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'dIrbOY BO «CeBepHbIii rocyAapCTBEHHbIN MeaULMHCKUIA yHBepcuTeT» MuHsgpasa Poccun
Poccus, 163061, r. ApxaHrenbck, np. Tpouukun, 51

IBY3 AO «ApxaHrenbCKUii KIIMHUYECKMIA OHKOMOrMYeCKUiA anucnaHcep»

Poccus, 163045, r. ApxaHrenbck, np. O6BoaHbIn, 145, kopn. 1

AHHOTauuA

Llenb nccnegoBaHusi — OUEHUTbL BNUSIHWE BPEMEHN OT MOPEONOrMyeckoro noaTBepKaeH1s guarHosa ao
Havana crneuuanma3npoBaHHOro NeveHns (BpemMs 4o Havana neveHus, BHJT) Ha onyxonecneundunyeckyto Bbl-
*uBaemMocTb (OCB) 60mbHbIX ONyXONsiMU XXEHCKON penpoayKTneHoi cuctembl (OXKPC) no faHHbIM 06nacTHoro
peructpa paka ApxaHrensckorn obnactu (AOKP) 3a nepuog ¢ 2000 no 2022 r. Matepuan u metoabl. O6e3nu-
YeHHble AaHHble 000 BCcex criyyasx paka monoyvHou xenesbl (PMXK), werikn matku (PLUM), Tena matku (PTM)
1 andHukoB (PA) 6binm nony4veHsl 13 AOKP 3a nepuog 2000-22 rr. CpaBHuBanu BebknBaeMocTb Npy BHIT o
7 pHew (pekomeHgoBaHo Mporpammol rocrapaHTuii), 2—4, 5-8, 9-12 Hen, 3—6, 7-12 mec. OCB paccuutaHa
metogamu life tables n Kaplan—Meier. Mogenb nponopumoHanbHbix puckoB Cox Gbina ncnonb3oBaHa Ans
Koppekunmn Bnusiinst Ha OCB HepaBHOMEPHO pacnpefeneHHbIX NPOrHOCTUYECKUX hakTopoB. PesynbTarhbl.
MpoananuanposaH 19 321 cniyyan OXKPC. B pamkax pekomeHaoBaHHbIX 7 aHen BHI1 6bino y 61,9; 28,5; 27,3
n 55,9 % 6onbHbix PMXK, PLLUM, PTM n PA cooTtBeTcTBeHHO. MaTunetHss OCB npu PMXK, PLUM, PTM n PA
coctaBuna 73,9; 66,5; 73,0 u 52,1 % cootBeTcTBeHHO. 3HayeHne BHJ1 go 7 gHen no cpaBHeHuto ¢ 6onee
anvTensHbiM BHJ1 6b1no accoummnpoBaHo ¢ Hanbornee Beicokor 5-netHet OCB npu PMXK (74,3 vs 45,4-67,0 %)
n PLLUM (80,2 vs 63,1-75,0 %); npu PA n PTM 3HauMMbIx pasnuyuii He BbisiBNeHo. [locne nonpaeku Ha cTa-
OVI0 U opyrvie JOCTYMHble nepeMeHHble pyuck cmeptu oT OXKPC 6bin oguHakoBbiM npu 3HadeHusix BHIT no
2 mec npu PMXX n go 6 mec npu gpyrux OXKPC. 3akntoueHue. KnuHuyeckas npakTmka nokasblBaeT, YTO CPOK
[0 Havana crneumanbHoro neYeHnst, onpeaeneHHbln FocynapCTBEHHbIMUY rapaHTUsIMU, MOXET ObITb HeoCTa-
TOYHbIM. PaHHee Ha4ano fie4YeHuns yaile BO3MOXHO npu paHHux ctagusax OXKPC. Cpok Hayana nevyeHus oo
8 Hep, He yxy[llaeT BbbKMBAEMOCTb. TpebyeTcst NOMCK OTAENbHbIX rpynn 60mMbHbIX, HyXaatwmnxcs B 6onee
paHHeM Ha3HaYeHUW fIe4YeHUs.

KnroyeBble cnoBa: onyxonu JKEHCKOW penpOﬂyKTMBHOﬁ CUCTeMbl, BpemMsa A0 HaYvana nevyeHus,
BbDKMBaeMOCTb.

