Classification of acneiform rash according to the NCI CTCAE v.4.03

HexenatenbHoe
fiBNeHne
Adverse event

CreneHb TAXECTH
Grades

AkHenogo6Has Cbinb
Acneiform rash

Manynel u/mnu nycrynbl,
nokpoigarowme < 10%
BSA, koTopble MOryT 6biTb
CBSI3aHbl UM He (BS3aHb
C CMMNTOMaMy 3yaa uim
MOBbILIEHHOW YYBCTBU-
TeNbHOCTBIO.

Papules and/or pustules
covering < 10% BSA,
which may or may not be
associated with symptoms
of pruritus or tenderness
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Manynbl u/uan nyctynbl,
nokpbiatowmre 10-30%
BSA, koTopble MoryT 6biTb
CBSI3aHbl MM HE CBSA3aHbl
C CMMNTOMaMM 3yaa um
MOBbILIEHHOW YYBCTBU-
TENbHOCTbIO;

0Ka3blBaeT MCUXOCOLM-
aNbHOe BO3JENCTBUIE;
OrpaHWyMBaeT NOBCeA-
HEBHYI0 aKTUBHOCTb.

Papules and/or pustules
covering 10-30% BSA,
which may or may not be
associated with symp-
toms of pruritus or ten-
derness; associated with
psychosocial impact; lim-
iting instrumental ADL

Manynsl u/uan nycrynbl,
nokpoigarowue > 30%
BSA, koTopble MoryT 6biTb
CBS3aHbl UM He CBS3aHbI
C CUMITOMaMK 3yAa Unu
MOBBIWEHHOW YYBCTBM-
TeNbHOCTbIO; OrpaHuye-
HWe camoobCTyXuBaHNS;
OCNOXHEHME MECTHOW
BTOPUYHON MHDEKLMEN,
HeobX0AMMbl OpanbHble
AHTUOMOTHKM.

Papules and/or pustules
covering > 30% BSA,
which may or may not be
associated with symp-
toms of pruritus or ten-
derness; limiting self
care ADL; associated with
local superinfection with
oral antibiotics indicated

Manynbl u/uan nyctynsl,
MoKpbIBaKoLLMe Ntboi %
BSA, KoTopbiii CBSI3aH Um
He CBS3aH C CUMMTOMaMu
3y[a UK YyBCTBUTENbHO-
CTbl0, OCNOXHEHHE
CUCTEMHON MHDEKLMeN,
MCMONb30BaHME B/B aHTH-
OMOTHKOB; yrpoxalolime
XM3HW NOCNEACTBHUS.

Papules and/or pustules
covering any % BSA,
which may or may not be
associated with symptoms
of pruritus or tenderness
and are associated with
extensive superinfection
with IV antibiotics indicat-
ed; lifethreatening conse-
quences

JleTanbHbiii ucxop,
Death



Pucynok 1. lnHamuka IGA nyctyn npu akHenoao6How cbinu
(0-5 6annos)
Figure 1.Pustule IGA change (scores 0-5)
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Myctynbl / Pustules
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Touka nccnegosaHus / Control visits
rony6as nMHua - rpadumk rpynnbl 1a (CpaBHeHKS); oparkeBas IMHMS — rpaduk rpynnbl 16;

3eneHas MMHus - rpaduk rpynnol 18
Blue line - group 1a (control); orange line - group 1b; green line - group 1c

CratncTnyeckas 3HaunMmocTb pasnuunii p < 0,05 mexxay rpynnamm 1a n 16
statistical significance p < 0.05 for groups 1a and 1b
CratncTnyeckas 3HauMmocTb pasnuunii p < 0,05 mexxay rpynnamm 16 u 18
statistical significance p < 0.05 for groups 1b and 1c

* CraTMcTMyeckas 3HaunMmMocTb pasnnunii p < 0,05 mexxay rpynnamu 1a m 18
statistical significance p < 0.05 for groups 1a and 1c

