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K CBEAEHUIO ABTOPOB!
[Ipu HampaBIeHUY CTAaTbH B PEAAKITHIO HEOOXOINMO COOITIOATh CISAYIONINE TIPABHIIA;

1. CraTps 1oyKHA OBITH MPECTABICHA B IBYX DK3EMILISIPAX, HA PYCCKOM MJIM aHTIIUHCKOM SI3bI-
Kax, HarleyaTaHHas yepe3 MoJITopa HHTepBaJjia Ha OHOIl CTOPOHE CTAHIAPTHOIO JIUCTA ¢ INMPHHOI
JIEBOTO NOJIsI B TPHM caHTHMeTpa. Mcnonb3yemblil KOMIIBIOTEPHBIH WPUQT U1 TEKCTa Ha PYCCKOM U
anruiickoM sizpikax - Times New Roman (Kupuaauima), Ui TekcTa Ha TPY3UHCKOM SI3BIKE CIIETyeT
ucnoip3oBath AcadNusx. Pasmep mpudra - 12. K pykornrcu, HaneyaraHHOW Ha KOMITBIOTEPE, JTOJDKEH
o51Th IprTO’keH CD co crarbeit.

2. Pa3mep craTbu 10TKEH OBITH HE MEHEE IECSTH 1 He OoJiee 1BaALaTH CTPaHUI] MAIIHOIINCH,
BKJIIOUAsl yKa3arellb JINTepaTypsl U Pe3loMe Ha aHIJIMIICKOM, PYCCKOM U IPY3HHCKOM SI3bIKaX.

3. B crarbe 10KHBI OBITH OCBEIIEHBI AKTYyaIbHOCTh JJAHHOTO MaTepHalla, METO/IbI U Pe3YIIbTaThI
UCCIIeIOBaHUS U MX 00CYKACHHE.

[Ipu npencTaBIeHNN B IIeYaTh HAYYHBIX SKCIIEPUMEHTAIBHBIX PA0OT aBTOPHI JOJIKHBI YKa3bIBATH
BHUJl U KOJIMYECTBO IKCIEPUMEHTANBHBIX KUBOTHBIX, IPUMEHSBIIHECS METOABl 00e3001MBaHUs U
YCBIMICHHUS (B XOJ€ OCTPBIX OIBITOB).

4. K crarbe JOIKHBI OBITH IPUIIOKEHBI KpaTKoe (Ha MOJICTPAaHUIIbI) Pe3OMe Ha aHIIIMICKOM,
PYCCKOM M I'PY3HHCKOM $I3bIKax (BK/IIOYAIOLIEE CIEIYIOLINE pa3aesbl: Lieb UCCIeI0BaHNs, MaTepHua U
METO/IBI, PE3YJILTAThI M 3aKIFOUSHHE) U CIIUCOK KITtoueBbIX ciioB (key words).

5. Tabnuupl HEOOXOIUMO NPECTABIATE B Ie4aTHOM hopme. DoTokonuu He TpuHUMaroTcs. Bee
nu¢poBbie, HTOTOBbIE H NPOLEHTHbIE JaHHbIE B Ta0JIMIaX J0JIKHbI COOTBETCTBOBATH TAKOBBIM B
TeKcTe cTaThbU. Tabiuibl U rpaduKu TOTKHBI OBITH 03aryIaBICHBI.

6. dotorpadun AOIKHBI OBITH KOHTPACTHBIMHU, (DOTOKOIHMHU C PEHTTEHOTPAMM - B HO3UTUBHOM
n300paxeHnH. PUCYyHKH, YepTeKU U IuarpaMmbl CIeLyeT 03arIaBUTh, IPOHYMEPOBATh U BCTABUTH B
COOTBeTCTBYIOIIEe MecTo TekcTa B tiff hopmare.

B noanucsix k MukpogotorpagusaM cieayeT yKa3bBaTh CTEIICHb YBEIMUCHHUS YePEe3 OKYISP HITH
00BEKTUB U METOJ] OKPACKU WJIM UMIPETHALIUH CPE30B.

7. ®aMUIIUU OTEYECTBEHHBIX aBTOPOB MIPUBOJATCS B OPUTHHAIBHON TPAHCKPUIILINH.

8. I[Ipu opopmnennn u HarpaBneHun crtared B kypHanm MHI nmpocum aBTOpOB cobmronars
NpaBuIIa, U3JI0KEHHBIE B « EMUHBIX TpeOOBaHUSAX K PYKOMHUCSM, IPEACTABISIEMBIM B ONOMEIUIIMHCKHUE
JKYpHAJIbD», TPUHATHIX MeXKIyHapOAHBIM KOMHUTETOM PEIaKTOPOB MEAMLMHCKUX JKYpPHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B koHIe Kax /101 OPUTHHATIBHOM CTaThU MPUBOIUTCS OMOIHOrpadguyeckuii cucok. B cnmncok nurepa-
TYPBI BKJIFOYAIOTCSl BCE MaTepHalibl, HA KOTOPbIE UMEIOTCS CChUIKU B TeKcTe. CIHCOK COCTaBIsIeTCs B
andaBUTHOM MOpsAKEe U HymMepyeTcs. JIutepaTypHblii HCTOYHMK IPUBOAUTCS Ha sI3bIKE OpUrMHana. B
CIMCKE JINTEPATyPhl CHavYajIa MPUBOIATCS PaOOThI, HAIMCAHHBIE 3HAKAMU TPY3MHCKOTO anaBuTa, 3aTeM
KApuuien u naruauned. CChUIKM Ha IUTHUPYEMble pabOThl B TEKCTE CTATbH JAIOTCS B KBaIPaTHBIX
CKOOKax B BU/I€ HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOH pabOoThI B CIIMCKE TUTEPaTypbl. bonbmmh-
CTBO IIUTHPOBAHHBIX UCTOYHUKOB JOJKHBI OBITH 32 IMOCTETHNUE 5-7 JIET.

