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Pesynbratbl nccneposanna KEYNOTE-048 cranu ocHoBaHWeM Al CMeHbl CTaHAapTa Tepanuu 1-i AnHuM peLnanBupyioLle-
ro/MeTacTaTUYeCcKoro nioCcKOKNEeTOUHOro paka ronossl v wew (MPTLW) ¢ BknioyeHnem nembponusymada. OgHako aaHHoe
UCCNefoBaHWe He NMOKa3ao 3aMETHOTO MOBLIWEHWUA NoKa3aTenei 6e3peyuAMBHONM BbIXXMBAEMOCTU Y NALMUEHTOB, NONY-
YaBLKX AaHHbIA Npenapar B Ka4eCTBE MOHOTEPANUM UMW B KOMOMHALIMM C XMMUOTEpanUeil Kak Npu Hanuuumu aKcnpeccum
PD-L (CPS >1), Tak u npu ee otcytctBum (CPS <1). MocnegHee 06ycnoBn1BaeT HEOOXOAMMOCTb OLEHKM CYLLECTBYIOLNX
B HacTosLee BpeMa onuuin B nedeHuu MPTLL.

B 2014 r. cTapTOBaNO OTKPLITOE MYNLTULEHTPOBOE paHAOMU3NpPOBaHHOe nccnepgosarune TPExtreme II dasbl no nsyyexuio
3¢ heKTMBHOCTM HOBOTO pexumMa 1-it NIMHUKM Tepanuu HeonepabenbHOro MECTHOPELMAMBUPYIOLLErO U METACTaTUYECKOrO
MPTLW. MaumeHTl Mccnepyemoit rpynnbl nonyyYanu xumuotepanuio no cxeme TPEx: goueTtakcen B go3se 75 mr/m2, yucnna-
TUH B fo3e 75 mr/m2 uetykcumab B fose 400 mr/m? B 1-il fieHb (fanee exeHepenbHo 250 mr/m2). Bcero BbinonHsu
4 UMKNA XMMUOTEPANUM C NOCNeayioLLeil NOAAEPKKON LeTyKcumMabom Kaxable 2 Hep B o3e 500 Mr/m2, BNOTb 40 Npo-
rpeccMpoBaHus 3a00NeBaHNUA UU Pa3BUTUA HEMPUEMAEMOI TOKCUYHOCTU. Tpynna KOHTPoAs nofyyana xuMmoTepanuio
B pexxume EXTREME. ek npoTMBOONYX0NEBOr0 TEYEHUSA OLEHUBANM Kaxable 8 Hel. B uccnegosanue 6bi1 BKOUEH
541 nauueHT (271 6onbHoit — B rpynny TPEX, 270 6onbHbix — B rpynny EXTREME). MeguaHa BpemeHu HabniofeHUs co-
cTaBuna 34,4 mec B rpynne TPEx u 30,2 mec B rpynne EXTREME, megnaHa obuweit BbixuBaemoctu — 14,5 mec (95 %
poseputensHblit uHTepsan (AN) 12,5-15,7) n 13,4 mec (95 % [I 12,2-15,4) cooTBeTcTBEHHO (OTHOWeHMe puckos (OP)
0,89; 95 % [IN 0,74-1,08; p = 0,23). Moka3aTenu BbhxKUBaeMoCTH 6e3 nporpeccupoBaus B rpynnax TPEx u EXTREME
3HauMMo He pasnuyanucs (OP 0,9; 95 % [V 0,75-1,07). TakxKe He 6bIN0 BbIABAEHO 3HAUMMbIX Pa3NNUKii B YacToTe 00b-
€KTUBHbIX OTBETOB. [lepEHOCUMOCTb IeYEHUSA U KAYeCTBO KNU3HW NALUEHTOB GbIIN 3HAYUTENBHO JyYlLEe B UCCNedyeMOit
rpynne. ABTOpbI CAeNnanu BbiBog, 4To pexum TPEx MoxeT 6biTb anbTepHaTUBOi pexxumy EXTREME B 1-it nuHuu Tepanuu
nauueHToB ¢ peunaneHbiM/meTactatuyeckum MPTLL. CornacHo pesynbratam nccneposanus KEYNOTE-048, yactoTa npo-
rpeccupoBaHus 3a60eBaHUsA Y NaLMEHTOB, NoJy4YaBLNX NeMbpoan3ymMab B kauecTBe MOHOTepanuu (o6uwas nonynauus),
6bl1a HAMHOTO 60MblUE, YeM B rpynne 60/bHbIX, KOTOPLIM NPOBOAUAM Tepanuio B pexxume EXTREME (41 % npotus 12 %).
370, B CBOIO 0YEPED, ACCOLMMPOBANOCH C YXYALEHWEM BbIXKMBAEMOCTH 6€3 NPOrpeccMpoBaHus B UCCeAYeMOii rpynne.
MpuMeHeHNe MHIMOUTOPOB KOHTPOJIbHbLIX TOYEK B KAYECTBE MOHOTEpPanuK B 06weit nonynauuu naumeHTos ¢ NPT paer
nonoxuTenbHblit 3QdeKT ToNbKo B onpeaeneHHoi nogrpynne: npu CPS >20. Post-hoc-aHanu3 aaHHbIX MCCnefoBaHNSA
TPExtreme NpofeMOHCTPUPOBaN CaMble IyYLIME HA CErOfHA PE3ybTaThl N0 NOKa3aTeNAaM MeanaHbl 06LEl BbIXKMBAEMO-
CTW Y MaLWEeHTOB, NOJyYaBLIMX NMOCNEA0BATENbHO TEPANUIO C MPUMEHEHNEM PEXUMOB XMMUOTEPANUN C BKIOYEHUEM
LeTyKcMmMaba B 1-it IMHUM U UHTMOUTOPOB KOHTPONbHbLIX TOUEK BO 2-W TMHWM Tepanuu nocie pasBUTUA NPOrpeccupo-
BaHus 3aboneBaHus Ha QOHe NpeALWecTBYOWER TMHUM neverns (19,4 mec ans pexuma EXTREME u 21,9 mec gns pexu-
ma TPEx).

