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duHanbHble gaHHble COMBI-AD: pe3ynbTaTbl 8-neTHero HabnoeHNs 3a NayneHTamu,
Mosly4YaBLUMMU aAblOBaHTHYO Tepanuto gabpadeHnbom n TpameTnHMboOM nocne pesekuumn
MeJIaHOMbI KOXXU
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BBepeHue

B nccnepoBaHmax aspPeKTUBHOCTU aAblOBAaHTHON Tepanuun ocobbii MHTepec
npeacTaBasaloT pe3ynbTaTbl 4AMTeNbHOro HabnogeHnsa 3a naumeHTamm. Ha ASCO 2024
6biN NPOAEMOHCTPUPOBaHbI PUHaNbHble pe3ynbTaTbl COMBI-AD ¢ 8-neTHMM nepmoaoMm
HabnopaeHMa 3a nauMeHTaMmu. OTO CaMblli MPOAO/IKNTENbHbLIN Nepnod HabnoaeHns 3a
nauneHTamm nocne pesekumnm MenaHoMbl KOXK N3 BCEX OCHOBHbIX perncTpaunoHHbIX
nccnenoBaHUi agbloBaHTHoM Tepanum (COMBI-AD (nabpadeHud + TpameTuHub);
Keynote-054 (nembponusymab)’; CheckMate-238 (Husonymab))>*

Ivn3auH uccneposauua COMBI-AD

BcnoMHMUM OCHOBHbIE MOMEHTHI, Kacatowmecs nccnepgosaHmsa COMBI-AD.

COMBI-AD — paHOoOMM3nNpoBaHHOE ABOMHOE cnenoe nnauebo-KoOHTponmpyemoe
nccnepoBaHuelll pasbl kKoMbnHaumm gabpadeHnd + TpameTUHNO ANS agblOBAHTHOM
Tepanuu y nauneHToB C y4a/leHHON MeNaHOMOMN KOXN'.

B nccnepgoBaHum npuHanm y4actue 870 naynmeHToB 13 169 ueHTpoB B 25 cTpaHax. An3anH
nccnenoBaHUA 1 nokasatesnn appeKTUBHOCTHU, onpenesisieMble Ha pPa3HbIX CPOKax
HablooeHns, NpuBedeHsbl Ha puc. 1°.

PucyHok 1. Ou3sanH nccnegosaHna COMBI-AD.
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https://www.pro.novartis.ru/therapeutical-areas/oncology/melanoma/reviews/combi-ad

9 HEKTUBHOCTb aAblOBAaHTHOM TapreTHOW Tepannumn oLeHNBaan No cpaBHeEHMUIO € nauebo.
ONnTenbHOCTb Ie4eHnst cocTaBnisna 12 Mecaues (NpexxaeBpeMeHHOoe npekpalleHne
ne4vyeHuns Morso 6biTb CBA3aHO C peunaneomM 3aboneBaHusi, HENPMEMIEMON TOKCUYHOCTLIO,
OT3bIBOM COrlacusi UM CMepTblo). MNoce 3aBepLUeHns IeYeHUA NauMeHTbl NPoaoJIXKaan
HaxoaUTbLCA Nofa HabnaeHnem'.

MNpu puMHaNBLHOM aHaNn3e MeaMnaHa NPoAOJKUTENLHOCTN HabnloaeHus coctasmna™
6

e 100 (0—125) mecsues B rpynne gabpageHnd + tpameTmnHmnb
e 82,5 (1—122) mecsua B rpynne nnauebo

OCHOBHbIe pe3yJsbTaThbl

AQbloBaHTHasa Tepanusa koMbrnHaunen pabpacdeHnd + TpameTnHMb Nprnsena

K 3Ha4YMTEesNIbHOMY yBen4YeHUto NokasaTtenen 6espeunanBHon Behxneaemoctu (bPB),
BbKMBaeMoCTn 6e3 oTaaneHHbIx MeTacTa3oB (BEOM) n obwen BbixxnsaemocTtu (OB)
Mo CPaBHEHWIO C rpynmnon naauebo Ha NPoTsKeHUn Bcex 8 net HabmoaeHns (Tabn. 1)°.

