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Pestome

MeTacTtaTM4ecKkmin NOYEeYHOKNETOUHBIM pak cocTaBnseT noutn 85% Bcex Cly4aeB 3M10KAYECTBEHHbIX HOBOOOPA30OBaHWMIA MOYKM.
OLHMM M3 NOKa3aHWM K NPUMEHEHMIO CYHUTUHMOA (QHTMAHTMOTeHHbIM UHTMOWUTOP TUPO3WMHKMHA3bI) SBASETCS MeTacTaTM4ecKui
noyeyHokneToYHbIM pak (MIKP) y B3pocibix. CyHUTUHME — nepopanbHbiii MHIMOUTOP TMPO3MHKMHA3, BKIKOYatOLWMIA peLentop hak-
Topa pocta 3HpoTenus cocynos (VEGFR) n peuentop TpomboumntapHoro daktopa pocta (PDGFR). B ocHOBHOM OH Mcnonb3yeTcs
B KayecTBe npenaparta nNepBoi MHUM Npu HavanbHoM fo3e 50 Mr 1 pas B CyTkW B TedeHue 4 Hepl. C NOCEAYOLWMM 2-HeAenbHbIM
nepepbiBoM. PekomeHAaummn B cydae HeoOXOAMMOCTU MOAMMUKALMM [,03bl CBOAATCS K CHUXKEHMIO [103bl O 37,5 Mr B CyTKM, Npu
HeoOX0AMMOCTM — K AabHeWLleMy yMeHblUeHWI0 A0 25 Mr B cyTku. IpyrumM MHOroobeLLaolwmm pexxrMmMom Tepanum SBaseTcs npo-
[lONXeHWe npuema CyTo4HoM [03bl B 50 Mr c Bonee yacTbiMW mepepbiBamMu: 2 Hef. NeveHns C nocnenyloulen nayso B 1 Hen,.
MpuBEAEHHbI B CTaTbe aHanu3 mnokasbiBaet, YTo naumeHTbl ¢ MIKP, nepelwenwmne n3-3a HexenatenbHbIX SBAEHUIA C Tepanuu
no CTaHAApTHOM cxeMe 4/2 Ha pexxuM 2/1 cyHUTUHW6a, LEeNCTBUTENBHO AEMOHCTPUPYIOT Ny4limii npodunb 6esonacHocTv. Mmetotca
[laHHble O 3HAYMTENbHOM CHIKEHMM OOLLEN TOKCUYHOCTU 3-4-I1 CTeneHu, a TakKe O CHUXKEHWMM 4acToTbl Cneunduyeckorn nekap-
CTBEHHOW TOKCMYHOCTY, TAKOM Kak YTOMASEMOCTb, apTepuanbHas rnepreH3ns, NafLoHHO-NOAOLWBEHHbIV CMHAPOM M TpoMbouuTone-
HWa. B cTaTbe npuBeneHo KaMHWYeckoe HabAAEHWME NMaLMEHTKM C pacnpocTpaHeHHbIM TKP, nMetollet npoTneonokasaHue ans
npoBeAeHns UMMyHoTepanuu. MauueHTke Obina Npou3BefeHa LUMTOPEedyKTMBHAs NanapoCckonMyeckas pesekuus SeBOM MOouKM.
C y4eToM MMELOLLMXCSA NPOTUBOMNOKA3aHWM K MMMYHOTEPANUM NALMEHTKE B MEPBOM IMHMM Obln HA3HAYeH CYHUTUHMO B MOHOPEXM-
Me B CTaHLApTHOM [03uMpoBKe. [Mocne 2 KypcoB Tepanuu BBUAY HEXENaTenbHbIX SBAEHWIA Oblna nMpou3BeneHa 3aMeHa pexmma
Tepanuu 4/2 Ha 2/1.TpoBoauMas Tepanums B pexxume 2/1 npoaeMoHCTp1poBana yLoBNeTBOpUTENbHbIN Npodunb 6e3onacHocTy npu
aAEeKBATHOM KNMHUYECKOW 3DDEKTUBHOCTM.
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Abstract

Metastatic renal cell carcinoma accounts for almost 85% of all cases of malignant neoplasms of the kidney. Sunitinib is an anti-an-
giogenic tyrosine kinase inhibitor, one of the indications is the treatment of mRCC in adults. Sunitinib is an oral tyrosine kinase
inhibitor that includes the vascular endothelial growth factor receptor (VEGFR) and the platelet-derived growth factor recep-
tor (PDGFR). Sunitinib is primarily used as a first-line drug at an initial dose of 50 mg. 1 time per day for 4 weeks followed
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by a 2-week break. Recommendations, if dose modification is necessary, indicate a dose reduction to 37.5 mg per day and, if nec-
essary, a further dose reduction to 25 mg per day. Another promising regimen is to continue the daily dose of 50 mg with more
frequent breaks: 2 weeks of treatment followed by a pause of 1 week. The analysis presented in the article shows that patients
with mRCC who switched to sunitinib 2/1 regimen due to adverse events from the standard 4/2 regimen do show an improved
safety profile. There is evidence of a significant reduction in overall grade 3-4 toxicity, as well as a reduction in the incidence
of specific drug toxicity such as fatigue, hypertension, hand and foot syndrome, and thrombocytopenia. The article presents a clin-
ical observation of a patient with advanced renal cell carcinoma who has a contraindication for immunotherapy. The patient
underwent cytoreductive laparoscopic resection of the left kidney. Taking into account the existing contraindications to immuno-
therapy, the patient was prescribed sunitinib monotherapy at the standard dosage in the first line. After two courses of therapy,
due to adverse events, the therapy regimen was changed from 4/2 to 2/1. The ongoing therapy in the 2/1 regimen demonstrated
a satisfactory safety profile with adequate clinical efficacy.
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BBEOEHUE