OTAMYMAMM OT NokaszaTeneit 1a rpynnbl Habnogannce no 1GA
nyctyn (puc. 1) n no VAS cybbekTUBHbBIX OLLYLLEHWI (KKEHME,
NoKasnblBaHWe, rMNepyyBCTBUTENBHOCTb KOXM, puc. 2). DLOI
MMen pasHble 3HayeHus Bo Bcex 3 rpynnax (p < 0,05): Hau-
Honee BbIpaKeHHOE CHUXEHME MHAEeKCA 0TMeYanoch B rpyn-
ne 1., B rpynne 16 DLQI xapaktepu3oBancsa MeHee Bbipa-
YXEHHOW MONOXMUTENBbHOM AMHAMMKOW, @ B rpynne 1a coxpa-
HANUCb BbICOKME 3HaYeHnsa DLQI, cooTBeTCTBYOWME YPOBHIO
«3aboneBaHMe OKa3blBaeT Ype3BblYaHO CWUIbHOE BAMSHUE
Ha >XM3Hb NaumeHTa» (puc. 3).

B 3-i1 KOHTpOnbHOM TOuke (3 Hed. MOALEPXMBAIOLLEN
Tepanuu) sBHas MONOXMUTENbHAsS AMHAMMKA COXPaHSNach B
rpynnax 16 u 18 (puc. 1-4), npu 3ToM nokasaTtenu nauueH-
TOB M3 rpynnbl 1B AEMOHCTPUPOBANU Hanbonee BbIpaKeH-
HYI MONOXMTENbHYH AnHAMKKY no IGA nyctyn (puc. 1) v no
VAS cybbekTuBHbIX owyuweHnin (p < 0,05) (puc. 2).
KnuHunyeckne napameTtpbl B rpynne 1la, roe nauueHTh
MCMNONb30BaNM CTaHAAPTHblE METOLbl Tepanuu, Yepes 3 Hep.
Tepanuu He UMeNn CYLLECTBEHHbIX M3MEHEHUI U COXPaHSIM
CBOK BbIPaXXEHHOCTb, YTO OTPaAXanocb Ha nokasatene DLQI,
[LEMOHCTPUPYS «YPE3BbIYANHO CWUIbHOE BAWSHWE HAa Kaue-
CTBO J>KM3HM» OHKONOTMYECKMX OONbHbIX 3TOM rpynmbl.
CpenHee 3HayeHnne DLQI B rpynne 16 cooTBeTCTBOBaNO
YPOBHI0 «3ab0/1€BaHNE 0Ka3bIBAET O4YEHb CUIbHOE BAMUSHUE
Ha XM3Hb nauumeHTax, B rpynne 18 DLQI goctur Haubonee
HU3KMX 3HAYEeHWI, 3 ero CcpefHee 3Ha4YeHWe BOLWNO B AMa-
Ma3oH nokasaTenei, korga «3aboneBaHuWe OKa3blBAET yMe-
peHHoe BIMSAHME Ha XM3Hb naumenTa» (p < 0,05) (puc. 3).

B 4-1 KOHTpOnbHOM TOYKe (4 Hepn. Tepanuu akHenonob-
HOW CbIMK) KOXHbIM npouecc B rpynnax 16 u 1B akTMBHO

PucyHok 2. [InHaMMKa OLLEHKMN CYOBbEKTUBHbIX OLLYLLEHWI MpU
akHenopobHo coinu (VAS, 0-5 6annos)

Figure 2.Visual analogue score (VAS) of subjective percep-
tion changes (scores 0-5)
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Touka uccnegosaHus / Control visits

rony6as nMHua - rpadwmk rpynnbl 1a (CpaBHEHKS); opareBas IMHMS — rpaduk rpynnbl 16;
3eneHas nMHus - rpaduk rpynnol 18
Blue line - group 1a (control); orange line - group 1b; green line - group 1c

