U, NOVARTIS

POKYyC Ha cpaBHeHUW npoguien 6e3onacHOCTN TapreTHON N UMMYHHOW a4 blOBAaHTHOMN
Tepanum MenaHoOMbl KOXU
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PdDOKYC Ha CpaBHeHuM npodpunen
0e30nacHOCTU TApreTHOW U UMMYHHOM
A0 bIOBAHTHOM Tepanum MeJIaHOMbl KOXXMU
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MPO®UNN BE3OMNACHOCTU TAPTETHOM U UMMYHHOW ATbHOBAHTHOM
TEPANWUW MENAHOMbI KOXW

43 20 BCEX HAl NEPELLNNA
’ %o B XPOHWECKYH) ®0PMY

HEXENATENbHBIE ABJTEHWA BO3MOXHbI XPOHU4ECKUE 3HAOKPUHHBIX HA
YNPABNAEMbI U OBPATAMBI, HEXENATENbHbIE SBNEHNS,

HE TPEBYHOT ITUTENLHON TPEBYIOLLWE NOXKW3HEHHON HEPOTOKCHMYECKMX
LONOMHUTENLHON TEPANUNA TEPANUK NPOSIBNEHMA

TAPFETHASA WMMYHO- O®TAJIbMONOrMYECKUX HA

TEPANWA TEPANAA
CNYYAEB

KCEPOCTOMMUH

COXPAHEHUE CNYYAEB APTPUTA
KAYECTBA XXWU3HHU

HA = HEXENATENbHBIE ABMEHKUA.

Mocne BbINOIHEHUSA PaANKaJIbHOr0 XUPYPrnyecKoro ie4eHna MenaHoOMbl KOXW NauneHT
cunTaeT ceba NnpakTUYeCKn 340POBbIM, HYBCTBYeT cebsa ygosneTsopuTesnibHO. MNMpuHnMas
pelleHne o Ha3Ha4YeHUn aabloBaHTHON Tepanun (AT), cnegyeT y4YnUTbiBaTb Ba)XHOCTb
COXpPaHEeHMs KavyecTBa XXU3HW NauneHTa B 3TOT nepuon [1]. AobloBaHTHasa Tepanus
OO0JDKHa MeTb npmemMaembin Nnpodunsib 6€30MacHOCTN N HE LOJIKHA Bbi3biBaTb TAXeEsble
n/vnn HeobpaTuMble HeXxxenaTesbHble ABneHnsa (HA), nepexonsuwme B XpoHNYECKYO hopmy
n TpebytoLline Npoao/KNTENIBHON NN NMOXXN3HEHHON NeKapCTBEHHOW Tepanuu.



CpaBHeHue De30nacHOCTMU pa3HbIX CTPaTermu
anbIOBAHTHOMU Tepanuu MeJIaHOMbI KOXXH

NccnenoBaHug, KOTOPbIE HANPAMYHK CpaBHWMBaJIN 6bl 6e30MacHOCTb npnMmeHeHn4d
WMMYHHOM N TapreTHon Tepanun B Kavyectee AT MeNaHOMbl KOXW, HE MPOBOANIIUCD.

Mpodunnn 6e30MacHOCTU AaHHbIX BUOOB IEYEHUS MOXXHO COMNOCTAaBUTb, OLEHUNB AaHHbIE
COOTBETCTBYIOLWMX UCC/Ie0BaHNINA:

CheckMate 238

Husonymab (452 nauyneHTa)

pynna cpaBHEHUS: nNuanMmymMmab

Ctaguun menaHowmsbl IIB-C, IV

41% nauneHToB ¢ BRAF+ MenaHoMOM KOXXN

KEYNOTE-054

e [lembponnisymab (509 nauneHTOB)

e [pynna cpaBHeHMUA: Naauebo

e Ctagnn menaHomsl IIIA-C

e 41% nauneHToB ¢ BRAF+ MenaHOMOIN KOXK

COMBI-AD

DabpadeHnb + TpameTnHMO (435 NaumeHTOB)
Fpynna cpaBHeHUA: nnauebo

Ctaguun menaHomebl IHIA-C

100% nauneHToB ¢ BRAF+ MenaHoMOn KOXXN

COMBI-APIlus (nccnepoBaHme 3¢ppeKTMBHOCTH afanTUPOBaHHOIO
azsropuTMa ynpaBJsieHUs1 NUpeKcuemn)

e NabpadeHnd + TpameTuHmMb (552 NnaumeHTa)

e [pynna cpaBHEHUSA: NCTOPUYECKNIN KOHTPOb nccneposaHmna COMBI-AD
e Ctagnun menaHowmsil IIIA-D (AJCC 8)