MeTacTaTMyecknMim no4veyHoKNeTouHblh pak  (MIKP)
cocTtasnser noutm 85% Bcex cnyyaeB 310KAYECTBEHHbIX
HoBoOOpa3oBaHuii noyku. B EBpone n CLUA kaxabii rog
nmarHoctupyetcs 6onee 120 000 cnyyaes [MKP, n 3abonesa-
€MOCTb npoao/mkaeT pactv. OOHMM M3 NOKAa3aHUI K Npume-
HEHWMIO CYHUTUHMOA (QHTMAHTUOTEHHbIA MHTMOUTOP TUPO3WH-
KWMHa3bl) 9BASETCS MeTacTaTUYeCKMi MNOYEYHOKNETOUHbIN
pak (MIKP) y B3pocnbix. CyHUTUHMO — nepopanbHblid UHMM-
6MTOp TMPO3MHKMHA3, BKAOYAOWMIA peuenTop dakTopa
pocta 3Hpotenus cocynos (VEGFR) u peuentop Tpombouu-
TapHoro dakTtopa pocta (PDGFR) [1-3]. B aByx nccnenosa-
Huax |l da3bl CyHUTMHMOA KakK aHTUAHTMOTEHHOro areHTa
bblna BbISIBNEHA €ro KAMHMYeckas 3GOeKTMBHOCTb Y Naum-
€HTOB, MPOrpeccMpoBaBLLMX HA LMTOKMHOBOW Tepanuu [4, 5].
B obbenvHeHHOM aHanuse 3TMX uccnegoBaHui |l dasbl
yacrota obuwero oreeta (HOO) coctaBuna 42%. CyHUTUHUO
B OCHOBHOM WMCMOMb3yeTcs B KayecTBe mpenapaTta nepBoOK
JIMHWMK NpW HavyanbHoi fo3se 50 mMr 1 pa3 B CyTKM B TeYeHue
4 Hed. C NOCIeAyOWMM  2-HeAenbHbIM  NepepbiBOM.
PekoMeHZaumMmM B ciyvyae HeobxoauMmocTn moamduKaumm
[03bl CBOAATCH K CHUXKEHMIO A03bl A0 37,5 M B CyTKM, Mpu
Heobxo4MMOCTM — K AanbHEWLeMy yMeHbLleHWo 00 25 mr
B CyTKuM [6]. lpyruM MHoroobeLaLwmM pexmMmMom Tepanum
ABNAETCSH NPOLOIKEHWE NPUEMA CYTOYHOM A03bl B 50 Mr npu
6onee 4acTbix NepepbiBax: 2 HeL. NeYyeHns C nocneayoLLen
naysoi B 1 Hen. OxuoaeTcs, YTO 3TOT MOCNEAHWUIA PEXUM
MOXET YMeHbLINTb NoBoYHbIE 3P deKTbI 1 ByaeT cnocobCcTBO-
BaTb COXPaHeHuo kayectBa »wu3HuM (HRQoL) npu coxpaHe-
HWUW TOM K€ MHTEHCMBHOCTM A03bl. ONbIT KIMHKMKKM KnueneHaa
¢ 30 nauueHTamu, NosyyaBlMMK fevyeHne no cxeme 2/1,
noKasan 3HauuTeNbHoe ynyylleHne NepeHoCcMMoCTM npena-
pata: npu OTCYTCTBMM SIBNEHWI TOKCMYHOCTM IV cTeneHm
n ¢ TokenyHocTbio Il ctenenn meHee yem y 30% naumeH-
TOB [7]. B MHOroueHTpOBOM OLHOrPYNnOBOM MPOCMEKTUB-
HOM uccnegosaHum 60 nauMeHToB NoayYanun no 50 Mr cyHu-
TMHKMOA no cxeme 2/1, HO 3TO He MPMBOAMIO K CHUXKEHUIO
YacToTbl HexenaTenbHbIX sBneHun |l ctenenn naun nosbiwe-
HWUIO YTOMNIIEMOCTU U AMApeun MO CPAaBHEHWIO C paHee omny-
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6/1MKOBaAHHbIMW LaHHbIMKM MO rpaduKy npueMa npenaparta
4/2.0pHako naHHble 06 3PHEKTUBHOCTM NOKA3anmM BbICOKYH
CKOpPOCTb HACTYMNIeHWs OTBETA W AJIUTENIbHOE OTCYTCTBME
NpOrpeccMpoBaHms, YTO CBMAETENbCTBYET 00 yAy4lleHHOM
[LOITOCPOYHOM MEPEHOCMMOCTU CYHUTUMHMOA NauMeHTamu,
nonyyatoowmmm ero no cxeme 2/1 [8].

B npyrom npocnekTMBHOM wccnenoBaHuu |l da3bl
22 naumeHTa noayyanu cyHnTMHWO B go3e 50 Mr no cxeme
2/1 B Ka4yecTBe ONTMMANbHOrO rpadumka c xopouwewn spdek-
TUBHOCTbIO B OTHOoweHun YOO, BbikmMBaemocTn 6e3 npo-
rpeccupoBaHug (BBIM) n obuweit Bbkneaemoctn (OB) [9].
Pexxum npuema cyHutnHmba 2/1 npu oueHke yepes 6 mec.
Oblf1 CBS3aH C MEHbLUEN TOKCMYHOCTbIO, BONee BbICOKMM
nokasatenem BbBI1, yem npu cxeme 4/2, n 6e3 ywepba ans
apdexkTnBHOCTM € ToYkM 3peHmns YOO u BBIN. 3Tn gaHHble
6blM NONYyYEeHbl B MHOTOLLEHTPOBOM PaHAOMU3NPOBAHHOM
OTKpbITOM uccnenoBaHuu Il dasbl, B KoTopoM 38 naumeH-
TOB nonyyanu neveHuwe no cxeme 2/1 [10]. JoctaTtouHo
60nbllOe KONMMYECTBO NPOBEAEHHbIX PETPOCMEKTUBHbIX
uccnenoBaHuUit, B 4acTHOCTU wuccnegoBaHue RAINBOW,
nokasanu Ayywyt nepeHocumMocTb U 3QPEeKTUBHOCTb
pexuma 2/1 [11, 12]. B uccnepoBanmn RAINBOW 6bina
npoBeAeHa OLeHKa MOAMOULMPOBAHHOIO pexuma npue-
Ma 2/1, noKa3aBLIero nyywy NepeHoCUMOCTb U KIUHUYe-
ckyto addekTuBHOCTb [7, 13-16]. B 3TOM KpynHOM MHOro-
LEeHTPOBOM pETPOCMEeKTUBHOM MCCNef0BaHWM NpoBefeHa
oueHka 6e3onacHoCTN 1 3OPEKTUBHOCTM peXMMa L03MPO-
BaHMs CyHWUTMHMOGa 2/1 [11].