JlanHble uccneposaus TPExtreme 4eMOHCTPUpYIOT BO3MOXHOCTb 60/1€e NPOAOMKUTENLHOTO KOHTPONSA HAf 3a00NeBaHNeM
B 00LLEil NONYNALMK NALMEHTOB B C/Iy4ae NOCNE[0BATENLHOMO NPUMEHEHUS PEXMMOB C BKJIIOUEHWEM LIETyKCMMaba B 1-i nuHum
W UHTUOUTOPOB KOHTPOMbHBIX TOYEK BO 2-W IMHUM TEpanun NPOrpeccupyroLLero/MeTacTaTuueckoro ni0CKOKNETOYHOTO
paKa ronoBbl U Wen.

KnioueBble cnoBa: onyxonu rofioBbl W WeuU, UMMyHOTEpPANUs, XUMUOTEPANUA, 1- NHUA Tepanuu, NPOrpeccupyioLnii
MIOCKOKNETOUHbIN pak
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KEYNOTE-048 study results became basis for changing standard of care in the 1% line treatment of patients with recur-
rent/metastatic squamous cell cancer of the head and neck (SCCHN). However, there were no significant improvement
in the progression free survival for patients receiving pemrolizumab as a monotherapy or in combination with chemo-
therapy in both group of patients, with PD-L expression (CPS >1) and without it (CPS <1). The latter lead to reassess
existing treatment options for patients with progressive recurrent/metastatic SCCHN.

TPExtreme study started in 2014 as an open multicenter randomized II phase trial to assess efficacy of a new chemo-
therapy regimen for the treatment of inoperable recurrent/metastatic SCCHN. Patients in the experimental arm re-
ceived TPEx regimen: docetaxel 75 mg/m? cysplatimun 75 mg/m? and cetuximab 400 mg/m? on the 1 day (further
250 mg/m? weekly). Four cycles of TPEx were planned totally with further cetuximab maintenance every 2 week
(500 mg/m?) until progression or unfit toxicity. Control arm received EXTREME regimen. Therapeutical effect assessed
every 8 weeks. 541 patients were enrolled in study totally (271 patients TPEx arm and 270 patients ETREME arm). Me-
dian follow-up were 34.4 months in the TPEx arm and 30.2 months in the ETREME arm, overall survival 14.5 months
(95 % confidence interval (CI) 12.5-15.7) and 13.4 months (95 % CI 12.2-15.4) respectively (hazard ratio (HR) 0.89,
95 % (I 0.74-1.08; p = 0,23). Progression-free survival didn’t differ significantly in both groups (HR 0.9, 95 % (I
0.75-1.07). There was no significant difference in objective response rate in both treatment groups. TPEx regimen had
favorable safety profile. Quality of life was better in experimental arm also. Authors made conclusion that TPEx regi-
men could provide an alternative to standard of care with the EXTREME regimen in the first-line treatment of patients
with recurrent or metastatic SCCHN, especially for those who might not be good candidates for up-front pembrolizumab
treatment. According to KEYNOTE-048 study results, the rate of progression was much higher in patients who received
pembrolizumab as a monotherapy (total population) compared to patients received EXTREME (41 % vs 12 %). As a re-
sult, the latter led to worsening of progression-free survival in pembrolizumab arm. Pembrolizumab as a monotherapy
gives positive effect only in patients with certain level of PD-L expression (CPS >20) in total population. Post-hoc
analysis of TPExtreme study demonstrated the most benefit results until now for patients who received consequently
cetuximab contained chemotherapy regimens as a first line followed by immunotherapy for the second line in this pa-
tients group (overall survival 19.4 months for EXTREME arm and 21.9 months for TPEx arm).