Tabnuua 1. OcHoBHbIE pe3ysbTaTbl uccnenosaHns COMBI-AD (8-neTHee HabnogeHue) > ®
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Da6padeHn6 + TpameTnHNG

* - pacyeTHble 3Ha4YeHuUs

be3speunauBHasa BbIDKMBaAaeMOCTb

OcHOBHas Lenb agblOBaHTHON Tepanun — CHU3NTb PUCK pa3BUTUA peunanBea
nocse yoaneHus MeslaHOMbl KOXKU. B cooTBeTCTBMU C 3ToM Lenbio BPB aBnsnack
NepBUYHOM KOHEYHOM TOYKOW B nccnemosaHnm COMBI-AD.

Bonee BbiCOKME 3HaYeHMs BPB, 3ahuKcrMpoBaHHbIE B MPOMEXYTOYHbIX aHa/IM3ax B rpynmne
JIe4eHMs Mo CPABHEHMIO C rpynnoi niauebo, COXPaHUINCL U K OKOHYAHWUIO 8-1eTHEero



nepunona HabnwogeHns 3a naymneHTamn. 8-netHasa bPB B rpynne nevyeHuns 6bina 4OCTOBEPHO
BbllLe, 4eM B rpynne naauebo: 50% npotus 35%; TapreTHasa Tepanusa No3Bosnia CHU3NTb
puck peungmnsea Ha 48%. MepgnaHa 6PB (MBPB) B rpynne nevyeHunsa coctasmna 93,1 Mecsua
(moyTm B 6 pa3 Bbille, YeM B rpynne nnauebo — 16,6 mecsua), a 4na noarpynnol
nauneHToB ¢ MyTaunen BRAF V600E MBPB pocTturna 109,3 mecsaua’.

Ha rpaduke BPB BUAHO, 4TO K MOMEHTY 3aBepLUEHNS aAblOBaHTHON Tepanum mexxay
rpynrnowv sie4eHUsa N rpyrnnon CpaBHEHNS OTMeYaeTCsa CyLeCcTBeHHasa pa3Huua B
rnokasartensax. Tak, 1-netHas BPB B rpynne nevyeHusa coctasuna 88% npotme 56% B rpynne
nnauebo’. JaHHble, MoNyYeHHbIe Npu AJIUTebHOM HablooeHUN, NoKa3biBaloT cTabuibHoe
npPenmyLLecTBo TapreTHon Tepanmn. OCobeHHO CTOUT OTMETUTb, Y4TO Nnocne

3 net HabnoneHns kpmeas BPB B rpynne nevyeHnsa Boixoawuaa Ha naaTto (3 roga — 59%,

5 net — 52%, 8 netT — 50%)°. Cyas No npeacTaB/ieHHbIM JaHHbIM, eCan peunans

He pa3BuMBaJICA B NepBble 2—3 rofa nocjie agbioBaHTHOW TapreTHOW Tepanuu,

TO NPV NPOAOJIKUTESIbHOM HabNIAEHNM ero BEPOATHOCTb Bblsla 4OCTAaTOYHO HMU3KaA.

PUCYHOK 2. be3peunansBHas BLDKMBAEMOCTb B Fpynnax cpaBHEeHUs B TeyeHue 8 net>°
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Bpems ¢ MOMeHTa paHgoMH3aLumu (MecALbl)
MaunenTsl rpynnel pucka
163 T47 139 12

L%
;-

Mnayeto 432 243

Bbi>kuBaeMocTb 0e3 oTaasieHHbIX MeTacTa3oB

3Ha4ymMMasa pa3Huua B NokasaTtenax BBOM B rpynne neyeHnsa n B rpynne naayebo Takxe
COXPaHANACh Ha MPOTSXKEHWUM BCEro nepuoaa HabaoaeHna n coctasnana 11—15%°.
CHW)XeHMe puUCKa pa3BuUTUA OTAAJIEHHbIX METAacTa30B K KOHLY CpoKa HabnaeHus
cocTaBuno 44%>.

PucyHok 3. BbkuBaeMocTb 6e3 oTAaleHHbIX MeTacTa30B B rpynnax CpaBHEHUS B TeYeHne
8 net”®.
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Bpema ¢ MOMeHTa paHaoMU3aLmnu (Mecaubl)
MauuenThl rpynnsl pucka
B5 166 158 149 141 125 57 1 0
Mnaueto 432 247 179 161 148 144 135 124 113 104 0y o o2 39 y. ]