9. ns momydeHus MpaBa Ha MyONHMKALMIO CTaThs TOJDKHA MMETh OT PYKOBOIUTENSI pabOTHI
WIN YUPEXKJICHUS BU3Y U CONPOBOIUTEIBHOE OTHOILICHHUE, HAIMCAHHBIC WJIM HAlledaTaHHbIC Ha OJIaHKe
Y 3aBE€PEHHBIE MOJIHCHIO U NIEYaThIO.

10. B koHIe cTaThU NOJKHBI OBITH MOAMHCH BCEX aBTOPOB, MOJHOCTBIO MPUBEACHBI UX
(amuIMM, UIMEHAa U OTYECTBA, YKa3aHbl CIIy>KeOHBIH M JOMAIIHUI HOMEpa TeJIe(OHOB U agpeca MM
uHble KoopAuHaThl. KonmuuecTBo aBTOPOB (COABTOPOB) HE TOJHKHO MPEBBIIIATE IISITH YEJIOBEK.

11. Penakuus ocraBisieT 3a cOO0 MpaBo COKpallaTh U UCHPaBIATh cTarbi. Koppekrypa aBropam
HE BbICBUIAETCS, BCS paboTa U CBEpKa MIPOBOAUTCS 110 aBTOPCKOMY OPHTHHAILY.

12. HenomycTuMO HarpaBiieHHE B pefaklMIo padoT, MPeICTaBICHHBIX K MeYaTH B MHBIX
M3/1aTeIbCTBAX WIIM OMYOJIMKOBAHHBIX B APYTHX M3IAHUSX.

Hpﬂ HApyHI€HUU YKa3aHHbIX IPaBUJI CTATbU HE paCCMaTPUBAIOTCH.




REQUIREMENTS

Please note, materials submitted to the Editorial Office Staff are supposed to meet the following requirements:

1. Articles must be provided with a double copy, in English or Russian languages and typed or
compu-ter-printed on a single side of standard typing paper, with the left margin of 3 centimeters width,
and 1.5 spacing between the lines, typeface - Times New Roman (Cyrillic), print size - 12 (referring to
Georgian and Russian materials). With computer-printed texts please enclose a CD carrying the same file titled
with Latin symbols.

2. Size of the article, including index and resume in English, Russian and Georgian languages must
be at least 10 pages and not exceed the limit of 20 pages of typed or computer-printed text.

3. Submitted material must include a coverage of a topical subject, research methods, results,
and review.

Authors of the scientific-research works must indicate the number of experimental biological spe-
cies drawn in, list the employed methods of anesthetization and soporific means used during acute tests.

4. Articles must have a short (half page) abstract in English, Russian and Georgian (including the
following sections: aim of study, material and methods, results and conclusions) and a list of key words.

5. Tables must be presented in an original typed or computer-printed form, instead of a photocopied
version. Numbers, totals, percentile data on the tables must coincide with those in the texts of the
articles. Tables and graphs must be headed.

6. Photographs are required to be contrasted and must be submitted with doubles. Please number
each photograph with a pencil on its back, indicate author’s name, title of the article (short version), and
mark out its top and bottom parts. Drawings must be accurate, drafts and diagrams drawn in Indian ink
(or black ink). Photocopies of the X-ray photographs must be presented in a positive image in tiff format.

Accurately numbered subtitles for each illustration must be listed on a separate sheet of paper. In
the subtitles for the microphotographs please indicate the ocular and objective lens magnification power,
method of coloring or impregnation of the microscopic sections (preparations).

7. Please indicate last names, first and middle initials of the native authors, present names and initials
of the foreign authors in the transcription of the original language, enclose in parenthesis corresponding
number under which the author is listed in the reference materials.

8. Please follow guidance offered to authors by The International Committee of Medical Journal
Editors guidance in its Uniform Requirements for Manuscripts Submitted to Biomedical Journals publica-
tion available online at: http://www.nlm.nih.gov/bsd/uniform_requirements.html
http://www.icmje.org/urm_full.pdf
In GMN style for each work cited in the text, a bibliographic reference is given, and this is located at the end
of the article under the title “References”. All references cited in the text must be listed. The list of refer-
ences should be arranged alphabetically and then numbered. References are numbered in the text [numbers
in square brackets] and in the reference list and numbers are repeated throughout the text as needed. The
bibliographic description is given in the language of publication (citations in Georgian script are followed
by Cyrillic and Latin).

9. To obtain the rights of publication articles must be accompanied by a visa from the project in-
structor or the establishment, where the work has been performed, and a reference letter, both written or
typed on a special signed form, certified by a stamp or a seal.

10. Articles must be signed by all of the authors at the end, and they must be provided with a list of full
names, office and home phone numbers and addresses or other non-office locations where the authors could be
reached. The number of the authors (co-authors) must not exceed the limit of 5 people.

11. Editorial Staff reserves the rights to cut down in size and correct the articles. Proof-sheets are
not sent out to the authors. The entire editorial and collation work is performed according to the author’s
original text.

12. Sending in the works that have already been assigned to the press by other Editorial Staffs or
have been printed by other publishers is not permissible.

Articles that Fail to Meet the Aforementioned
Requirements are not Assigned to be Reviewed.
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OIIEHKA D®®EKTUBHOCTH MPEMAPATA OPDIVO (HUBOJIYMAB)

Y HHONEPABEJIbHOM NAIIMEHTKHY C MECTHBIM PEIMANBOM HOIYJISIPHON MEJTAHOMBI

C MMOJIOKATEJIBHOI BRAF-MYTAIIMEN 1 MHOKECTBEHHBIMUA METACTA3AMH B JTETKHAX
(CTTYYAM U3 IPAKTHKH)

L2Camconust M. /L., ?Kanpenaku M.A., 'Tu6panze O.T., 'Llanasa T.V., 'TBapamus JL.I.