Thus TPExtreme study results demonstrates opportunity for better disease control in patients receiving cetuximab in first
line and immunotherapy as second line treatment in total population for patients with recurrent/metastatic SCCHN.
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BBepeHue

JleueHne maLMEHTOB ¢ HeolepadeIbHbIM pEeLIUBU-
PYIOIIMM /METaCTaTUYECKUM IIOCKOKJIETOYHBIM PaKOM
rosioBsl ¥ 1ien (ITPI'TI) — cioxHast mpobiema coBpeMeH-
Ho#t oHkoyioruu. [Toka3aTens 1-1eTHE CMEPTHOCTHU Ma-
LIMEHTOB C JaHHOI maToyiorueit nocruraer 45 %, 4to CBU-
JIeTeJIbCTBYET O KpaiiHe arpecCMBHOM TEUYEHMUHU STOrO
3aboneBaHus [1]. CoBpeMeHHbBIE peKOMEHIAIUM 110 Jieye-
HUIO MAlMEHTOB C PELUUANBUPYIOLIUM /METACTATUYECKUM
[IPT'LH npeamnonaraioT BO3MOXHOCTb MPOBEICHUS 2 MO-
clie0BaTeIbHBIX TMHUI JIEKApCTBEHHOM Teparuu ¢ y4eToM

MPOrpeccUpoBaHMs 3a00/1eBaHUSI TIOC/IE IIPEALLECTBYOILIE-
ro jeueHus [2].

CrangapToMm 1-ii TMHUM JIeYeHUS TTallUeHTOB C PeLy-
nuBupyoimm/Meractatudeckum [TPTII no mosiBneHus
nMmmyHotepanuu 0611 pexkuM EXTREME (uucrnatuH,
5-dropypauui, HeTyKcuMab ¢ exxeHeIeabHOM MoaaepKKOi
T0CJIe OKOHYaHMST OCHOBHOTO Kypca). HecMoTpst Ha xoporimii
HETIOCPEeACTBEHHBIN 3(PDEKT 3TOI cXeMbl, MeIMaHa O0ILLIei
BeikuBaemocT (OB) mpu Mcnonb30BaHUM JAHHOM TaKTH -
Kku cocrabiisieT 10,1 Mec, a BBKMBAEMOCTH 0€3 Iporpeccu-
poBanus (BBIT) — 5,6 mec. K Tomy Xe HabmomaeTcs
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BbIpaxkeHHasi TOKCUMYHOCTh IMPOBOIAUMOTO JieyeHus [3].
B cBs131 ¢ 3THM TIpomoKaeTces Iorck oonee 3(pHeKTUBHBIX
PeXVMOB JIEKAPCTBEHHOM TepaIunu, UMEIOIINX MEHBIIIYIO
TOKCUYHOCTb.

Ha ocHoBanuu pesynbratoB ucciaenoBaHus KEY-
NOTE-048 B 2020 1. peckum EXTREME 0bi1 3aMeHeH
Ha PEeXMMBI Tepaliu, BKIMOYAIOIINEe TPUMEHEHNUE TIeM-
Opos3ymMada, KOTOphIe CTaIM HOBBIM CTaHIAPTOM Tepanuu
1-ii TMHUKM B CBSA3M C ylydylieHueM mnoka3sateneit OB.
B 10 ke BpeMst He OBLIIO OTMEUEHO 3aMETHOTI'O ITOBBIILIEHUS
roKa3zaresiei 0e3pelinIMBHOI BbIKMBAEMOCTH Y IMALIUEHTOB,
MOJIyJ4aBIIMX MeMOpon3ymMad B KayecTBe MOHOTEpaIuu
WJIX B KOMOMHAIIMM ¢ TIperapaTaMy IUIATUHBI U (pTopypa-
nuaa, mpu Hanuyum skcrnpeccuu PD-L mo nmokasarenio
KOMOMHMpOBaHHOTO YpoBHS 3Kcrpeccuu (CPS >1). Ta xe
KapTWHA HabJlonanach y 00JbHBIX C OTCYTCTBUEM 3KC-
npeccun PD-L (CPS <1) [4, 5]. D10 00yclIOBIMBAET He-
00XOIMMOCTb OLIEHKH CYIIECTBYIOIINX B HACTOSIIIIEE BpEMS
OINLIMI B JICYSHUU ITPOTPECCUPYIOIIET0/METaCTaTUUYECKOTO
TTPT'III.

B 2014 r. crapTOBaio OTKPHITOE MYJIBTULIEHTPOBOE paH-
nomusupoBaHHoe uccienoBaHue TPExtreme I1 ¢dasn
10 U3y4eHUI0 3((GHEKTUBHOCTH HOBOTO pexXuma 1-it TMHun
Tepanuu HeomepadeJbHOro MECTHOPELMANBUPYIOLIETO
n Metactatuueckoro ITPTI. B akcnepuMmeHTe NMpUHSAINA
yuyactue 68 nentpos Mcnanuu, @panumu u [epmanum [6].