B unccnepoBaHue 6bi10 BKAKOYEHO B 0OLWEN CNOXHOCTM
249 nauwneHToB, KoTopble ¢ Hosbps 2005 r. no asryct 2013 .
nonyyanu CyHWUTUHMO B KayecTBe Tepanuu MepBOW NIUHM.
208 nauuneHToB nepeLunm ¢ pexxmma 4/2 Ha pexum 2/1 (rpyn-
na 4/2—2/1), n3 kotopbix 188 6onbHbix (90,4%) Hayanu
npuvem CyHUTMHUOA CO CTaHOApPTHOM A03MPOoBKK U 41 6onb-
HoM - no cxeme 2/1 (rpynna 2/1). 3 Hux 30 uen. (73,2%)
Ha4anu Co CTaHAAPTHOM [03bl B CBA3M C TSKENbIM COMaTUYe-
CKMM cTaTycoM. B obuwer cnoxHoctn 211 naumeHToB nony-
UMM CTAHOAPTHBIN pexuM 4/2 1 COCTaBUAM KOHTPONbHYH
rpynny (rpynna 4/2). UcxofHble XxapakTepucTMKy NauMeHToB
66111 LOCTaTOYHO CHANaHCMPOBAHbI, HO HABNIOAANNCH HEKO-



TOopble OTAMYMSA: MauMeHTbl B rpynne 4/2—2/1 umenu
B LenoM Hbonee 6naronpusTHble XapakTepUCTUKM MO CpaBHe-
HWIO C ABYMS APYIMMM rPynnamMm C TOYKK 3peHns Mopdono-
rMYeckoro BapuaHTa OMyxonu (CBETNOK/IETOYHbIA BapuaHT
MKP y 94,7% 6onbHbix Nnpotne 87,8% B rpynne 2/1 n 86,7%
B KOHTponibHOM rpynne, p = 0,01) n nporHo3a no Kputepusm
IMDC (nporHo3 6naronpusaTHbiin y 42,3, 24,4 n 34,1% 6onb-
HbIX cOOTBeTCTBEHHO, p = 0,05). XoTS CTaTMCTUYECKME 3HaYe-
HWS He BblNM LOCTUMHYTbI, BEPOSTHO, U3-3a rOpa3fio MeHbLue-
ro Konnyectsa H0/bHbIX MO CPaBHEHWIO C APYrMMU rpynna-
Mu, bonbHble B rpynne 2/1 nmenu xyawee GyHKUMOHANbHOE
coctosHme no wkane ECOG (ECOG 21: 26,9% B rpynne
4/2—2/1,41,5% B rpynne 2/1 n 26% B KOHTPONbHOW rpynne
cooTBeTCTBEHHO, p = 0,15).

B rpynne 4/2—2/1 Haubonee u4acTbiMM MNPUYUHAMM
CMEHbI pexxnMa Tepanuu 6biin yToMnsemocTb (23,5%), Myko-
3uT (16,2%), anapes (11,5%) v nafoHHO-NOAOLWBEHHBINA CUH-
npom (10,3%). B ston rpynne 106 n3 188 nauneHToB, Hayas-
LWMX npueM cyHuTMHMba B no3e 50 mr (56,4%), nocne nepe-
X043 MNpOLOMKANM MPUHUMATb MOMHYH [03Y CYHUTUHMOA.
Yactota TKenbiX HexXenaTenbHbIX SBNeHWW (cTeneHb 23)
6blna 3HAUYMTENBHO CHMXKEHA MOCNE Mepexoda Ha pexum
2/1 No CpaBHEHUIO C UX KONMYECTBOM, 3aPErnCTPUPOBAHHbBIM
BO BPeMS HayanbHOro pexmma 4/2 (MakcuManbHas cTerneHb
TOKCHYHOCTM 23: 45,7% B (aze 4/2 no cpasHeHuio ¢ 8,2%
B ¢daze 2/1, p < 0,001). PacnpoctpaHeHHOCTb HEKOTOPbIX
BMOOB TOKCMYHOCTM 3-4-i4 CTeneHu, TakMx Kak cna-
60ctb (10,1% B dase 4/2 npotme 0% B daze 2/1, p < 0,001),

aptepuanbHag runepteHsunsa (9,1% npotus 2,4%, p = 0,007),
NafjoHHO-NOAOWBEHHbIM cuHapom (10,1% npotne 3,4%,
p = 0,003) n TpomboumTonenus (7,7 % npotus 0,5%, p < 0,001),
Takke Oblna MeHblle. MakcuMManbHas CTeneHb TOKCMYHO-
™ (23) Bbina 3HauuTenbHO Hke y 106 naumeHToB rpynmbl
4/2—2/1, KkoTOpble MNOAyYanu MOAHYK A03Y CYHUTUHM-
6a (50 Mr) nocne nepexopa Ha pexum 2/1 (41,5% npotms
6,6%, p < 0,001). Yactota HexenaTenbHbIX SBNEHWUI 23-i
ctenenu B rpynne 2/1 coctaBuna 26,8% c obueit yactoTom
HexxenaTtenbHbix aBnennii B 80,5% v ounapeeit kak Hanbonee
YaCTbIM TSHXKENbIM HexXenaTenbHbiM aeneHunem (12,2%) [17,18].

B rpynne 4/2—2/1 menmaHa obuweit NpoooMKUTENbHO-
CTM neyeHus coctaBmna 28,2 mec. (IQR: 14,2-70,8). B 31o# xe
rpynne cpenHsas MefauaHa obOLWen npoao/KUTENbHOCTM
NeyeHns C UCXOAHbIM pexxuMom 4/2 coctasmna 4,3 mec. (I0R:
2,0-12,0) n 19,7 mec. (IOR: 7,3-NR) B rpynne c pexvMom
2/1.B rpynnax 2/1 v 4/2 megmnanHa obLiein npofomKUTENbHO-
CTv  nedvenus coctaBuna 7,8 wmec. (IOR: 5,8-22,4)
n 9,7 mec. (IQR: 5,3-16,7) cootBeTctBEHHO. MeanaHa BB
cocrasuna 30,2 mec. (95% [N 23,2-47,1) B rpynne 4/2—2/1,
10,4 mec. (95% N 7,7-23,0) B rpynne 2/1 n 9,7 mec. (95%
[N 8,9-11,7) 8 rpynne 4/2 (puc. 1).