¢ 100% nauneHToB ¢ BRAF+ MenaHoOMOM KOXXW

YacToTa pa3sutus nobbix HA B nepnoa nposefeHUs agbloBaHTHOM Tepannn B LLesIoM
Oblna conocTaBMMa BO BCEX pacCMaTpuMBaeMblx nccneposanHmax (93,3-98,0%) [2-5].
O6wmmn HA Bcex BbiBpaHHbIX BapnaHTOB AT SBASNCH NOBbILIEHHAS YTOM/ISEMOCTb,
Avapes, Cbifb, TOWHOTa Atobon cteneHn. YacToTa MX pa3BUTUSA, MO AAHHbIM NOCAEeAHUX
nccnenoBaHuin, gocturana 37%, oagHako HA 3-1 cTeneHn TaXecTu U Bbille pa3BuUBaINCh
He 6bonee 4yem y 1,5% nauneHTos [2,3,5].

PaccmoTpum 6osiee nogpobHo HA, XxapakTepHble A5 Ka)X[A0ro BapuaHTa aAbloBaHTHOW
Tepanuu.



ApblOBaHTHas UMMyHoOTepanus

OCHOBHbIE OCJIOXKHEHUSA aAbOBAaHTHON MMMYHOTEPannm MenaHoOMbl KOXKW CBA3aHbl C
pa3BnTMeM MMMyHoonocpenoBaHHbIX HA (MOHA), nx 4acTbiM NepexooM B XPOHUYECKYIO
dopmMy N He0bX0AMMOCTbIO ASINTESNILHOIO NMPUMEHEHUS TTIOKOKOPTUKOCTEPOULOB NN
apyrom Tepanunn (Hanpumep, FOPMOHO3aMeCTUTENIbHOW NMPU S3HAOKpUHOMNaTmax) [3,6].

NMMmMmyHOONocpenoBaHHble HA

MpenapaTbl neMbponnsymab n HMBoaymab, co3gaHHbIE HA OCHOBE MOHOKJIOHAJIbHbIX
AHTUTEN, MOryT Bbl3blBaTb MMMYHOOMOCPELOBaHHbIE HEXeslaTeslbHble ABJIEHUS.

CornacHo gaHHbIM uccnegosaHnsa KEYNOTE-054, Ha doHe npmema nembponunsymaba c

BbICOKOW 4aCTOTOMW pa3BuBasinCb MOHA, B nepByto ovepelb SHOOKPUHHbIE HapyLlleHus [3].
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OueHKa 4YacToTbl Pa3BUTUSA BNePBbIE BbISIBIEHHbLIX SHAOKPUHHbBIX HAPYLLUEHUA Ha (hOHe
aAblOBAaHTHOM MMMYHOTEpPANUM NokKasaJsia CXoxXue pesynbTaTbl ANna HUBoaymMaba [2] n

nembponunsymaba [3,7,8].
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JHAOKPUHHbIE HapyLUEeHUA, BNepBble BbiIAB/NEHHbIE Y NalLMEHTOB Ha GoHe
npuema HuBonymaba n nembponusymaba

m Husonymab (CheckMate 238) B MNemb6ponusymab (KEYNOTE-054)
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HefOCTaTOYHOCTD

Cpeaun gpyrux HA, pa3BuTue KOTOpPbIX, MO MHEHUIO HEKOTOPLIX UCCNegoBaTesien, MOro
ObITb CBA3aHO C 4ENCTBUEM Ha UMMYHHYIO CUCTEMY, CneayeT BblaennTs [2,3]:

NMHEBMOHUT (HMBonymab — 1,3%, nembponmsymab — 3,3%);
napecte3unn (HMBonymab — 2,7%);

e nepudepnyeckyto HesponaTtuio (Husonymab — 0,4%);

* aKCOHaJNbHYIO HeBponaTuio (HMBonymab — 0,2%).

KpoMe Toro, CTanu Yalle nosaBnaTbCs COOOLWEHNS O CyHasaX Takoro Ts»xenoro noH4, Kak
AYTOMMMYHHbIN MUOKapAWUT. JIeTabHOCTb NPU AAaHHOM OCNIOXKHEHUWN focTuraeT bonee
50% n TpebyeT TwaTesibHOro HabnwoeHNa 3a NaUMEeHTOM U Clna>keHHon paboTbl Bpaden
pa3HbIX cneunanmilaunn [18].

Mepexon HA B xpoHudyeckylo popmy

Mo faHHbLIM pafa nccaefoBaHUNM, HacToTa Pa3BUTUA XPOoHMYeCcKnx HA y nayneHToB Ha
doHe nmmyHoTepanun coctaBuna 41-43%, B Tom 4yucne 12% cny4yaeB — 3-4-i CTENeHU
TAXKECTUN. boNbWMHCTBO XpoHMYeCKNX HA Bbinm cBA3aHbl C SHAOKPUHHBIMW HapyLUEHNAMU
(4awe BCero rMnoOTUPEOD3 U rMnepTrupeons), 3aboneBaHNAMN ONMOPHO-ABUIraTEIbHOIO
annapaTa (Yale BCero apTpuT 1 apTpanrmsa), KoxxHbiMn 3abonesaHnsamm (oepmaTtuT) [6,9].