CratucTnyeckas 3HaynMmMocTb pasnuunii p < 0,05 mexxay rpynnamm 1a n 16
statistical significance p < 0.05 for groups 1a and 1b
CratncTnyeckas 3HaunMmocTb pasnnunii p < 0,05 mexxay rpynnamm 16 u 18
statistical significance p < 0.05 for groups 1b and 1c

* CraTMcTMyeckas 3HaYMMocTb pasnnunii p < 0,05 mexxay rpynnamu 1a n 1s
statistical significance p < 0.05 for groups 1a and 1c

paspellancs B oTauumne ot rpynnsl 1a, roe 3adukcrpoBaHo
YXYALEHUE COCTOSHUS KOXWM MO MHOMMM napameTpam.
[octoBepHble paznuuns (p < 0,05) BbisBNEHbI MPK CPAaBHEHMM
LaHHbIX rpynn 1a v 1B npu oueHKe nanysn, NycTyn, XKeHus,

PucyHok 3. InHammnka DLOI npu akHenopo6How cbinu (0-30 6annos)
Figure 3.DLQI changes (scores 0-30)
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0 1 2 3 4 5 6

Touka uccnegosaHnus / Control visits

rony6as nMHua - rpadumk rpynnbl 1a (CpaBHEHKS); opareBas NIMHMS — rpaduk rpynnbl 16;

3eneHas MMHus - rpaduk rpynnol 18

Blue line - group 1a (control); orange line - group 1b; green line - group 1c

*  CratucTmyeckas 3HaYMMOCTb pasinumii p < 0,05 mexxay rpynnamu 1a n 16
statistical significance p < 0.05 for groups 1a and 1b
CraTmcTMyeckas 3HauMMocCTb pasnuunii p < 0,05 mexay rpynnamm 16 u 18
statistical significance p < 0.05 for groups 1b and 1c

* CTaTMcTMyeckas 3HaunMMocTb pasnnunii p < 0,05 mexxay rpynnamu 1a n 1s
statistical significance p < 0.05 for groups 1a and 1c
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PucyHok 4. IMHaMuKa CTENEHM TXKECTU aKHENOLOOHOM Cbinwm
(CTCAE NCI v.4.03)
Figure 4. Acneiform rash changes (CTCAE NCI v.4.03)
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Touka nccnegosaHnus / Control visits

rony6as nMHua - rpadumk rpynnbl 1a (CpaBHeHKS); oparkeBas IMHMS — rpaduk rpynnbl 16;

3eneHas nMHus — rpaduk rpynnol 18

Blue line - group 1a (control); orange line - group 1b; green line - group 1c

*  CraTMcTMyeckas 3HauMMocTb pasnnunii p < 0,05 mexxay rpynnamm 1a n 16
statistical significance p < 0.05 for groups 1a and 1b
CratncTnyeckas 3HauMmocTb pasnuunii p < 0,05 mexxay rpynnamm 16 u 18
statistical significance p < 0.05 for groups 1b and 1c

* CraTMcTMyeckas 3HaYMMocTb pasnnunii p < 0,05 mexxay rpynnamu 1a n 1s
statistical significance p < 0.05 for groups 1a and 1c

*
H

*
H

MOKanblBaHWS, TMNEPYYBCTBUTENBHOCTM KOXM (puc. 1-4).
Mpu cpaBHeHnmun rpynn la n 16 Takxe oTMevanuch Bbipa-
KEHHble OTAMYMS NO MNOKa3aTensiM, XapaKTePU3YIOLMM
nycTynbl U CybbekTUBHbIE oLwyLeHns nauneHTos (p < 0,05).
KnuHuyeckne nokasaTtenn okasbiBaau BAMSHME HA MOKa3a-
Tenn DLQI B 3TOM TOYKe: MHAEKC XapaKTepu3oBancs noso-
XWUTENbHOW OMHAMMKOM B rpynnax 16 n 1B n ee oTcyTCTBU-
em B rpynne la. Ha naHHoM 3Tane y 4 nauMeHTOB rpynmnbl