Mennana OB He 6bina pgocturHyta B rpynne 4/2—2/1,
36-MecsavHas BbIKMBAaeMoCTb coctaBuna 72,7% (95% [N
63,3-79,9), 23,2 mec. (95% OMN 10,6-NE) - B rpynne
2/1  (BbkuBaemoctb 32,0%, 95% DN 11,6-54,7)
n 27,8 mec. (95% ON 23,1-35,8) - B rpynne 4/2 (BbknBae-
MocTb 42,3%, 95% OM 34,5-50,0) (puc. 2).

PucyHok 1. BbixxuBaemocTb 6e3 nporpeccvpoBaHus (agantuposaHo m3 [11])
Figure 1. BbkvBaeMocTb 6€3 nporpeccMpoBaHmns (aaantuposaHo 13 [11])
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PucyHok 2. O6wwas BbIXXMBaeMoCTb (aaantuposaHo m3 [11])
Figure 2. 06wwas BbKMBaeMoCTb (afanTuposaHo m3 [11])
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Mocne koppekTMpoBku KpuTepues IMDC 36-MecsuHble
nokasatenn BBIM n OB cocrasunmn 45,5% (95% AN 37,8-
52,9),16,9% (95% O 12,7-21,6) u 6,9% (95% OV 6,4-7,4);
74,1% (95% IOMN 61,1-83,3), 39,4% (95% [N 24,4-54,0)
n 39,5% (95% OV 33,2-45)7) B 4/2->2/1, 2/1 rpynnax
M KOHTPONbHOM rpynmne COOTBETCTBEHHO.

pvBeneHHbIM aHanu3 NokKasblBaeT, YTo NaumeHTbl ¢ MIKP,
nepewenline u3-3a HEXEeNaTeNbHbIX SBMEHWI C Tepanuu
CYHWUTMHMOOM MO CTaHAAPTHOM cxeMe 4/2 Ha pexum 2/1, nein-
CTBUTENBHO AEMOHCTPUPYHOT NyULwmMii npodunb 6e30nacHoOCTM.
MIMerTCs AaHHbIE O 3HAYMTENbHOM CHUXEHMM OOLLIEN TOKCMY-
HOCTU 3-4-I CTeneHu, @ TaKXKE O CHWXEHMM YaCTOTbl Creum-
(rYeckon nekapCcTBEHHOM TOKCMYHOCTU, TAKOM Kak yTomnse-
MOCTb, apTepuanbHasg rMnepTeH3us, NafoHHO-NOAOLBEHHbIN
CMHAPOM M TPOMDOOLMTOMNEHMS. DT HEXenaTebHble SBNeHNs
OblIM 3aperncTpUpoBaHbl Kak B uccnenoaHuax Il dasbi, Tak
M B KIMHUYECKOM NPaKTUKE, YTO MOTEHLMANbHO MOXET yXy[-
WKTb ONTMMANbHOE WCMONb30BaHWE CyHUTMHMOA [17, 18].
bonee TOro, nepexon c pexuma npuvema CyHWUTUHWMOA
4/2 Ha pexum 2/1 nocne NosBAEHUS KIMHUYECKM 3HAYMMOM
TOKCMYHOCTM HE BbI3blBaN CHUXEHMS 3PPEKTUBHOCTU. B 3TOM
MCCNefoBaHUM NaLMeHTbl, nepewealimne K rpaduky 2/1, nony-
yunu bonee AnuTENbHYIO OOLLYIO MPOAOMKUTENBHOCTDL Nleye-
HUS, YTO MOXKHO OBbSCHWUTL CHUXKEHMEM YACTOTbl HeynpaBsnse-
MOM TOKCMYHOCTM. HecMmoTps Ha 3Tn oOHagexuBatolwme
pe3ynbTaThl, OHW [OOMKHbI PACCMATPMBATLCS Kak MpenBapu-
TenbHble 1 Tpebytolme AanbHENRLWero NoATBEPXKAEHMS B Kpy-
HbIX NPOCMNEKTUBHbIX KOHTPOAMPYEMBIX MCCIIEA0BAHMSIX.
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[pyroe nccnenoBaHue, MOCBALWEHHOE PEXMMY A03MPOBa-
HWs cyHuTMHMGa, — SURF, koTopoe npepactaBnseT coboi npo-
CMeKTMBHOE MHOTOLIEHTPOBOE PaHAOMM3MPOBAHHOE OTKPbITOE
MCCNenoBaHme, B KOTOPOM MalMeHTbl ObliM paHLOMW3MPOBaHDI
Mexay 2 CxeMamu nevyeHus (CTaHgapTHas cxema 4/2 npotus
akcnepumeHTansHon 2/1). CtakpaapTHbIM pexxuM 4/2 onpene-
NENCa Kak 2 nepuoaa W BKAYan 4 Hepd, npueMa CyHUTUHMOA,
33 KOTOpbIMM CefoBanv 2 Hen. MepepbiBa; UcCiemyeMmblii
pexum 2/1 onpenensancs kak 2 nepuoaa, BkYaswme 2 Hep,
npuvema CyHUTUHMOa, 33 KOTOpbIMK CnefoBana 1 Hea. nepepsbl-
Ba. I'Ipm BK/TOYEHMM BCE NALMEHTbI HAYMHAIU NPUHUMATb CYyHU-
TMHWG NO pekOMEeHOOBaHHOM cxeme 4/2 ¢ [030M CYyHUTUMHMOA
B 50 Mr ogHokpaTHO exeaHeBHo. Koraa TpeboBanach Koppek-
UMs [03bl CYHUTMHMOA, MauMeHTbl ObliM PaHAOMM3MPOBAHbI
Mexny ABYMS rpynnamu: B OAHOM rpynne [o3a CyHWUTUHMOA
CHWXanacb Ao 37,5 mMr 1 pas B CyTKuM, B APYroi rpynne neyexHue
NpOBOAMNOCH NpenapaToMm B fo3e 50 MroauH pas B AeHb (Tpyn-
na 2/1). Au3aiiH nccnenoBanns npeacrasneH Ha puc. 3 [19].