Martepuanbl u metopbl

OCHOBHBIMU KPUTEPUSIMMU BKJIIOYEHUs MALIMEHTOB
B MiccienoBaHue ObLIM: Bo3pact 18—70 neT, Hamuuue TUCTOo-
JIoTMYecKu noaTeepxxaeHHoro auarHosa «[1PTII» (3moka-
YeCTBEHHBIX OMYXO0JIeii MIOJIOCTU PTa, POTOIIOTKM, TOPTaH!
U TOPTaHOIVIOTKM), HeolepabeJIbHOro0 MECTHOPETMOHAP-
HOIO peLMIMBa U /W1 OTIAJICHHbBIX METACTa30B, He OoJee
1 6anna o mwkane ECOG (Eastern Cooperative Oncology
Group, BocTouHoii KoomnepaTuBHONM OHKOJIOTMYECKOM
TPYIINbI), cOXpaHHash (PYHKLMsS BHYTPpEHHUX opraHoB. 13
MCCJIEI0OBAHMST UCKITIOUAIMCh NAlUMEeHThl C PAHHUM PELIM-
JIMBOM T10CJIE IIPOBEIEHHOTO MEPBUYHOTO JICUSHUS (XUMUO-
tepanuu (XT), 1ydeBoil Tepanuu Uau onepaluu, mpoBe-
JIEHHBIX B T€YCHUE MOCIEAHUX 6 MeC).

[MarmeHTs! McceyeMoii rpyIbl morydyaau X T mo cxe-
Me TPEx: nouerakcen B o3¢ 75 Mr/m? B KauecTBe 1-4aco-
BOI BHYTpMBEeHHOI MHGY3MU B 1 -1 AeHb, LIUCIIJIATUH B 103¢
75 Mr/m? TakKe B Ka4ecTBe 1-4acoBOil BHYTPUBEHHOM MHGY-
3uu B 1-i1 AeHb, Hetykcumad B mose 400 mr/m? B 1-i1 1eHb
(BHYTpHBEHHAas1 THDY3USI CO CKOPOCTBIO He 0ojiee 5 MT/MUH,
Jajee exeHeaeabHo B 103¢ 250 Mr/M? co CKOPOCThIO He 60-
nee 10 mr/m?) B 1, 8 1 15-ii n1Hu. BBeneHue Lietrykcumatba
MpeKpalanoch 3a 1 4 10 BBeAeHUs LUCILIaTUHA, TIOCIIe
KOTOPOTO MpoBoAMIach MHGY3Ms nolerakcena. Bcero Bol-
nojHsuM 4 nykia XT ¢ uHTepBasoM B 21 AeHb ¢ CUCTEMHOM
MOAAEPXKKON I'PaHYJOLUMTAPHBIMUA KOJOHUECTUMYJIUPY-
oMy pakropamu (I'-KC®) mocie Kaxaoro Kypca.
B cnyyae nocTrkeHMs1 KOHTPOJIS Hall 3a00J1eBaHUEM ITPO-
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BOIMIIACH TTOAIEPXKKA LIETYKCUMAa0OM KaxKable 2 Hell B 10-
3¢ 500 Mr/m? BIUIOTb JI0 IIPOrpeCcCUPOBaHMS 3a00IeBaHMS
WJIM pa3BUTHS HETIPUEMIIEMOM TOKCUYHOCTH.

Ipynina koHntpons nonydana XT B pexxume EXTREME
(bTopypauui B go3e 4000 Mr/m? B KaueCTBe BHYTPUBEHHOIA
96-yacoBoii HenpepbIBHOM UH(DY3UK B 1—4-i1 THM, IIUCILIA-
TUH B 103¢ 100 Mr/m? B KayecTBe 1-4acoBOil BHYTPUBEHHOM
nHpy3uu B 1-1i 1eHb, LETYKCMMA0 B pexKUMe, aHAIOTHYHOM
uccaeayeMoii rpyrrne). Bcero B KOHTPOJBHOM IpyTine Obl-
J10 TipoBeneHo 6 KypcoB XT ¢ uHTepBajioM B 21 aeHb (1of-
nepxka ['-KC® He siBisi1ach CTaHIAPTOM COIPOBOAMTEIIb-
Hoii Tepanuu 1 pexxuma EXTREME). B koHTposibHOM
rpy1Iie, B OTJIMYME OT UCCAeIyeMOM TPYIINbI, MOAAepKKa
LIETYKCMMaOOM BBIMOJHSIACh €XEHEeIeIbHO B 03¢
250 mMr/m? Takxxe 10 MpOrpeccUupoBaHMsT 3a00JIeBaHUS
WJIM pa3BUTHS HETIPUEMIIEMOM TOKCUYHOCTH.

DddexT MPOoTUBOOMYXOJIEBOI Tepanuu OLEeHUBAIN
Kaxbie 8§ Hell C TTOMOIIbIO KOMITbIOTEPHOI 1 MAaTHUTHO-
pe30HaHCHOM ToMorpaduu 00JIaCTU 1IeU, IPYIHOMN KIETKU
U OpIOIIHON MOJOCTU. Y MallMEHTOB C MEePBUYHOI JIOKa-
JIN3aleil OImyXoJiM B 00JIACTH POTOIJIOTKM ONpPeAeIsian
HaJInMYMe BUpYyca NanuUIOMbI YeJI0BeKa B OITyXOJIEBOM TKa-
HU (C MOMOIIIBIO XPOMOTEeHHOM rudbpunusanuu in situ JHK
BUpYca NanmuuIoMbl yesoBeka 16, 18, 33-ro tumnos). Takke
B XOJI€ MCCJIEAOBAaHMS OLIEHMBAIN Ka4eCTBO XKU3HU IaIl-
€HTOB C MMOMOIIbIO onpocHUKa KadyecTBa xku3Hu EORTC
QLQ-C30 (European Organisation for Research and Treat-
ment of Cancer quality of life questionnaire core 30-ques-
tions) mepen HavyajgoM JedyeHust M Ha 12, 18 u 26-i1 Hegemsax
Teparumu.