!Kymauccruil 2ocyoapcmeennulil ynueepcumem um. Ax. Llepemenu, meouyuncxuil paxynomem;
‘@apmayesmuueckas komnanus — Legion “Provisus”’, Kymaucu, Ipy3us

MenaHoma — ofiHa W3 HauOOJIee ONMACHBIX 3JI0KaYeCTBEHHBIX
OITyXoJIeH 4eoBeKa, KOTopasi paHO METacTa3nupyeT JIMM(pOreH-
HBIM U I€MaTOTCHHBIM IIyTEM U YCTOMUYMBAa K CUCTEMHOH IO-
muxumuorepanun [1]. Homymsiprast (y3moBasi) MenaHoMa co-
craBisieT okoio 30% Bcex MeTaHOM KOXKH M Hambojee 4acto
JIOKaJIM3yeTCs Ha HEN3MEHEHHOH (BHEIIHE 3/J0POBOi) KOXe KO-
HEYHOCTEH, CIIMHBI, Ien U rojoBsl [2]. OObIYHO, HOMYIIsIpHAS
MeJIaHOMa TPENICTABISIET cO00M HeOObIION, 6e3001e3HEHHBII
y3ell IUIOTHOM KOHCHUCTCHIIMH, OJHAKO II0 Mepe JK30(UTHOro
pocTta, 00beM HOBOOOPA30BaHUS PE3KO YBEINUNBACTCSI, TTOSIBIISI-
I0TCSI METacTa3bl B PETMOHAPHBIX JTUM(PATHIECKUX y3IIax, OIly-
XOJIb U3BSI3BISIETCS U KpoBOTOUMT [7,13].

B nacrosiiiee BpeMs, 0OCHOBHBIM METOZIOM JICUEHUS HOLYILSP-
HOU MEJIaHOMBI SIBJIICTCSA XUPYPIU4ECKOe BMEIIATEIbCTBO — HC-
CCeUYEHHE OIyXOJIM B €IMHOM OJIOKE ¢ OKpPY KaIOIeH KoxKel, To/-
KO)KHOHM KJIeTYaTKOM M moaiexaruei Qacumeid ¢ ogHOBpeMeH-
HOU OWOICHel CHTHAJbHBIX JTuMdaTndeckux y3ioB [2,6,8,9].
B mnane mporHosa, BakHOE 3HAYCHHE UMEET aHATOMHUYECKAst
JIOKaJIM3alusl MEJIAHOMBI KOXM, B YaCTHOCTH YCTaHOBJICHO,
9YTO HOBOOOPA30BaHWS, PACHOJIOKEHHBIC B OOJIACTH TOJIOBBI M
Ied, UMEIOT OoJiee HeONAronpHATHBIA MPOTHO3 B CPaBHEHUH
C OIlyXOJIIMH, PACIHOJIOKEHHBIMU Ha KOHEuHOCTsIX [6,8]. On-
HaKoO, Ja)Ke CBOCBPEMCHHOE DPaJMKaJIbHOE JIeYeHHE OOJIBHBIX
C NEPBUYHON MEJIAHOMOI KOXKU HE BCEra MOXKET IpeloTBpa-
TUTH BO3HUKHOBEHHE PElHANBa OOJNE3HH, M C YUETOM HH3KOIl
3 deKTBHOCTH XUMHOTEpaly C JaKkapOa3uHOM, TEMO30JI0-
MHJIOM ¥ JIOMYCTHHOM, IPOTHO3 OCTAaeTCs HEOIaronpusTHBHIM
[1,2,6,8]. CrienyeT nom4epkHyTh, 9TO OHOJIOIMYECKOE MOBE/e-
HUE OITyXOJICBBIX KJIETOK B OpPraHU3ME - OILyXOJICHOCUTEIE, B
OCHOBHOM, OIIPEJEISACTCS TOUKOBBIMU MyTALUSIMU B KIIIOUCBOM
onxoreHe BRAF. B pesynbrare BblllicyKa3aHHBIX U3MEHEHU, y
NalMUEHTOB ¢ nonoxurensHo BRAF-myTanueii, umeer mecto
akTHBanUs MHTOreHHoro curnana mo nmyth MAPK/ERK [3-
5,10,12,14] u O6picTpoe mporpeccupoBanue done3nu. brarogapst
NICHTU(UKAINY CIEKTPA MyTaIHi B KJIIETKAaX MEJIAHOMBI, CTaJIO
BO3MOXKHBIM CO3JIaHNE HU3KOMOJIEKYIISIPHBIX HHTHOHTOPOB My-
tupoBanHoro depmenta BRAF (Bemypadenn6, nadbpadenno).
OpHako, IPUMEHEHUE IIPenapaToB ATON rpynmsl (B OTJIMYUE OT
0JI0KaTOpPOB MMMYHHBIX KOHTPOJBHBIX TOUYEK), Y MallIEHTOB C
HOpMaJbHBIM cTarycoM reHa BRAF moxker comnpoBoxaarbest
YCHJICHHEM HHBAa3HBHOTO pOCTa HOBOOOPA30BaHMs, YTO YpeBa-
TO TPYAHOIIPOTHO3UPYEMbIMU nociencTeuamu [5,10,12,14,18].
[TooTOoMy BecbMa akTyajbHO, €ILIE J0 HAadyajao JICYCHUS, YETKO
OIIPEJCIUTh MOJICKYJIIPHO-TEHETUYECKHUE TIOJTHUIIBI OITyXOJIH.