Llenbto 3TOro paHLOMM3MPOBAHHOIO  KJAMHUYECKOTO
MCCNefoBaHUs SBNSNOCh YCTAHOBEHWE MNPUEMIEMOCTH
nccnenyemoro pexxnuma 2/1 ¢ Toukm 3peHns ahdeKTMBHOCTH
M TOKCMYHOCTW. [ns 3Toro dpaHLy3CKOro MccnenoBaHus
6bI10 OTKpbITO OKoNo 20 CaMTOB C LENbl MNpuBIEYEHMS
MauMeHTOB, B 0OOLLEN CNOXHOCTM B HEro Obino BKIKYEHO
248 yen., paHAOMM3NPOBAHHbIX B ABe rpynnbl (124 naumeH-
Ta B kaxaow rpynne). ObLas NpoaocIKMUTENbHOCTb UCCIeno-
BaHMS (MexXay NepBbIM BKIKOYEHWEM U OKOHYATENbHbIM aHa-
N130M) oueHmBanach B 60 Mec.




PucyHok 3. lnzaiH uccneposanms SURF (amantupoBaHo 3 [19])

Figure 3. ln3aiiH nccneposanuna SURF (apantmposaHo 13 [19])

Bce naumeHTbI HauMHaKoT Nleyetne PaHpomm3aLus, Koraa
CyHUTUHMOOM B 03e 50 M. TpebyeTcs KoppekLua

1o pacnucatmio 4/2 [03bl CyHUTUHMOA
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B 2019 r. B uccneposanme SURF 6bio BkatoyeHo 80 nauu-
€HTOB, YTO CAENaNno ero KpyrnHemwuM Cpeam UCCnefoBaHWi,
OLIEHMBAKOLWMX BOMNPOC 06 ansTepHAaTUBHOM pexume 2/1 ans
CYHUTUHMOA. 10 CpaBHEHWMIO C TeKYLWMMU AOCTYMHbIMU [aH-
HbIMM 3TO MCCIIEA0BAHME CMOXKET NPeAO0CTaBNTb bonee Hagex-
Hble CBeAeHNs 00 anbTepHAaTMBHOM pEXMME Tepanuu CyHUTH-
HuboM npu MIKP. MccnegoBanne SURF u3yyaeT 3Ha4MMbIN
L1 KMIMHWUYECKOM NPaKTUKKM BOMPOC O TOM, KaK NyyLLe peryu-
poBaTb TEPANMK CYHUTUHMOOM MpW BO3HWKHOBEHWMM NOBOY-
HbIX 3P deKToB. B HacTosLLlee BpeMS CyHUTUHMO nNposomKaeT
[leMOHCTPMPOBAaTh BbICOKYH 3hdekTuBHOCTb [20] 1 paccMma-
TPUBAETCS B KayeCTBE afbloBaHTHOM Tepanuu A5 NauMeHToB
C BbICOKMM PUCKOM MOC/E NOyYeHUs pe3ynsTaToB UCCIeno-
BaHus S-TRAC, nokaszaBsuwero, 4to npenapat ynyywaet BBl
y Taknx 60M1bHbIX [21]. B 3TOM nccnegoBaHmMm naumeHTbl Hava-
N1 NpueM CyHuTMHKMba B fo3e 50 Mr no cxeme 4/2. Mpwu pas-
BMTUM TOKCMYHOCTWM MPOBOAMAUCH MEPEPLIBbI B MPUEME UK
CHWXEHWE 03bl A0 37,5 M B CyTKW. [laHHble peluenns npuHu-
Manucb B 33BUCMMOCTM OT BUAA TOKCMYHOCTU U CTEMEHU TSXKE-
ctv. B rpynne cyHutnHnba 48,8% naumeHToB MMenu Hexena-
TenbHble anenns Il crtenenn n 12,1% - IV cteneHn TaxecTu.
Bonee Toro, otHocuTenbHo HRQoOL no 6onblinHCTBY CybLiKkan
OLQO-C30 naumeHTbl B rpynne CyHUTUHMOA umenu bonee HM3-
kue 6annbl, yem B rpynne nnaue6o. B rpynne cyHutMHMOA
CHWXXEHWE [03bl U MpepbIBaHME NEeYeHNs 13-3a HexenaTeb-
HbIX SBNEHWUI Npou3oLwno y 34,3 n 46,4% naumeHToB COOTBET-
CTBEHHO, @ MpeKpalleHne NEYEHUS M3-3a HeXenaTeNbHbIX
gBNeHun npomsowwno y 86 nauneHTos (28,1%).

Takum 0b6pazom, pesynbtaTbl mcnbiTanug SURF npeno-
CTaBAOT NONE3HbIe AaHHble AN KNMHULMCTOB, paboTatoLmx
C NaUMeHTaMM C NOYEYHOKNETOUYHBIM PaKOoM, O TOM, KaK pery-
NMPOBAaTb NPUEM CYHUTUHMDA B Cly4Yae TOKCUYHOCTU.