PucyHok 5.TlosiBneHne MMNeTUrMHM3aLmum npu akHenon[o6Homn
cbinn (IGA, 0-5 6annos)
Figure 5. mpetiginization of acneiform rash (IGA, scores 0-5)
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rony6as nuHus - rpadmk rpynnbl 1a (cpaBHeHUS); opaHkeBas NMHUS — rpaduk rpynnbl 16
Blue line - group 1a (control); orange line - group 1b
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1a ny 1 naumeHta rpynnel 16 (puc. 5) 6bino 3aperncTpupo-
BaHO MpucoefuMHeHne BTOPUYHOM UHbEeKLMM (MMNETUTUHU-
3auMs), B CBA3M C YeM TakecTb AHA y AaHHbIX NaLMEHTOB NO
CTCAE NCI v.4.03 crana cootsetctBoBaTh Il ctenenu (puc. 5),
4TO ABASIETCS MOKAa3aHMEM K MpepbiBAHUID MOAUXUMUOTE-
panuu C mncnonb3oBaHmeM mHrmbutopos EGFR. YunTbiBas
BblpaXXEHHY 3QPEKTUBHOCTb NeyeHus akHenoLobHOoM
cbinu B rpynne 1B, Ha GOHe KOTOPOro oTMeyancs HbICTPbIn
perpecc BbICbIMAHWUIA W yNyylleHWEe CaMOYYBCTBUS YXKe
yepes Hefento OT Hayana Tepanuu, nawmMeHTam 13 rpynnsl 1a
6bI10 Ha4aTo NeveHue nNo cxeme rpynnbl 18 6€3 U3MeHeHus
CXeMbl MPOTMBOOMNYXONEBON TEPANuU C BKIIOYEHUEM UHTU-
6utopos EGFR. B rpynne 16 nauueHT, y KOTOpPOro 3aperu-
CTPMpOBaHa MMMNETUIMHU3ALLMS, BbIObIN U3 MCCNef0BaHUS B
CBSA3M C HecobnaeHneM pexnuma npuemMa AOKCULMKAMHA.
[laHHOMY maumeHTy 6bln Ha3HAYeH CUCTEMHbIN aHTMbaKTe-
puanbHbIM nNpenapaT ANS KYNUMPOBAHWSA OCIOXHEHHON
($opMbl akHENnoa06HOW CbInu.

B 5-11 KOHTpONbHOM ToYKe (8 Hen. Tepanuu akHenopob-
HOM cbinu, 4 Hed. Tepanum No cxeme rpynnsl 18 B rpynne 1a),
Kak ¥ 0XXMAanocb, Nokasatenu rpynnel 1a 4OCTUIAN CpefHmX
3HayeHui rpynnsl 1B. [posBneHns akHenogobHOM Cbinu B
BMAE Nanyn u MycTyn NpPakTUYeCKU paspelunnmch, cybbek-
TUBHbIE OLLYLLEHMS MaLMeHTOB Bblan MuHMManbHbl, DLOI BO
BCEX rpynnax COOTBETCTBOBA/N YPOBHIO «33ab0/neBaHue OKa-
3blBaeT YMepeHHOe BAMSHME Ha >KM3Hb MaUMeHTa».
BonblMHCTBO MoKasaTenei B 3TOM Touke OblIM CPaBHUMbI
Mexay coboi 6e3 LOCTOBEPHbIX pa3nuunii (puc. 1-4).