I1epBuyHOI1 KOHEYHOI TOYKOI cunTanack OB B kaue-
CTBE BTOPMYHBIX KOHEYHBIX ToueK BoiOpaHbl BBIT, Bpems
0 MIPOTPECCUPOBAHMsI, YaCTOTa 0ObEKTUBHOTO OTBETA
Ha 12-ii Hexene JedyeHUsI, KAYECTBO XU3HU, NpUBEP-
KEHHOCTh K MPOBOAMMON Tepanmuu U 0€30I1aCHOCTD
JICYCHUSI.

Pe3synbTathbl

C okTs10ps 2014 1. mo Hos16pb 2017 I. B MiccaenoBaHue
Ob11 BKIoYeH 541 mamueHT (271 OONBHOII — B TpyImy
TPEXx, 270 — B rpynmmy EXTREME). OkoHuaTtenbHbIi aHa-
Ju3 mpoBeneH B aekadpe 2019 . MenuaHa BpeMeHU Ha-
OnrofeHus 3a MalMeHTaMu cocTaBuia 34,4 Mec B TpymnIe
TPEx u 30,2 mec B rpynnie EXTREME, menuana OB —
14,5 mec (95 % moseputenbhblii nHTepBan (J1) 12,5—15,7)
u 13,4 mec (95 % AN 12,2—15,4) COOTBETCTBEHHO (OTHO-
meHue puckos (OP) 0,89; 95 % AU 0,74—1,08; p = 0,23)
(puc. 1).

BorknBaeMoCTh 0€3 MporpeccupoBaHUsI B rpymmnax
TPEx u EXTREME 3HaunMo He pasiauyanach (OP 0,9;
95 % AN 0,75—1,07) (puc. 2). Takke He ObLIO BBISIBICHO
3HAYMMBIX Pa3jIM4Mii B 4aCTOTe OOBEKTUBHBIX OTBETOB.
DroT nokaszatenb coctaBua 57 % B rpymne TPEx u 59 %
B rpynne EXTREME (p = 0,64). [lepeHOCMMOCTb JIeYeHUS
ObL1a 3HAUMTEBHO JyYllle B MccaenyemMoii rpymre. Tak,
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Fig. 1. Median overall survival of patients treated during the TPEXxtreme study
[6]. OR — risk coefficient; CI — confidence interval

YUCJIO MALMEHTOB, MOJYYMBIIMX ITOJHOCTBIO 3aIlJIaHUPO-
BaHHoe ynciio KypcoB XT, B rpyriie TPEX Obl10 3HaUnTE H-
HO BBILIE, YeM B KOHTpoJsIbHOM rpymie (72 npotus 44 %;
p <0,0001). KayecTBO X13HU, OLIECHMBAEMOE 10 TAKUM I10-
KasaTeJssiM, Kak o0llee COCTOSTHUE 3I0POBbsI, (pU3ndecKas
aKTUBHOCTb, CIIOCOOHOCTD BBITIOIHATH PA0bOTY, TAKXKE OKa-
3JI0Ch JIY4Ille B UCCIICAYeMOI TPYIIIeE.

Pexxum TPEX otnuyancsa MeHbIIEl TOKCUYHOCTHIO
o cpaBHeHMIO ¢ pexkuMoM EXTREME. I1pu 3TOM 0CHOB-
HBIM NMOOOYHBIM 3 (PEKTOM JieueHUsT Obljla TeMaTOJIOT -
yeckass TOKCMYHOCTh. YacToTa HeXeslaTeIbHbBIX SIBICHUM
III crenenu unu Beile (NCI—CTCAE version 4.03) peru-
crpupoBanack B 81 % caydas B rpynne TPEx u 893 % ciy-
yaes B rpynne EXTREME (p <0,0001). Kpome Toro, cxema
TPEX npeamnosaraeT mpocToii peXXruM BBEIASHUS Mpernapa-
ToB (1-gHeBHas MHQY3US ¢ MOCISAYIONIEH MOAAePKKO
HeTykcuMaboMm 1 pa3 B 2 Hell MOCjie OKOHYaHUS 4 KypCcOB
OCHOBHOTO JIYEHHSI), YTO BHITOAHO OTJIMYAET €€ OT CXEMBbI
EXTREME.