KNNUMHUYECKOE HABJIIOAEHUE

Maumentka A., 1971 r.p., 8 anpene 2020 r. BnepBble 06patu-
nacb B PecnybamMKaHCKUIA KNMHUYECKMIA OHKOMOTMYECKMI amC-

CraHpaprHas rpynna -
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RECIST 1.1
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OTKpbITOE MCCeaoBaHMe nporpeccupoBaHus
UM
HenpueMAMMon

Uccnepyemas rpynna - TOKCUYHOCTH

CyHUTMHUO 50 M. 4/2

N=112

naHcep € xanobamu Ha 60AM B MOSACHMYHOM 0BRacTU cre.a.
[o Hayana 3pbl AnarHoctmkn metogom Y3M B 6GonblumHCTBE
C1y4aeB MOYEYHOKNETOYHbIM pak ONpesensncs npu Haamyum
3 OCHOBHbIX CMMMTOMOB: MaKpOreMaTypuu, npoLlymnbiBaEMOro
06pa3oBaHus B xunBOTe 1 bonesoro cuHapoma. lMpu goobcneno-
BaHMW ObINO BbISBNEHO HANMWYME OMyXOM NEBOM NOYKM, 3a6pro-
LUMHHOW W BHYTPUIPYAHOM NMMMdOaneHoNaTMmn cneundunyecko-
ro reHe3a. 1o gaHHbIiM KT o1 04.04.2020 r. 6bina caenaHa kaptm-
Ha onyxonu nesoi noyku no wkane RENAL 10. beina 06Hapy-
XeHa numboageHonats AnMdoysna BOPOT IEBOW MOYKK,
3a0pIOWKMHHAs 1 BHYTpUrpyLHas MMMdboageHonaTms.

Ha MomeHT obpalleHuns naumeHTkn B neyebHoe yupexae-
HMe Obln KOHCTAaTMPOBaH PaCnNpPOCTPaHEHHbIN OMyXOoneBbli
npouecc. Bonpoc o uutopenykTvBHbIX onepaumnax npu MIKP
aKTyaneH 1 B Hawe Bpems. OgHako B nccnegosannmn CARMENA,
B KOTOPOM CPaBHMBANUCh pe3ynbrathl neveHns 450 60bHbIX
csetnoknetoyHbiM MIKP rpynn npoMexyTo4yHOro u naoxoro
nporHo3a no kputepuam MSKCC, paHLOMW3MPOBAHHbIX
Ha rpynny Hep3KTOMUK + CYHUTUHMO (CTaHAAPTHAs Tepanws)
W Tpynny CYHUTUHMOA, BbIN10 MOKA3aHO, YTO TEPANMS CYHUTUHM-
60M He ycTynaeT no 3GpOeKTMBHOCTU BbINONHEHWIO HEDPIKTO-
MWUM C nocneayrollen Tepanueh CYHUTUHMOOM Yy BONbHbIX
MIKP rpynn npoMexyTo4HOro M naoxoro mporHosa [22, 23].
Ho B ntoboM cnyyae ocTaeTcs BO3MOXHOCTb LUTOPeAYKTUBHOM
onepauuun npu MINKP 6naronpustHoro v B page cnyyaes npo-
MEXYTOYHOro nporHo3a. HemeaneHHas UMTOpeLyKTUBHAS
Hedp3KTOMMS peKOMEeHL0BaHa NaLMEeHTaM C OfMroMeTacTasa-
MW, €CAM BO3MOXHO BbIMONHUTL WX MOAHOE YyAaNeHue.
OTcpoyeHHas uMTOpenyKTMBHAS HedpaKTOMMS MoKaszaHa
naLMeHTaM rpynmbl MPOMEXYTOYHOIO MPOrHO3a CO CBETNOKE-
ToyHbIM MIIKP, koTopbIM ByneT NpoBOAMTLCS CUCTEMHAS Tepa-
MU CYHUTUHWMOOM [23, 24]. B nonb3y pesekumn No4KM MOXET
cBuaetenpcTBoBath pabota A. Antonelli et al. [23, 25].

07.05.2020 r. naumeHTKe Npou3BeaeHa LMTOpeayKTMBHAs
nanapockonuyeckas pesekuus neBoW MOYKM.
MocneonepaLMOHHbIA Nepuos XapakTepu3oBancs OTCYTCTBU-
€M OCNOXHEHWIM, M NaUMeHTKa Ha 5-e cyTku Bbina BbinMcaHa
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PucyHok 4.T13T KT po Hayana Tepanum cyHUTHMGOM (Tap-
reTHbIV 3abpIOLWMHHBIN TuMdoy3en)

Figure 4.13T KT no Hayana Tepanuu CyHUTUHWOOM (TapreT-
HbI 3a0pHOLWMHHbIN numMboy3en)

M3 CTaumoHapa. Mopdonormnyeckoe 3akaoyeHue: nanuansap-
HbI MOYeYHOKNEeTOuYHbIM pak TN 1, G2 no MypMaHy ¢ BpacTa-
HWEM B MCEBAOKANCyny OMyxonu. B TkaHM Noyku u npunexa-
wew napaHedpanbHOM KNeTyaTKe OMyxoneBOM TKaHU
He obHapyxeHo. B 0TAenbHO NpuUcAaHHbIX GparMeHTax Xunpo-
BOW KneTyaTkM Obin0 0BHApYXeHO HaauuuMe OnyxXoneBow
TKaHu. MaumneHTka Bbina oTHeCeHa K rpynmne NpoMeXyToYHOro
nporHoza no IMDC, T. K. uMenucb ABa (akTopa: YPOBEHb
remornobura meHee BIH (104 r/n) n Bpems OT AMarHoCTMpo-
BaHW4 [0 HaYana 1ekapCTBEHHOM Tepanuu COCTaBAANO MeHee
1 ropa. Takxe cnenyeT OTMETUTb HasMuMe B aHaMHe3e Cepo-
HeraTMBHOIO PeBMATOMAHOIO apTpuTa B pa3BEpHYTOW CTaLmu,
LnnTenbHOCTb BonesHun coctaenana bonee 1 roga npu Hanu-
UMM TUMWUYHOM CMMNTOMATMKKU. 1o noBody PeBMATOMAHOrO
apTpuTa naumeHTKa nonydana npenapatsl u3 rpynnsl HIMBC
M MeTOTpeKcaT B A03e [0 25 Mr B Hefl. Hanuume ayToMMyHHO-
ro 3aboneBaHns B aHaMHe3e, @ He UMMYHOTepanuu pacnpo-
cTpaHeHHoro MKP, nocnyxuno ocHoBaHMEM AN Ha3HaYeHUs
MHIMOUTOPOB TMPO3MHKMHA3.