JlekapcTBeHHas Tepanusa pa3BuBLuuxca HA

31-49% naumeHToB n3-3a HYA, pa3BmBLLIMXCA Ha hOoHE MMMYHOTepanun, noTpebosanach
Tepanusa rialKoKopTukoctepomngamm [10,11].

ADpblOBaHTHAasA TapreTHas Tepanus

OcCHOBHbIM HY npu npoBefeHnn agbloBaHTHON Tepanun kKoMbuHaumnen nabpadeHnd +
TpamMeTunHNO aBnseTca nuxopapka (nupekcusa). CornacHo AaHHbIM UccaenoBaHms



COMBI-AD, nupekcus nobon cTeneHn TSHKeCcTu pa3Buiacb y 63% naymneHTos,
NPUHMMaBLIMX KOMBHauuno nabpageHnbd + TpameTnHnob, 1 aBMNaCbL NPUYNHON
npekpaweHus nedvenna y 8,7% nauumeHtos [4].

B nccneposaHnm COMBI-APlus anropnTt™ yrnpasneHus nupekcmen dbl nepecMoTpeH
(noapobHee o0 HoOBOM anropmutMe B cTaTbe «COMBI-APIus: HOBbIV @ArOpuUTM yNpaBaEeHUS

nMpeKcren yayyliaeT nokasateam 6e30nacHOCTU N 3D EKTUBHOCTU KOMBUHALLUN

nabpadeHund + TpaMeTuHnb»), N 3TO NO3BONNIIO, MPU TOWN XKe YacToTe Pa3BUTUS NMUPEKCUN
060l CTeNeHn TAXKECTN, B HECKOJIbLKO pa3 CHU3UTb YaCTOTY OCJIOXKHEHUH,

CBfAi3aHHbIX C NUMpeKcuen [12].
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NMpuMeHeHne HOBOIro aJIfOPUTMa yNpaB/ieHNS NUPEKCUEN MO3BOJINI0 NPU COMNOCTaBUMbIX
3HAYEHUNAX CpeaHen NPOAO/IKNUTENLHOCTN BO3AencTBmnA gabpadeHnba n tpameTmHmba (11
MecsaueB B 06oux nccnepgosaHmax: COMBI-AD n COMBI-APIUS) CHU3NTb KONMYECTBO
rnepepbIBOB B JIe4EHUNUN, CBA3AHHbIX C MUPEKCUEN, N COKPATUTb YMCIO CyYaeB
BbIHY>XOEHHOIr0 CHM)XeHUs A03bl fabpadeHnba n/nnm tpametnHmba [5].

Pa3bepeM OCHOBHbIe BOMNPOCHI, BOSHUKAloOLW e npu
CpaBHeHuM npodumnen 6e30NacHOCTU TApPreTHOn "

MMMYHOTEpPanun:

KakoBo cpenHee BpeMs pa3pewueHua HA?


https://www.pro.novartis.ru/therapeutical-areas/oncology/melanoma/reviews/esmo-2022-rezultaty-combi-aplus
https://www.pro.novartis.ru/therapeutical-areas/oncology/melanoma/reviews/esmo-2022-rezultaty-combi-aplus
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Image



AmMMmyHoTEepanus TapreTHasa Tepanusa

Kakyio B ONOJIHUTEsSIbHYIO JIeKapCTBEHHYIO Tepanuio npuaeTtcs
Ha3Ha4vTb NauMeHTy AnA paspeweHua HA?
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UmMmMmyHoTepanus TapreTHana Tepanusa

Ob6paTumbl nm passuBaowmecsa HA?
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BepoaTHOCTb Nnepexoga B xpoHnyeckyio popmy HA, passmBumnxca Ha pone
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MMMyHoTepanus TapreTHas Tepanus
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Takum obpasom, npocdpunm 6e3oNacHOCTM UMMYHHOM U TApPreTHOM Tepanum
[,O0CTAaTO4YHO CUJILHO pa3HATCA. Bbibupas mexxay AByMs BUOaMM
NnpodunNaKTU4eCcKoro Jie4eHus, CTOUT He 3abbiBaTb 00 0cobeHHOCTAX
NepeHoCUMMOCTU KaXkaoro Buaa Teparnum M y4uTbiBaTb UX BJIMSAHME HA KAQ4eCTBO
>XU3HM NauMeHTa.
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