A+T 438 373 284 243 I3 223 204 1

OOLwan BbIDKMBAaeMOCTb

OOHOM N3 BTOPMYHbIX KOHEYHbIX TOYEK nccnenosanma aenanacb OB. Pe3synbTaThl 8-
JIeTHero aHasansa nokasasau, 4To Npu 4ANTeNbHOM HabngeHUN COXpaHAeTCa TeHAEHUMS
K 6onee BbICOKMM Noka3aTtenam OB B rpynne se4yeHnsa No cpaBHEHUIO C rpynnon nnauebo.
8-neTtHasa OB y naumeHTOB, NoayYaBLWwnx nevyeHne gabpadeHnbom n tpameTnHnbOM,
coctaBuna 71%, a B rpynne nnauebo — 1osbkKo 65%. Mpn 3TOM NpuMeHeHune
afblOBAaHTHON TapreTHON Tepanuu No3BoJINI0 CHU3UTL PUCK CMePTU Ha 20%".

PucyHok 4. O6Las BbLKUBAEMOCTb B Fpynnax CpaBHEHUs B TedyeHune 8 net™°.
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Bpema c MOMeHTa paHaoMu3aumuu (Mecaubl)

MaurenTsl FpynnbI pucka
M+T 438 47
Mnayeto 437 4754

OOwan BbI>)KUBAaEMOCTb B noarpynne naumeHToB C
myTtauueun BRAF V600E

Mpwn noarpynnoBoM aHanum3se y naumeHTos ¢ MyTauuven BRAF V600OE 8-neTHsas OB B rpynne



Jle4eHns okKasasacb CTaTUCTUYECKN 3HAYUMO BblLe, 4eM B rpynne niaauebo (71% npoTtus
63%)°. OTn pe3yNbTaTbl BaXKHbI, NOCKONLKY BRAF V600E — caMas YyacTas MyTauus B reHe
BRAF. Tak, B nccnegosaHmn COMBI-AD myTaumnsa BRAF V600E 6bina obHapyxeHa y 91%
nauneHToB .

PucyHoK 5. O6LL1as BbIKUBAEMOCTb B Fpynnax CPaBHEHUSA B Te4YeHne 8 neT y nauumeHToB C
MyTaumen BRAF V60OE>°,
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BpemMsa ¢ MOMeHTa paHaoMu3auumu (Mecalbl)

Bbe3onacHOCTb

Mpwn [ONrocpoyHOM HabngeHUW 3a NauMeHTaMu, NoJyYyaBLUMMN aAbIOBaHTHYIO Tepanuio
KoMbuHaunen nabpacdeHnbd + TpameTnHMG, He BbINIO 3aPUKCUPOBAHO HOBbLIX CUFHANOB O
NnepeHoCcuMocTUn. Bce HexxenaTenbHble aBaeHus 611 0bpaTUMBbl U KOHTPOIMPYEMBI.

BoiBOA LI
Image

B nccnepgosanmnn COMBI-AD npeacTaBfiieH cCaMbll ANNTENbHbIN Nepunoa HabnwaeHns
3a NauMeHTaMu, Nosy4aBLLVMN aAbOBAaHTHYIO Tepanuio nocne pesekunn MmenaHoMsbl
KOXU — 8 net’.

Image

Noka3saTtenun 6PB, BBOM 1 OB y nauveHTOB nocJse nposefeHns agbloBaHTHON Tepanuu
KoMbunHaunen nabpacdeHnd + TpameTnHMO NpeBbIWaaN aHaNOrMYHbIE NOKa3aTenun
B rpynne njaauebo Ha NpoTSXXeHUn BCero cpoka HabnwaeHnsa n K 8 rogam cocTaBuUIn:
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e 8-neTHsa BPB B rpynne neveHns — 50% npotus 35% B rpynne nnauebo’
e 8-neTtHaa BBOM B rpynne nedyenmna — 64% npotms 53% B rpynne nnauebo
e 8-neTHsAa OB B rpynne ne4yeHns — 71% npoTus 65% B rpynne nnauebo’

e CHWXKEHMe pucka cmeptn — 20%°

5

CnMCOK COoOKpalleHUun

BPB — 6e3peyungnBHas BbIXXMBAEMOCTb;

BBOM — BbIXXnBaemMocCcTb 6e3 oTAasieHHbIX MeTacTa30B.,;
b + T — pabpadeHnd + TpameTnHMG;

MBPB — mMeaunaHa 6e3peunanBHON BbIXXUBAEMOCTM;

OB — 06u1as BbI>XMBAEMOCTb;

OP — OTHOLUEHNE PUCKOB.
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