BueznpeHnue B KIMHUYECKYH OHKOJIOTMIO MOHOKJIOHAJIBHBIX
AQHTUTENI — HHIHOUTOPOB OJIOKATOPOB MMMYHHOTO OTBETa (HH-
BOTyMal, meMOponm3ymad, MIMIMMyMmad ¥ T.J.) COBEpIIMIIO
PEBOJIIONMOHHBIN TIPOPBHIB B OOJACTH JIGUCHUS] MHOIEpadeb-
HBIX Oo0nbHBIX [11,15,20-21]. DTH ryMaHHU3MPOBaHHBIE MOHO-
KJIOHAJbHBIE aHTHTena (ocoOeHHO mocne 3aMeHel Fc m Fv
(parMeHTOB MBIIIMHBIX aHTUTEN YeJIOBEYECKUMHU) CEJICKTHBHO
OJIOKHpPYIOT B3auMozeiicTBre Mex Iy perentopom PD-1 u ero
muragaamu (PD-L1 u PD-L2) u akrtuBupyior npoiugepanuro
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T-KJIeTOK ¢ pa3BUTHEM IOJHOIEHHOTO UMMYHHOTO OTBETa Ha
BCE CYOKJIOHBI HEOITACTHYECKH TPAaHC(HOPMUPOBAHHBIX KJIETOK
(c y4eToM IeHeTHYeCKOi I'eTepOreHHOCTH), B PE3y/IbTaTe 4ero
HaOIronaeTcst OBICTPBIN Perpecc OIyXOoNH Jlayke Ha CTaJNuH KIIU-
HU4eckoi MaHudecranmu nporecca [15,18,21].

V4auThIBasi BBIICH3IOKEHHOE, LEJIBI0 HACTOSIIETO HCCIe-
JIOBaHUS SIBUJIOCH M3ydeHHE dS(QPEKTHBHOCTH HUBOIyMaba
(Opdivo) B MOHOpexHMeE, y HeorepaOelbHOI MalUeHTKH C
MECTHBIM PELUIMBOM HOAYSIpHOH MenaHoMbl (10x6x6 cm), ¢
nonoxutenbHoit BRAF MyTtanuell 1 MHOrOUUCIICHHBIMU O4aro-
BBEIMH M3MEHCHUSIMH B JIETKHX, KOTOpbIe 00pa30BaJMCh I1OCIE
XHPYPTUUECKOTO BMEIIATENbCTBA W IIECTH IUKJIOB a/{bIOBAHT-
HOHU NMOJMXUMUOTEPANHN 110 CXEME - IUCIUIATHH, BUHOJIACTHH,
JakapOasuH.

Cayuaii u3 npakruku. bonenas T., 1952 rp. Bospact Ha Mo-
MEHT IIOCTAHOBKH JHarfHosa - 66 yier. AHamHe3 3a00J1eBaHus:
01.10.2018. Ilpu obGcnenoBaHuM y OHKONOTA (B YAaCTHOM KIIH-
HUKe) 00HapYKEHO MAJIOCMEIIaeMOoe, OITyX0JIeBoe 00pa3oBaHUe
Ha Koxke (4x4x3 cM), IJIOTHOW KOHCHCTCHINH, B OOJACTH IICH
cripaBa (ps1JIOM C OKOJIOYIIHOM CIITOHHOH xkene3oi). [Iponssene-
Ha Ouoricus. B Marepuaie Mopgosiorniecky JuarHocTHpoBaHa
menaHoma. 15.10.2018. semonneno KT uccnenosanue opranos
TPYJHOH KJICTKH M OPIOLIHOW IIOJIOCTH C KOHTPACTOM, BBISIB-
JIeHBl MHOTOUYHCJICHHBIE MeTacTa3bl B Jerkux. KimHudeckuii
auarno3 — Homysspras menanoma (T, N.M, ). 26.10.2018 mpo-
BEJICHO IINPOKOE HCCEUCHHE OITyXOJIH (B SHHOM OJIOKE C OKpY-
JKAFOIICH KOXKEH, MOJIKOKHOM KIIETUaTKOM ), TUMQPOIUCCEKIUS U
MIPABOCTOPOHHSIS TAPOTHIIKTOMUS. Ha PA3HYIO IyOHHY JIepMBI
1 TTOAKOXKHOH KHUPOBOH KJICTYATKH), METAaCTaTHYECKOE MOpaxe-
HUE JTUM(ATHIECKHUX y3JIOB IIEH U IIPaBOH OKOJIOYIIHOM CIIIOH-
Hoii xene3sl, (MI'X: T'ucronoruyeckoe 3aKiroucHue: MeIaHoMa
(BBISIBJICHA MHBA3Ms aTUIIMYHBIX MenaHouToB S100+, Melan A +,
HMBA45 +, AE1/AE3 —, p53 +, vim +, a sma — c;1abo O3UTHBHbIH,
Ki67+), BRAFmut, ¢pynknvonaisHsli craryc mo mkane Eastern
Cooperative Oncology Group (ECOG) 1, nakraraeruaporenasa
(JIAD) - 1320 En/m (N <308 Exym). C 11.2018 no 05.2019 rr. Ha-
3HaYeHa aTbIOBAHTHAS TOJIMXUMHOTEPAITHS TT0 CXEME - IIUCILIATHH,
BuHONacTuH, nakapbazun (CVD), Becero 6 mmxios. 10.08.2019 —
BomosHeHo KT-uccieioBanne opraHoB rpy/tHON KIICTKH 1 OpIOI-
HOM ITOJIOCTH C KOHTPACTOM, YTO TTOATBEP/IHIIO IIPOTPECCHPOBAHUE
3a00JIeBaHMs B TMHAMHKE: MECTHBII peruauB (7X6X6 cM) B rociie-
OIEPALlIOHHOM pPYOIle, YBEIHUYCHHUE JIMM(ATHIECCKUX Y3IIOB Cpe-
JIOCTEHHS], TIOSIBJICHUE HOBBIX OYAroBBIX OOPa30BaHUH B JICTKUX,
CHIDKEHHE MacChl TeJla U Pe3K0e yCHICHHE OO0JIEBOIO CHHAPOMA.
Haznauena nayumaruBHast Tepamnmsi.