Ha ocHoBe pe3ysibraToB UCCeIOBaHUS aBTOPHI CETaIN
BbIBOA, 0 TOM, uTO XT B pexkume TPEX MoxeT ObITb alibTep-
HatuBoit pexkumy EXTREME B 1-i1 muHuM nedeHust mamu-
€HTOB ¢ peliauBHbIM/MeTacTatiueckuM [TPTIL. OcobeHHO
9TO KacaeTcsl 00JIbHBIX ¢ HeraTuBHBIM PD-L-cTatycom u co-
ITyTCTBYIOIIIMMU ayTOMMMYHHBIMU 3a00JIEBAHUSIMU, KOTOPbIE
HE MOI'YT NEPEHECT UMMYHOTEpAIIMio, a TaKKe OO0JIbHBIX
¢ OOJIBIIOI OMyXOJIEBOM MAacCoii MM Pe3KO HapacTalollei
CUMIITOMATUKOM, TPEOYIOLINUX OBICTPOrO MPOTUBOOIYXOJIe-
BOI'0 OTBETA, U C HEMIEPEHOCUMOCTBIO (DTOpypaltuia.

06cyxxaeHune
C Y4Y€TOM BBIIIECKA3aHHOI'O CJIOKHO ONPEACIUTD OIl-
TUMAJIbHYIO CXeMY JIEKapCTBEHHOTO JieUeHUs |- TMHUMU
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Bpemsa, mec / Time, months
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TPEX 269(0) 215(2) 62(2)
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Puc. 2. Meduana swixncusaemocmu 6e3 npoepeccupo8anus nayueHmos, no-

ayuaguiux newenue 6 xode uccaedosanuss TPExtreme [6]. OP — omnowenue
puckos; [IH — dosepumenvHbuiil uHmepsan

Fig. 2. Median progression-free survival of patients treated during the TPEX-
treme study [6]. OR — risk ratio; CI — confidence interval

peunauBupymoliero/mMeracrarudeckoro ITPI'TI. Ee Beioop
Oa3upyeTcs Ha OLIEHKE HEOOXOAMMOCTH OBICTPOTO MPOTH -
BOOITYXO0JIEBOI'O OTBETA, YyBCTBUTEIIBHOCTH K IIperapatam
IJIaTUHBI, COMAaTMYECKOIO CTAaTyca NallMeHTa, BO3MOXHOMI
MOCJIeI0BATEIbBHOCTY TepaIliy IPY Pa3BUTUU PE3UCTEHT-
HOCTH K MpernaparaM B 1-ii IMHUU 1 HaJIMYKe SKCIIPECCUu
peuenTopoB PD-L-3BeHa.

[Ipu nprMeHEeHUY MTHIMOUTOPOB KOHTPOJIBHBIX TOUYEK
(MKT) cnepyeT oTMETUTH BO3MOXKHOE pa3BUTHE (heHOMEHA
TUIIEPIIPOrPECCUM, KOTOPHIiA, 110 JaHHBIM JIUTePaTyphbl, pe-
ructpupyercs y 29 % nauuenros ¢ [TPT'IL, ocobeHHo B 30He,
MPEeAIIeCTBYIOIIEH panuKaabHOM JIydeBoit Tepanuu [7].

CornacHo pesyasratam uccienopannst KEYNOTE-048,
MalyeHTOB ¢ MPOrpecCupoBaHUeM 3a00JieBaHUsI, IOy~
YyaBIINX MeMOpoIM3yMad B KauecTBE MOHOTEpaIuu, B 00-
1Iel NOMmyJsuuu ObLIO HAMHOIO 0OJibIlle, YeM OOJIbHBIX,
KOTOphIM mpoBoaunu Tepanuio B pexume EXTREME
(41 % npotuB 12 %). D10, B CBOIO OUEPEb, ACCOLIMUPO-
Banoch ¢ yxyamenuem BBIT B uccnenyemoii rpynme [4].
Takum odpazom, npumeHeHnue MKT B kauecTBe MOHOTE-
panuu B obuiei monyasuuu nauueHton ¢ [TPTT maer
MOJIOXKUTENbHBIN 3((GEKT TOIBKO B ONpeaeIeHHON o/~
rpymnire; npu CPS >20 (mennana OB B rpyrme nemMopou-
3yMaba B KauecTBe MOHOTepanuu 14,5 mec, B rpyIine tepa-
muu B pexkume EXTREME — 10,7 mec; OP 0,61, 95 % AN
0,45-0,83; p = 0,0007) [4].

B T0 ke BpeMs1 oArpyInmnoBoi aHaanu3, MPOBEACHHBIN
B xone ucciaenoanuss KEYNOTE-048, npomemMoHcTpupo-
BaJl XyIIlI1e pe3y/ibTaThl B OTHOLIEHUU ITALIMEHTOB C UC-
KJTFOYUTETBbHO MECTHO-PETMOHApHBIMU petanBaMu (30 %
BCEX ITallMEHTOB) B rPyIIie MOHOTepaIuy neMopoar3yma-
OGOM Kak B 00I1eii MOIMYJISALIMY, TAK 1 B ITOMY/ISILAN OOJIbHBIX
¢ akcripeccueit PD-L (CPS >1) [4].
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AHalu3 NpuMeHeHUs TTeMOpon3yMaba B KOMOMHALIMI
¢ XT nokazan oTCyTCTBUE pa3nnuuii B mokaszateasax BBI
M YaCTOThI OOBEKTUBHBIX OTBETOB B CPABHEHUU C TPYIIITON
MauKreHTOoB, ToayJaromux JeyeHue B pexxume EXTREME.
DTO I1aeT OCHOBaHME TIPEAIIONOXUTD, YTO XT NI KOM-
neHcupyeT 3(p@PeKTUBHOCTD JIeUeHUS MalUeHTOB, HE OT-
BeyalolMx Ha MOHOTEPAIUIo IeMOPOIn3yMadoM.