29.05.2020 r. naupeHTKe Bbina HavaTa Tepanus CyHUTUHM-
60M 1o 50 Mr B CyTKM COMMACHO KAMHUYECKMM PEKOMEHAALMAM.
[lo3a cyHuTuHMBa 50 r/cyT pocTaTouHa AAs noayyYeHus Lene-
BbIX KOHLEHTpaUMiA npenapata B nnasMme, HEOOXOAMMBIX NS
nHrnbuposaHuns PDGFR u VEGFR, a npumeHsemas B pexume
4/2 Hepn. oHa obecneyMBaeT y4OBNETBOPUTENbHYIO KIMHUYe-
ckyto addekTnBHOCTb [20, 26].

Bo Bpems Tepanuu Gbinn OTMeYeHbl Cleaytolme Hexena-
TenbHble SBNEHUS: 3NU304bl nerkoneHun | ct., anapes Il cT,
TpoMboumTonenus Il cT. B TeuyeHne nepBbix 2 Mec. Tepanuu
OTMEeYanacb BbIPAXEHHas apTepuanbHas rUNepTeH3us.
ApTepuanbHoe pasneHue pocturano 190/130 MM pt. CT.
Koppekuusa apTepuanbHOM rMnepTeH3nn NpoBoAMaacs KoMou-
HAUMSMKU aHTUTMNEePTEH3UBHbBIX NpenapaTtoB. OueHKa Hexena-
TeNbHbIX SBNEHWI ocylecTengnacb B cooreetctBum ¢ NCI
CTCAE v5.0. C yyeTOM BbIpaXeHHbIX HEXEeNaTeNbHbIX SBNEHWUN
nauneHTKe nocse ABYX KypcoB Tepanum CyHUTUHUOOM B pexu-
Me 4/2 6bina npon3BeaeHa 3aMeHa Ha cxemy 2/1. CMeHa pexu-
Ma Ha 2/1,a He penyKums 403bl 40 37,5 M, M0 HalWeMy MHEHMHO,
obecneymBaeT 6oee BbICOKYH KIMHUYECKYH 3P(OEKTUBHOCTD.
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Pucynok 5. 13T KT nocne 6 Mec. Tepanuu CyHUTUHUOOM, KOH-
CTaTUPOBAH YaCTWUYHbI OTBET

Figure 5.T13T KT nocne 6 mec. Tepanun CyHUTUHUOOM, KOH-
CTaTMPOBAH YaCTWUYHbI OTBET

B nccnepoanun Il dasbl RESTORE cpaBHuBanuch addek-
TMBHOCTb M 6€@30MACHOCTb CXEM TEPANUU CYHUTUHUOOM 2/1 1
4/2 y 74 naumeHToB co cBeTnoknetoyHbiM MIKP. Cxema
2/1 okaszanacb acCoUMMPOBAHA CO 3HAYMMbIM YBEIMYEHMEM
6-MecsiyHOM BbKMBaeMocT 6e3 oTkasa oOT Jeyve-
Hus (c 44 no 63%), MeaouaHbl BPEMEHU A0 Heyaauu neve-
HMg (c 6,0 no 7,6 Mec.), CO CHWXKEHMEM YaCTOTbl HEMTpone-
Hun (c 61 po 37%) n yctanoctn (c 83 go 58%), a Takxke
C YMeHblleHWEM BpEMEHM [0 TepBOro  CHUXKEHMUS
no3bl [10, 20]. OueHka 3 deKTMBHOCTM Tepanuu NPOBOAW-
nacbe metogom [M3T KT. TapreTHbiM oyarom Obin pacLeHeH
3abpoWMHHLIA AMMdoy3en pasmepoM o 30 MM (puc. 4).

Mocne 3aMeHbl pexuma 4/2 Ha 2/1 HexenaTtenbHble sBfe-
HWS, OTMEYEHHbIE paHee, pa3peLinanc. ApTepuanbHas runep-
TeH3ns Oblna ycnewHo KynuMpoBaHa KOMOMHaUMen aHTWUru-
nepTe3nBHbIX NpenapatoB. Ha koHTponbHoM [13T KT yepes
6 Mec. Tepanuu bbln 0OTMeYeH YaCTUUHbIN OTBET (puc. 5).

B Hactoswee Bpems nauMeHTKa NPOOOMKAET Tepanuio
CYHUTMHMOOM B pexxume 2/1, obliee Bpems Tepanum cocTaBns-
eT 23 ™mec. [lepeHoCHMOCTb CYyHUTHHMOA B HacTosLLee BpeMms
YOOBNETBOPUTENbHAS, ApTEPUANBbHAS TUMEPTEH3NS KYNMPOBaHa
ageksaTtHo. Jlyyllas nepeHoCcMocCTb pexxuma 2/1 Takke npoge-
MOHCTPUPOBaHa B psae PeTPOCNEeKTUBHbIX Mccnenosannii [10,
14, 17, 27]. Ha ocHOBaHMM 3TUX AaHHbIX B Poccun [030BbIiA
pexuMm 2/1 paspelieH K MCMoMb30BaHMIO Y NALMEHTOB C M0-
XOW MHOMBUOYANbHOM NEPEHOCUMOCTBIO pexuma 4/2.

OBCYXXAEHUE

[lo HepaBHero BpeMeHM CTaHaapToM 1-M NIMHUKM Tepanuu
y MauMeHToB rpynn 61aronpusTHOrO M MPOMEXYTOYHOIO
nporHo3a IMDC sBngnca cyHUTUHWMOG. B perncrpaumoHHOM
MCCNeaoBaHnM CyHUTMHUOA B CPaBHEHUWM C MHTEpGhEPOHOM
anbda MeamnaHa obLel BbIXKMBAaEMOCTU coCTaBnana 26,4 mec.
npotme 21,8 MecC. COOTBETCTBEHHO. TakKe cneayeT OTMETUTD
XOPOLO WM3y4YeHHbIH npoduab 6e30MacHOCTM CYHUTUHMOA.
B perncrpaumMoHHOM mMccnenoBaHWmM CYHUTUHUO NpOAEMOH-
CTPMpOBAN NpUEMNEMbIN 1 NPeLCcKa3yeMblit CNEKTp Hexena-
TeNbHbIX aBneHui [5, 20].