CrycTst MecsI Iociie Hadajla NaJuIMaTHBHON Tepariy Marnu-
CHTKa B OYEHb TSDKEJIOM COCTOSHHHM IEPEBEICHA B TYPELKYIO
xinHuKy (Acibadem Maslak Hospital), rie BbImonHeHa mosu-
TPOHHO-OMHUCCHOHHAsI TOMOTpadus/KOMIIBIOTEpHAsT TOMOTpa-
¢us (IIDT/KT) ¢ 18-pTOpae30KCUIIIIOK030i B pEKHME “Bce
Teno® (puc. 1) 1 peKOMEeHJI0BaHO IPHMEHEHHE INperapaTa oOll-
nuBo (HuBosryMa0) B 1o3e 240 mr (B/B), ¢ mHTEpBanoM 14 nHel.
Bcero HaznadeHo 5 kypcos.
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PET*PET_CT_MA
nigoneg

MecTHEE penHIHE
Ouaroesle H3MeHEHHA e
B JeTKHX

Puc. 1. IIDT/KT ¢ DI'18 uccredosanue 6 pedxicume “éce
meno” - mecmuviti peyuous (10x6x6 cm) 6 nocrieonepayuonHom
pyoye u ouazosvle 0Opa308anUs 6 1e2KUX (Nocie OnepamueHo20
eMeuamenscmea u 6 YuKi08 NoIUXUMUOmepanuu)

B pesynbrare Tpex kypcos aHTU-PD1 Tepanmuu MecTHBbIH
peLuIuB Havyal Pe3Ko yMEHbIIAThCs B pa3Mmepax, a depes 5
KypCOB BOBCE HaOIOAaJCs IMOJHBI perpecc Kak MEeCTHOTO
peunarBa, TaKk U MHOI'OYHCJICHHBIX ME€TACTa30B B JICTKHUX.
07.10.2020 — BeimosiHeHo MPT o0nacTu 1men - MECTHBIN pe-
nuauB He oOHapyxeH (puc. 2). CocTosiHHe OOJILHOW YIOB-
nerBopurenbHoe. Ha pone npumenenuns HuBonymaba (B 103e
240 mr ¢ uHTepBanoM 14 nHel) pa3zBUTHE HMMYHOOIIOCPEIO-
BaHHBIX MOOOYHBIX 2P PeKkToB He HabaoganoCch. [lanuenTka
qyBCTBYET ceOst XOpOII0, OOJIb HE UCIIBITHIBAET, OJTHAKO OTME-
yaeT c1aboCTh B BEPXHUX KOHEYHOCTSIX. bonbHas oTka3anack
OT npueMa aHaJbI€TUKOB U BCIACT AKTUBHBIN 06pa3 JKHU3HHU

(ECOG 0). Conmepxanue JI/II' B nmpeaenax Hopmer (220 Ex/m).

W3 npuBeneHHOro KIMHUYECKOro Cilyyasi O4eBUIHO, YTO Ha-
3HaYeHHE MHrHOMTOpa OJIOKATOPOB MMMYHHOIO OTBETa - HU-
BOJIyMada Ui JICUEHMS DPELUAMBHON MEIaHOMBI, I0Ka3alo
BBICOKYIO 3()(EKTHBHOCTh Ja)Ke B PEKHUME MOHOTEpanuu, 0e3
MCIIOJIB30BaHUSI HM3KOMOJICKYJISIPHBIX HMHTHOUTOPOB MYyTHPO-
BanHoro depmenra BRAF. Ha ocHoBanum ximHMuYecKoro dap-
MAaKOJIOI'MYECKOI0 aHaJIM3a U OLIEHOK 0€30M1aCHOCTH HUBOJIyMa-
0a pexomMeH10BaHa cxema rpuema - 240 Mr Kaxple 1B Helleu
(B KauecTBE aAbIOBAaHTHON TEpaluu), yKa3aHHBIH PEXUM JO3U-
POBaHUsI 4aCTO MCIOJIB3YETCSI BO MHOTHX HEPEAOBBIX MPOQUIIb-
HbIX yupexxaenusx [10-11,19].

Kak n3BecTHO, UMMYHOJIOTHUECKUE KOHTPOJIbHbIE TOUKU —3TO
CHUCTEMa HHTHOUTOPHBIX MEXaHU3MOB, KOTOPBIE C OTHOU CTOPO-
HbI, YYaCTBYIOT B PETyJSILIUU aKTUBALUK UMMYHHOIO OTBETa U
MOZYJIUPYIOT €ro (IPensTCTBYIOT 3aIlyCKy ayTOMMMYHHBIX pe-
aKIMi), a ¢ IPyroil CTOPOHBI, MPU PA3BUTHH 3JI0KAY€CTBEHHOM
OITyXOJIH OJIOKHPYIOT MPOTHBOOITYXOJIEBYIO aKTHBHOCTB JINM(O-
LIMTOB, YTO MO3BOJISIET HEOIIACTUYECKH TPAHC(HOPMHUPOBAHHBIM
KJIETKaM YCKOJIb3aTh U3-1I0/1 HaA30pa UMMYHHOH CHCTEMBbI Opra-
Hu3Ma-omnyxoneHocurens [11,15-18,21].