K coxanenuto, B ucciaenopanuun KEYNOTE-048
He OBIJIO MPEeAYCMOTPEHO cpaBHEeHUE 3(P(PHEKTUBHOCTH Jie-
YeHUsI B IpyIINax MOHOTEPAIUU IIeMOPOIM3yMaboM U €ro
komoOuHauuu ¢ XT. TIpsMoe ke cpaBHeHUe KpuBbix OB
B OTUX IpyNaxX IeMOHCTPUPYET BhIPaKEHHOE CXOJCTBO.
Takum 06pa3zoM, MOXKHO MPEATION0XKUTE, 4To X T 1 leueHre
neMOpoaIn3yMaboM MOTYT JIMIIb JOMOJHSITh APYT Apyra,
HE MPOSIBJISist MCTUHHBIA CUHEPIU3M.

Kak yxe oTrmeuanoch paHee, 3(pGeKTUBHOCTh MPU-
MeHeHUs TTeMOpoin3ymMada B MOHOPEXKMME 3aBUCUT OT BbI-
paxxeHHocTH 3Kcrnpeccun PD-L. OcobeHHO akTyasieH 3TOT
BOIIPOC B IPYIIIE MALMEHTOB B TaK HA3bIBAEMOM Cepout
30He ¢ ypoBHeM CPS or 1 g0 19 (40 % Bceit monmyassuuu
namueHToB B ucciaemoBannu KEYNOTE-048). B aToii
IPYIIIe UCIOJIb30BaHue TeMOpo/M3yMada B KOMOMHALIMY
¢ XT nokazano 3Haunmoe ynyuienue OB (12,7 mec mpotuB
9,9 mec; OP 0,71; 95 % AU 0,54—0,94). B To ke Bpemsi IIpu-
MeHeHHUe NeMOposIM3yMada B KaueCTBE MOHOTEpAIIMU B 3TOM
TpyTIIie He MPOAEMOHCTPUPOBAIO Takoro yydieHus (10,8 mec
npotus 10,1 mec, OP 0,86; 95 % AU 0,66—1,12) [5].

Pesynbrathl eue onHoro ucciaegoanusi — CHECK-
MATE-141, — npoBeneHHOTO paHee, oKa3anu 3(pdeKTrB-
HOCTb APYTOro MOAX0/Ja, MPEAToiaraillero NpoBeaeHue
MOCJIeI0BATEIbHOM Tepanuu ¢ BKIIOYEHUEM pexXHMa
EXTREME B 1-10 TMHUIO JIeueHUs y TALMEHTOB C peln-
nuBupyoonmmM,/Meractratudeckum [TPTIHI u UKT (HuBo-
Jiyma6a) Bo 2-10 nuHuio. Menuana OB (ot Havama 2-i
JIMHUY Teparuu) B rpymie MalreHTOB, MOJIy4aBIIUX HU-
BosiymMa0, cocraBuia 7,1 Mec mpotus 5,1 Mec y OOJBbHBIX,
MOJIy4YaBIIMX aJIbTEPHATUBHYIO MOHOTEPAIIHUIO LIUTOCTATH -
kamu (OP 0,84; 95 % AW 0,62—1,15) [8].

IMonobHas TakThKa npuMeHsiiack n'y 17 % nauyeHToB
KoHTposbHOM rpyrnel B uccienoBanun KEYNOTE-048.
Onu nonyvanu tepanuio B pexkume EXTREME B 1-i1 nu-
Huu ¢ nocaeayoumm nepexogoM Ha MKT. OgHako otna-
JICHHbBIE Pe3yJIBTaThl B 3TOI IPYIIIE [IOKA HE OIyOIMKOBAHBbI.
WHnTepecHo, 4To 2-10 IMHUIO TePaIuy MOCje TIPOrpeccu-
poBaHus Ha oHe 1-ii auHum B rpynie EXTREME cmor-
JI TIOJIyYUTb ropa3ao GoJibliie NalueHTOB 10 CPaBHEHUIO
¢ GOJIbHBIMMU, TTOJIyYaBIIUMM B 1-i1 TMHUM TeMOpoIu3ymad
B komOuHauuu ¢ XT (53 % npotus 41 %) [4].