B 6-11 KoHTponbHOM Touke (12 Hen. Tepanuu, 8 Hea, Tepa-
nuM no cxeme rpynnel 1B B rpynne 1a) BO Bcex rpynnax
COXPaHWUANCh MUHUMANbHbIE 3HAYEHWS MO OCHOBHbIM KAUHU-
4eCckMM NpOSIBNEHUAM U CyObEKTUBHBIM CUMATOMaM (puc. 1-4).
HekoTtopoe yxyalieHne cyGbeKTUBHbBIX OLLYLLEHMI B rpynne 16
CBS13aHO C BO3HMKHOBEHWEM BTOPUYHOTO MHPULMPOBAHMS
aKHenofo6HOW cbinu (MMNeTUrMHM3aumm) y 1-ro naymeHTa.
JT0 He OTpPa3wioCh Ha HaNMuMM AOCTOBEPHbIX PA3IUYMIA
CpefHUX BENUYMH Mexay rpynnamMu, HO ecin paccMaTpmBaTh
obLue HanpaBieHMs rpaduKoB, TO MOXHO OTMETUTb yCue-
Hue >3puTeMbl B rpynne 16, OTCyTCTBME MONOXMTENbHOM
AvHaMuky no nokasatento DLOI u yBennuyeHne kBagpatuu-
HOro OTK/IOHEHWMS MO MOKa3aTensaM CyObeKTUBHbIX OLLylle-
HWI, cTenenn Tskectn 1 DLQI y naumeHToB 3TOM rpynmbl, YTO
roBopuT 0 6onee BblpaxkeHHOM pa3bpoce NepBUYHbIX MOKa-
3aTenen (puc. 3).

B xope npoBeneHus MccnenoBaHUs He 3aperncTpupoBa-
HO HexenaTesbHbIX SIBMEHWI, CBA3AHHbIX C MPUMEHEHWEM
KOMOMHMPOBAHHBIX CXEM MOALEPXKMBAIOLLEN Tepanuu akHe-
nofobHOW CbinK. BaKHO OTMETUTb, YTO HM OAHOMY NALMEHTY
M3 Tpex rpynn He NoTpeboBanoCh CHUXKEHMS A03bl MOHOK/O0-
HanbHoro aHTMTena Kk EGFR u npepbiBaHMS Kypca npoTuBO-
OMyXONEBOr0 JIeYeHMs.

3AKJTIOYEHUE

BeneHune nauneHToB € akHenogobHOM CbiMbio Ha HoHe
npuemMa MOHOK/IOHaNbHbIX aHTUTen K EGFR gBngetcs akty-
anbHOM MeXaucuMnaMHapHoi npobnemoit. lMonyyeHHble
[aHHble Mo oueHke 3QPEKTUBHOCTM NOAAEPXKMBAIOLLEN



Tepanuu AaHHOW rpynnbl 60NbHBIX CBUAETENLCTBYKOT O TOM,
4TO KOMOWHWMPOBAHHOE feyeHWe MO WHTEPMUTTUPYIOLLEW
CXeMe, BKYatoLLlee CUCTEMHYI0 aHTMBaKTepuanbHyto Tepa-
MU0 LOKCULMKIMHOM U HapYXKHOE NIeYeHUe: relb C METPOHM-
0a3onoM 1% v KOMOMHMPOBAHHBIN KPeM C rMAPOKOPTM30HA
auetatoM 1% un dysmposon (by3maneson) kucnoton 2%,
obnapaeT Hanbonblien 3PPEKTUBHOCTBIO U Nyylwen nepe-
HOCMMOCTbI0. [laHHas TepaneBTUYeCcKas cxema cnocobeTayeT

6bICTpOMY paspelleHnto 3ddnopecueHLmnin, SObeKTUBHOMY
obneryeHMio COCTOSHMS NaLMEHTOB, YMEHbLUEHMIO Xanob u
YNYYLWEHMIO KayecTBa KM3HW, @ Takxe NO3BONSeT Npoaon-
aTb MPOTMBOOMYXONIEBOE JIeYEHWME MOHOK/IOHANbHbIMM
aHTuTenamu Kk EGFR B nonHom obbeme.
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