Ha xierxkax MHOIMX THIOB 3JI0KQUECTBEHHBIX OIlyXOJIeH
(MenaHOMa, HEMEJIKOKJIETOUHBIH paK JICTKOTro, PaKk SUYHUKA) U
OITyXOJIEBOTO MUKPOOKPY)KEHHsI, a TaKXkKe Ha aKTUBUPOBAHHBIX
Makpodarax 1 IEHTPUTHBIX KJIETKaX HHTEHCUBHO YKCIIPECCHPY-
10Tcs onpenenennsle auranasl (PDL1, PDL2), koropslie, B3au-
mozeiicTys ¢ perienitopamu PD1 u CTLAA4, urpaiot 3HanuMyro
poJib B UMMYHHOM roMeocTtase. B opranusme 310poBoro 4esno-
BEKa OHM MPEIOTBPAIIAIOT 3aITyCK ay TOMMMYHHBIX 3a00J1€BaHUI
(upe3MepHOe NMOBPEXKICHUE KIETOK IIPU aKTHBALMM UMMYHHOM
CHCTEMBI), @ BO BpeMs OCpeMEHHOCTH IMOJABISAI0T UMMYHHYIO
cUcTeMy Marepu, oOecreunBasi BbDKUBaHUE IUI0JA - aJUIOTPaH-
crianTarta. Ilpu onkonaronorusix B pesymsrare PD1/PDL1/
PDL2 B3aumopneicTBus, NMPOUCXOAUT OJIOKaZa aKTHBALUU U
nponudeparyu T-muM(OUUTOB, NPOAYKIUH MMH LHUTOKHHOB
Y XeMOKHHOB, HalpaBJICHHBIX MPOTUB HEOIUIACTUYECKU TPAHC-
(hOpPMHPOBAHHBIX KJIETOK, 1 UMMYHHAsi CHCTEMa HE MOXKET BOC-
IPEMSTCTBOBATh POCTY ONYyXOJU. B CBA3M € 3TUM, aKTUBaIMA
PD1/PDL1/PDL2 nyteit cuntaercs OIHUM U3 KJIIOYEBBIX Me-
XaHU3MOB Pa3BUTHSI MMMYHOCYIIPECCUU TIPH 310Ka4€CTBCHHBIX
HOBOOOpPa30BaHUAX U 103TOMY, peuentop PD1 u ero nuranuasl
PDL1 u PDL2 sBnsAt0TCS NEPCIEKTUBHBIMU TEPAIICBTHYECKUMU
mutnensvu [5,10,12,14,18].
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Cnenuduka geiictBus HTHT'HOMTOPOB GIIOKATOPOB HMMYHHOTO
OTBETa COCTOUT B TOM, YTO 3TH I'yMaHU3UPOBAHHbIE MOHOKJIO-
HaJIbHBIE aHTUTEJA OJIOKHPYIOT B3aUMOJEHCTBIE MEXY Pellen-
topoM PD-1 u ero nurangamu (PDL1 u PDL2) Ha noBepxHOCTH
HMMYHOKOMIIETCHTHBIX KJIETOK. B pesynbrare Takoro B3anmo-
JIeWCTBUSL akTUBHpYyeTcs mnpoiudepanust T-KIETOK, CeKpenus
LUTOKMHOB U IPEKPAIaeTcsi YCKOJIb3aHUE OIyXOIM H3-IIOJ
HMMYHOJIOTHYECKOro Hazazopa. KimHuueckue wuccienoBaHus
MOKa3aJId, YTO IUAIa30H JIeHCTBUS HUBOIyMada u meMOpoI3y-
Maba BechbMa MIMPOK M HE OrPaHHIMBACTCS TOJBKO MEITaHOMOM
1 HEMEJIKOKJIETOYHBIM PaKOM JIETKOTO, YTO CBUJICTENILCTBYET 00
€[MHBIX MEXaHM3MaX Pa3BUTUS UMMYHOCYIPECCHU IPHU OIy-
XOJIEBBIX Mpolieccax Pa3IMYHOIO reHe3a U MEpCHeKTUBHOCTH
NPUMEHEHHs WHIHMOMTOPOB OJOKATOPOB HMMYHHOTO OTBETa
[11,14,18-21].

Ha ocHOBaHMM KIMHHYECKOTO (hapMaKoJIOTHYECKOro aHa-
Jn3a, BO MHOTMX HCCJIEJOBAHMSIX HOATBEP)KICHA BBICOKAsS
spdexTuBHOCTs aHTH-PD1 Tepanmuu mpu 3710KaueCcTBEHHBIX
HOBOOOPA30BaHMSX, B OTIMYNE OT MOJMXUMHOTEPANNH, OJ-
HaKO pa3BHUTHE UMMYHOOIIOCPEIOBAaHHBIX MMOOOYHBIX dPdek-
TOB (MHEBMOHHMT, THIIO(H3HUT, HEJOCTATOYHOCTH KOPHI HAIIO-
YEYHHKOB) MOTYT HPEACTABISTh PEAlTbHYIO YIrpO3y ISl XKH3-
HU oHKomanuenTa [14-15,17,19-21] u norpeboBaTh OT Bpauya
MIpeKpalleHus JeUCHUs.

3HaHME MOJIEKYJSPHBIX OCHOB MEXaHHU3MOB Pa3BUTUS UM-
MYHOCYIPECCHU TIPH 3JI0KAaYeCTBEHHBIX HOBOOOpa30BaHUSIX
MO3BOJISIET MJICHTH(UIMPOBATH TE TEPANEBTUYCCKHE MHIIIE-
HU, BO3JICHCTBHE Ha KOTOPBIX OJOKHUPYET IMPOLECC YKIOHSHHS
HEOIUTACTUYECKH TPaHC(HOPMUPOBAHHBIX KJIETOK OT PacHo3-
HaBaHUS MMMYHHOH CHCTEMOH OpraHu3Ma-oIyXOJEHOCHUTE-
ns1. IlpumeHeHne MHrHOMTOpPa KOHTPOJBHBIX TOYEK — HHBO-
nymMaba B MOHOPEXHME Y TTALIUEHTKH C MECTHBIM PELIHIHBOM
HOAYJISIPHOW MeJIaHOMBI, ¢ nonoxuteabHoil BRAF myTanueit
1 MHOTOUYHUCJICHHBIMH OYaroBBIMH HM3MEHEHUSMM B JIETKHX,
Jlake B TEPMUHAJIBHOU CTaJMH, 00ECIIEUNIIO TOJIHBIN perpecc
peuuanBa U CyIIECTBEHHO YBEIMYUIIO MPOJOJIKHUTEIBbHOCTh
JKM3HHM NHOTIEPaOeIbHON OHKOIAIIMEHTKH.
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SUMMARY

EVALUATION OF THE EFFICASY OF THE DRUG OPDIVO (NIVOLUMAB)
IN A PATIENT DIAGNOSED WITH UNRESECTABLE SKIN MELANOMA,
POSITIVE BRAF MUTATION AND DISEASE DISSEMINATION (CASE REPORT)

12Samsonia M., "*Kandelaki M., 'Gibradze O., 'Tsanava T., !Gvaramia L.