B 3TOM Xe ucciaenoBaHMM OLIEHMBAJM IOKa3aTesib
BBII-2 (o01iee Bpemst OT paHIOMU3AIUY HAllMEHTa 10 pa3-
BUTHUS pellMIMBa WJIM MPOrpPecCUpOBaHUS 3a00JIeBaHUS
Ha oHe 2-i auHum Tepanun). Tak, BBI1-2 y nanimeHToB,
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MOJTyYaBIIMX B 1-¥i TMHUM eMOpoIn3yMad B KOMOMHALIMNA
¢ XT, B o011eit monyasiuuy CUJIbHO HE OT/IMYajach OT aHa-
JIOTUYHOTO TTOKa3aTesIs Y MalMeHTOB, KOTOPHIM paHee Mpo-
Boaunack XT B pexxume EXTREME (10,3 mec mpotuB
9,0 mec; OP 0,74; 95 % AU (0,62—0,88). K coxaneHuio,
nJaHHble o OB G0JIbHBIX 3TOI TPYIIIBI TAKXKE TTOKA HE OITy-
OJIMKOBaHBbI.

B 10 e Bpems post-hoc-aHanu3 JaHHBIX UCCIeIOBAHUS
TPExtreme npoaeMOHCTpUPOBAJ camble Jy4llIMe Ha ce-
TOJHS pe3yJIbTaThl IO MToKa3areasam MenuaHbl OB y maru-
€HTOB, MOJTYYaBIIMX ITOCIeI0BATEIFHO TEPATTUIO C IIPUME-
HeHHUEM LieTyKcuMaocoaepskalmx peskuMoB X T B 1-i1 nuHuNn
u UKT — Bo 2-ii TMHUM OC/IEe pa3BUTHUS ITPOrpeccUpoBa-
HUs 3a00JieBaHUS Ha (hOHE TIPeAIIeCTBYIONICH JIMHUM Jie-
yeHus (19,4 mec mns pexuma EXTREME u 21,9 mec
st pexxuma TPEX) [6].

HHutepecHo, uro nokazarenu 2-netHeit OB B uccneno-
BaHuu TPExtreme Takke ObUIM MaKCUMAJBLHBIMU B TPYIIIIE
nauueHToB, nonydaBiux MKT Bo 2-it amHuM miocie mpe-
LIECTBYIOLICH Tepanuu, BKiItovaloliei nerykcumab (37 %
B rpynme UKT Bo 2-it imaun nipotus 27 % B rpyriie apy-
roii XT B kauectBe 2-1i tuHun) [9].

B cBoeii 0030pHOI1 cTaThe, KOMMEHTUPYIOIIEH pe3yib-
taTthl uccienoBanusgd KEYNOTE-048, P. Szturz u coasr.
OTMETWJIM, YTO B HACTOSIIEE BPEeMs MOSIBISIETCSI MHOTO
JIAHHBIX, CBUACTEJILCTBYIOIINX O 00JIbIIeH 3(P(HEeKTUBHOCTH
TTOCJIEA0BATETBHOTO IIPMMEHEHMS XMMKO- Y UIMMYHOTEpariu
10 CPABHEHUIO ¢ X KOMOMHUPOBAHHBIM IMPUMEHEHUEM.
DTO MOXET 3HAYUTEJIbHO CHU3UTh PUCK TUIIEPIIPOIPECCUU
U pa3BUTHSI UIMMYHOOTIOCPEIOBAHHBIX HEXKeJIaTeIbHBIX SIB-
JIEHWI B Xxone 1-i1 muHum Tepanuu. Takum o6pa3oM, BKITIO-
YeHUe B 1-10 IMHUIO TepaIlliy PeXXUMOB C MCIIOIb30BaHUEM
TaKCaHOB MOXET CTaTh ONTUMAaJIbHBIM BIOOpoM [10].

BrlmmeckazaHHOE TO3BOJISET CAEIATh BBIBOMA, YTO
MalMeHThl C MACCUBHBIM pacpoOCTpaHEHHBIM, OBICTPO-
nporpeccupytomum ITPTII aBnsioTcss omHO3HAYHBIMUA
KaHaugaTaMu Ha mpoBeaeHue X T B KayecTBe CaMOCTO-
SITEJTIbHOT'O VT KOMOMHUPOBAHHOTO JIeYeHUs B 1-ii TUHUU.
B 10 ke Bpems1 y OOJBbHBIX C MEIJICHHO Pa3BUBAIOIIMMCS
OITyXOJIEBBIM IPOIIECCOM, HATUIMEM MPEUMYIIECTBEHHO
otnaneHHbIX MeTacta3oB [TPI'II, moxwunoro Bo3pacTa,
C MOHMXXEHHBIM OO0IllECOMAaTUUYECKUM CTaTycoM OoJiee
MPEATOYTUTEIBHBIM SIBJISIETCSI ITPOBEACHUE UMMYHOTEpa-
MU U.

3aKknyeHue

Hannbie uccnenoBanust TPExtreme neMoHcTpupyioT
BO3MOXHOCTb 00Jiee IPOIO/DKUTEILHOTO KOHTPOJISI Hal 3a-
OosieBaHMEM B OOIIEH MOMYJISAUMN MAlUEHTOB B Clayvyae
MOCJIeI0BATEeIbHOIO IPUMEHEHHSI PEXXKUMOB C BKIIIOYEHU -
eM 1erykcumaba B 1-it iunum u UKT Bo 2-it nuHMYM Tepa-
MUy rporpeccupytoiiero/Meracrarnyeckoro ITPTILI.
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