B HacTosllee Bpems pa3BuTHE NPOM3BOACTBA UMMYHOO-
HKONOTMYeCcKMX npenapaToB OTOABWMIAeT MHIMOUTOPbI TUPO-
3UMHKMHA3 MepBOro NMOKONEHMS Ha BTOPOW NnaH. Takxe ans
MMMYHOOHKO/IOrMYeCKMX NpenapaToB CyLecTBYeT A0CTaTou-
HO cneunduyHbIi Npodunb TokcMyHocTu. CnepyeT ¢ 0coboM
OCTOPOXXHOCTbK MOAXOAMTb K Ha3HAYEHMD MMMYHOOHKOSO-
rMYecKolr Tepanuu naumeHTam C ayToMMyHHbIMK 3aboneBa-
HUSIMU. B 4acTHOCTU, NpW HANMUYMU CEPbE3HBIX ayTOMMYHHbIX
3ab0n1eBaHMI Ha3HAYeHNE MHIMOUTOPOB KOHTPOJIbHbBIX TOYEK
npoTMBOMOKa3aHo.

MHrMOUTOP TMPO3MHKMHA3 MEpPBOrO MOKONEHUS (CYHUTU-
HMO) AOCTAaTOYHO XOPOLIO M3YYeH, B T. Y. C TOUKM 3PEeHMs ero
6e3onacHocT. OOHUM M3 ONTUMANbHbIX PEXWMMOB Tepanuu
NPU BbIPAKEHHBIX HEXXENATENbHbIX SBNEHUAX ABNSETCS NPUEM
CyTOYHOWM fo3bl B 50 Mr npu 6onee YacTbix nepepbiBax: 2 Hea,
NeyeHns C nocnenyowen naysom B 1 Hed. STOT pexum npu
TOM XK€ MHTEHCMBHOCTM [03bl yMeHbLUaeT NoboYHble SPdeKTb
M CNocobCTBYeT COXpaHeHuto KayectBa xum3Hu (HRQoL).
B Heckonbknx NpoBefeHHbIX CCe0BaHMSX Bblna NpOLEeMOH-
CTPMPOBaHa KAMHUYeCKas 3PPeKTMBHOCTL pexuma 2/1 npwu
MeHbLLen TOKCMYHoCTU. B nccneposannmn RAINBOW 6bina npo-
BeAEeHa OLEHKa MoaMdULUMPOBAHHOIO pexuMma npuema 2/1,
[LEMOHCTPUPYIOLLETO NYYLLIYIO NEPEHOCUMOCTb M KIIMHUYECKYHO
3pdekTnBHOCTD [7, 13-16]. MeanaHa OB He 6bina OCTUrHYTaA
B rpynne 4/2—2/1, 36-Mecsq4Has BbPKMBAEMOCTb COCTaBMNA
72,7% B rpynne 2/1 v 27,8 mec. B rpynne 4/2.B nccnenoBaHmnm
II' da3bl RESTORE cpaBHuBanuch sddektneHoCTb M Besonac-
HOCTb CXeM Tepanuu CyHUTuHM6oM 2/1 v 4/2 y 74 naumeHToB
co ceeTnoknetoyHbiM MIKP. Cxema 2/1 okasanacb accoummpo-
BaHa CO 3HAYMMbIM YBEIMYEHWNEM 6-MECSYHOM BbIXKMBAEMOCTM
6e3 oTkasza ot Nnevenusa (C 44 no 63%), MeamaHbl BpeMeHM
[0 Heynaum nevenums (c 6,0 go 7,6 Mec.), CO CHUXEHMEM YacTo-

Tbl HenTponeHuit (c 61 go 37%) v yctanoctv (c 83 no 58%),
a TaKkkKe C YMEHbLUeHWeM BpEMEHW [0 MepBOro CHMKEeHMS
no3bl [10, 20].

B npuBeneHHOM KAMHWMYECKOM HabMAEHWMM MNauMeHTKa
Haxo4mnacb B rpynne NpoMexyToyHoro mporHosa no IMDC
M UMena B aHaMHe3e PEeBMATOMAHbBIN apTpuT, YTO MOCMYXXMI0
nokasaHueMm Ans Ha3Ha4YeHns CyHUTMHMOA B Ka4YecTBe NepBo
nunHnm Tepanum MIKP. HexkenatenbHble a8neHus notpebosanu
penyKLMK [03bl MW CMEHBI pEXXMMA Tepanun. 3aMeHa pexxMma
Tepanuu 4/2 Ha 2/1 no3onuna ynyywuTb NepeHOCMMOCTb
neyeHus n obecneymTb LOCTATOHYHO AOATOCPOYHbIN 3P PEKT.

3AKNTIIOMEHME

Ha cerooHswWHWIM oeHb NPUMEHEHWE CYHUTUHMOA B Kaye-
CTBE Tepanuu nepeov InMHUKU ang naumeHTtos ¢ MIKP aBnsget-
€S AKTyaNbHbIM: CYLLECTBYIOT rpynnbl NaLUEHTOB C MMEIOLLM-
MWUCS B aHAMHE3€e ayTOMMYHHbIMM 3a601€BaHMIMU, NPK KOTO-
pbIX MPOTMBOMOKA3aHO Ha3HaYeHWe MpenapatoB M3 rpynmbl
MHIMOUTOPOB KOHTPO/bHbIX Toyek. [puBefeHHOEe KIUHWUYe-
cKoe HabnwogeHne O0eMOHCTPUPYET BO3MOXHOCTU KOHTPONS
3ab0n1eBaHUS C NPUMEHEHMEM [0CTAaTOYHO XOPOLLO M3YYeH-
Horo npenapata. llauMeHTKa Ha NpoTsKeHWu bonee yem
23 Mec. nony4aeT Tepanuio CyHUTUHMOOM C YaCTUYHbBIM OTBE-
TOM W YOOBNETBOPUTENBHOM NEPEHOCMMOCTbIO. Takke cneay-
€T OTMEeTUTb PaBHYK 3PDEKTUBHOCTb PEXMMOB Tepanuu
CYHUTUHMOOM 4/2 1 2/1 C nyywer NepeHoCMMOCTbIO NoCnea-
Hero. CMeHa pexxnMa Ha 2/1 no3Bonnna COXpaHWTb KaYecTBO
YXM3HW NPU yCNeLwHOM KOHTpone 3abonesaHus.
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