! Akaki Tsereteli State University, Faculty of Medicine, Department of Pharmacy, Kutaisi;
’Pharmaceutical company - Legion “Provisus”, Kutaisi, Georgia

The case was analyzed for response to nivolumab (Opdivo)
monotherapy in a patient with recurrent skin melanoma (10x6x6
cm) and disease dissemination (with multiple lung metastasis),
positive for BRAF mutation that followed upon the local thera-
py (surgical excision) and 6 cycles of adjuvant chemotherapy (at
CVD regimen - cisplatin, vinblastine, dacarbazine).

Histological results: melanoma. Immunohystochemical: S
100-positive; Melan A - positive; HMB45 - positive, AE1/AE3
- negative, p53 - positive in most cells, vim - positive, a sma —
weak in most cells, Ki67 — positive in 20%, BRAFmut, ECOG
performance status 1, LDH - 1320 U/L (N <308 U/L). The ef-
fective treatment available for metastatic or unresectable mela-
noma, Opdivo (nivolumab) was given at a dose of 240 mg every
two weeks. Overall, 5 courses were indicated.

Local recurrence of melanoma at the site of the primary exci-
sion began to resolve after 3 courses of immunotherapy with
checkpoint inhibitor (nivolumab) which led to a significant de-
crease in the size of the cancer. And 5 courses of nivolumab
therapy demonstrated complete regression of local recurrence

and multiple lung metastases. No locoregional recurrence was
found on MRI of the neck area. The patient’s condition is now
satisfactory. She doesn’t feel pain and refuses to take pain reliev-
ers, leads an active lifestyle (ECOG 0). Serum level of LDH is
within normal limits.

Currently, the targeted therapy with low molecular weight
selective inhibitors of mutant BRAF (vemurafenib, dab-
rafenib) and immune checkpoint blockers (nivolumab, pem-
brolizumab) is generally recommended for unresectable skin
melanoma patients bearing BRAF mutations. Despite this
dual treatment strategy, the use of even one nivolumab (in
monoregimen), showed complete regression of both — the lo-
cal recurrence and multiple lung metastases in the case of a
positive BRAF mutation and substantially improved the sur-
vival of inoperable cancer patient.

Keywords: melanoma patients positive for BRAF mutation,
polychemotherapy at CVD - regimen of cisplatin, vinblastine,
dacarbazine, local recurrence and multiple lung metastases,
checkpoint inhibitors, nivolumab (Opdivo), survival.

PE3IOME

OLEHKA Y®®EKTUBHOCTHU MPEMAPATA OPDIVO (HUBOJIYMAB) Y MHOIEPABEJIbHOM MAIIMEHTKA
C MECTHBIM PELIMAWBOM HOJIYJASIPHOM MEJTAHOMBI C TOJOKUTEJAbHON BRAF-MYTALIAEN
U MHOKECTBEHHBIMH METACTA3AMM B JIETKUX (CJAYYAM U3 TPAKTUKHN)

L2Camconust M., “Kaugenaxku M.A., 'Tuopanze O.T., 'Ilanasa T.V., 'I'sapamus JL.T.

'Kymaucckuil 2ocyoapcmeennulil ynueepcumem um. Ax. Llepemenu, meduyunckuil paxynomem;
*Oapmayesmuueckan komnanus — Legion “Provisus”’, Kymaucu, Ipy3ust

Onucan ciydait npuMeneHns: Huponymaba (Opdivo) B MOHO-
peXxuMe y MalMeHTKH ¢ MeCTHhIM peuuauBoM (10x6x6 cm)
HOIYJSPHON MeJIaHOMBI ¢ oJoxuTensHoii BRAF-myTanueit
U MHOTOUYHCIIEHHBIMH OYaroBBIMH HM3MEHEHHSIMHU B JETKHX,
KOTOpBIE 00pa30BaIUCh MOCIE XUPYPTUIECKOTO BMEIIATEb-
CTBa ¥ IIECTH IHUKIOB abIOBAHTHON MOJUXUMHOTEPANHHU O
cxeMe - CVD (uucrnatus, BUHONMAacTHH, nakap6asuH). ['ucto-
JIOTHYecKoe 3aKkirouenue: Menadoma, MI'X: S100+, Melan A
+, HMB45 +, AEI/AE3 —, p53 +, vim +, a sma — cia6o mo-
sutuBHbIM, Ki67+, BRAFmut, ¢pyHKIHOHANBHBIN CTATyC MO
mwkane ECOG 1, makrargeruaporenasza (JIAI) - 1320 En/n
(N <308 En/n). dns nedenus HeornepadenbHOH GopMbl Mema-
HoMmbl nipenapatr Opdivo (HuBoiaymad) nmpuMeHeH B 1o3e 240
Mr (B/B) ¢ uHTepBanoMm 14 nHeil. Bcero HasHaueHO 5 KypcoB.
B pesynbraTte Tpex KypcoB HMMYHOTEPAITUH MECTHBIH peIu-
JIUB Hauasl Pe3KO YMEHBIIAThCS B pa3Mepax, a uepes 5 KypcoB
HabIrofaNCs TMONHBIA perpecc Kak MECTHOTO peIuanBa, Tak

© GMN

U MHOTOYMCJIEHHBIX METacTa3oB B jJerkux. Ilocie BeimomHe-
Husg MPT oOnactu menm MeCTHBIN perUaAMB HE OOHApY’KEH.
CocrostHue OONBHON YIOBIETBOPUTEIBHOE, YYBCTBYET ceOs
XOpOI110, 00N HE UCTIBITHIBAET, OTKA3a1ach OT MpUeMa aHalb-
TeTHKOB U BeleT akTUBHBIN 00pa3 xu3au (ECOG 0). Cozmep-
skanue JI/II' B mpenenax HOpMBI.

HecmoTps Ha TO, 4TO /1714 TeUSHUs TALIUEHTOB C Heonepaldeb-
HOM MenTaHOMOH KoXHu ¢ mosiokutenbHoii BRAF-myTanueit
PEKOMEHIYIOT HCIIOIb30BaTh KOMOMHALMIO HH3KOMOJEKY-
JSPHBIX HHTUOUTOPOB MyTHpOBaHHOTO (pepmeHTa BRAF (Be-
mypadenn6d, nabpadernd) u 610KaTOPOB KOHTPOIBHBIX CHT-
HaJbHBIX TOYEK (HMBOIYMal, meMOpoan3ymal), mpuMeHeHHe
TOJIBKO HHMBOJyMaba (B MOHOpEKHUMe) 00eCreqnio MOTHBIN
perpecc Kak MECTHOTO PEHUANMBA, TaK ¥ MHOTOYMCIEHHBIX
METAacTa30B B JIETKUX MNpPU MEIAHOME C MOJTOKHUTENbHON
BRAF-myTanueit u yBequ4mio IpoJOIKUTEIbHOCT KU3HU
UHOMEepabeabHOH OHKOMAIIMEHTKH.
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MNPEJUKTOPBI IOBTOPHOI'O KPOBOTEYEHMUSA B OCTPOM IIEPUOJE PA3PBIBA
APTEPHUAJIBHBIX AHEBPU3M I'OJIOBHOI'O MO3TA

3opun H.A., Kazanuesa B.A.

Jnenpoeckutl 2ocyoapcmeentvlil MeOUYUHCKUL yHUgepcumem, Yxpauua

JlaHHBIE TUTEPATYPBI CBHICTEIBLCTBYIOT O TOM, YTO OT Pa3phl-
Ba apTepUAIbHBIX aHEBPU3M (AA) TOJIOBHOTO MO3ra IMOTHOAIOT
ot 25 1o 35% nauuentos. [Ipu 3TOM OT TIOBTOPHOTO KPOBOTEUE-
aus (TIK) u3 AA, KoTopoe yaie ciry4aeTcsi B TCUCHHUE TIEPBBIX
2-3 Henenb mocie paspbiBa, morudaer emie 10 35%. Hanbonee
Bercokuit pruck ITK otmeuaercs B nepssie 24 waca - 9-17% nanu-
eHToB [8,9,11,12,23]. Yamie B iauTeparype ynorpednsercs: Tep-
MUH «ITOBTOPHBII pa3pbIB», OJJHAKO Ha CAMOM JIeJIe — 3TO HE HO-
BbIIf pa3pbiB B HOBOM MECTE€ aHeBpU3MaTHYeCKON cTeHkH, a [IK
13 paHee 0Opa30BaHHOTO OTBEPCTHSI, IPUKPBITOrO TpoMOOM. B
CITydasix, KOrJa pa3pblB aHEBPU3MbI HE IPUBOIHT K JICTaTbHOMY
HCXOJly, KPDOBOTEUCHNE OCTAHABIHMBACTCA, KaK MPABUIIO, CITYCTSI
CYNTAHHBIC CEKYHIIBI, PEKE MOXKET MPOIOJIKATHCS HECKOIBKO
MHUHYT, YTO YOACTCS BHU3yaJH3HPOBATh IPH IHIOBACKYISPHOM
BBIKIIFOUYCHHN AA, KOTJa B XOJI€ OIEPALlUH CIIy4aeTCs HHTPAO-
MIEpaIlMOHHBINA pa3pbIB. Ha MOHHTOpE BUIHO, KaK KOHTPACT BBI-
XOJIWT 32 TpaHHIBI AA, BHaYalle CTPEMUTENIBHO, 3aTE€M BCE MEJI-
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JICHHEE, M, HAaKOHEIl, CIIYCTS 2-3 MUHYTHI, BEIXOJ KOHTpPAcTa 3a
npenensl AA mpekpammaercs. B cirydasx, korga KpoBOTCUCHUE
nponosrkaercs 6onee 10 MUHYT, 9TO, KaK TPaBIIIO, TPUBOAUT
K pe3KoMy MOBBINICHUIO BHyTpuuepernHoro nasineHus (BUJ).
IToeienne BY/I, B cBOI0 ouepesib, BIEUET PE3KOE CHUKEHUE
nepdy3un mo3ra [4,5], uTo aHTHOTpadIUecKH MposBisieTcs de-
HOMECHOM «CTOII-KOHTPACT» WJIM WHAYE IICEBIOKAPOTHIOTPOM-
0030M», KOTJ]a KOHTPACT, BBEICHHBI BO BHYTPECHHIOIO COHHYO
aprepuro (BCA), moxomut TOJBKO MO OCHOBAaHHUS uepena, He
MPOHMKAasi B MHTPAKpaHHUAIbHBIC COCyIbl. Takas cuTyanus 4a-
CTO TPUBOJAUT K JIETATBHOMY HCXOAy. B cimydasx, korma KpoBo-
TedyeHue u3 AA He SIBJISICTCS HECOBMECTHUMBIM C JKH3HBIO, OHO
OCTaHaBIMBACTCS B TCUCHNE HECKOJIBKIX CEKYH]I, YTO IIPOUCXO-
T Onaroyaps CIEAYIOIUM (hakTopaM: aHTHOCIa3M HecyIei
aprepun, noBsiieHrne BU/l, mpuBopsiiee K CHIKCHUIO Ipajin-
CHTa JaBJICHUS BHYTPH aHEBPU3MBI U B OKPY’KAIOILCH aHeBPU3-
My LUCTEPHE, U, KaK CIEACTBUE, 3aMeUICHIE TOKa KPOBH 4epe3