#=7 pomos Omutpuin OMmutpueBuy, blackman7173@gmail.com
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TIME TO TREATMENT START AS A SURVIVAL PREDICTOR
FOR REPRODUCTIVE SYSTEM CANCER:
A POPULATION-BASED STUDY
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K.D. Zhurova', E.F. Potekhina?, D.V. Bogdanov'? M.Yu. Valkov'?2

"Northern State Medical University of the Ministry of Health of Russia
51, Troitsky Ave., Arkhangelsk, 163061, Russia

2Arkhangelsk Clinical Oncology Center

145, Obvodny Ave., Arkhangelsk, 163045, Russia

Abstract

Objective: to evaluate the effect of the time from morphological confirmation of the diagnosis to the start of
specialized treatment (time to treatment start: TTS) on cancer-specific survival (CSS) of patients with cancer
of the female reproductive system (CFRS) using the data from the regional cancer registry of the Arkhangelsk
region (ARCR) over the period 2000 to 2022. Material and Methods. Depersonalized data on all cases of
breast (BC), cervical (CC), corpus uteri (CUC) and ovarian (OC) cancers were obtained from the ARCR for
the period 2000-2022. We compared survival with TTS of 0-7 days (recommended by the State Guarantee
Program), 2—4, 5-8, 9-12 weeks, and 3-6, 7—12 months. Cancer-specific survival was calculated using the life
tables and Kaplan-Meier methods. The Cox proportional hazard model was used to correct for other prognostic
factors. Results. A total of 19321 cases were analyzed. The Ministerial recommended TTS of <7 days was
observed in 61.9 %, 28.5 %, 27.3 % and 55.9 % of patients with BC, CC, CUC and OC, respectively. The
five-year CSS for BC, CC, CUC and OC was 73.9 %, 66.5 %, 73.0 % and 52.1 %, respectively. The TTS of
<7 days compared to longer TTS was associated with the highest 5-year CSS rate in breast cancer (74.3 vs
45-4-67.0 %) and CC (80.2 vs 63.1-75.0 %); no significant differences were found in CUC and OC. The risk
of death from CFRS was the same for TTS of <2 months in breast cancer and <12 months in other CFRS.
Conclusion. Clinical practice shows that the time before the start of special treatment in accordance to State
guarantees may be insufficient. Early treatment initiation is often possible in the early stages of CFRS. The
time to treatment start of < 8 weeks after morphological verification does not worsen survival. The identification

of individual groups of patients who need earlier treatment is warranted.

Key words: female reproductive system cancers, time before treatment, survival, Cox regression.

Beenenne

OtHOocsmHUECsS K OMyXOJISIM XEHCKOW pemnpo-
nyktuBHOH cdepbl (OXKPC) pak MOno4HOH xKemne3bl
(PMX), pax meiiku marku (PILIM), pak Tena matku
(PTM) u paxk ssmuaukos (PS) cocrasisitor 43,5 % Beex
3JI0Ka9eCTBEHHBIX HOBooOpazoBanmii (3HO) y xeH-
LIVH B MUpE, 3aHuMas 1, 4, 6 11 8- MecTo B CTPyKType
CTaHJAPTU30BAHHBIX MMOKa3arelei 3a0oiaeBaemocty. B
P® nons aTux 3aboneBanuii cocrasisier 42,9 % cpenu
Bcex 3HO y xxenmuH [1, 2].

Bpemst oT MOpQOJIOTHUECKOTO TOATBEPKIACHUS
JMarHo3a J0 Havaja CIeHaIu3UpOBaHHOTO Jiede-
Hus (BHJI) B P® smisiercst moka3areneM KadecTBa
OHKOJIOTHYEeCKOM momommu. B Poccum, cormacuo
nioctanoBineHnio [IpaBurensctBa PO ot 29 nexabps
2022 1. Ne 2497 «O mporpaMme rocyapcTBEHHBIX
rapaHTHi OeCIJIaTHOTO OKa3aHUs TPaKIaHaM M-
UMHCKOHM nmomoty Ha 2023 . ¥ Ha IIAaHOBBIM NEPUO.
2024 u 2025 rr.», TeppuTOpHUaibHAsA TporpaMma
TOCYIapCTBEHHBIX TapaHTUN B YaCTH OMpPEACIICHUS
MOPsIAKA U YCIOBUHN MPEIOCTABICHUSI MEIUITUHCKON
TTOMOIIIX JIOJKHA BKITIOYATh JUIS TAIIMEHTOB C OHKO-
JIOTHYCCKUMU 3a00JICBaHUAMHU 7 pabodmx mgHEH ¢
MOMEHTa TUCTOJIOTHYECKON BEPUPUKAIIUKM OIYXOJIH

6

WM C MOMEHTA YCTAaHOBJICHUS IPEABAPUTEIHLHOTO
Iarfo3a 3aboseBaHus (CocTosHUA) [3].

VBenuueHne HHTEpBaia OT TOCTAHOBKU AHATHO32
JI0 Havalia JICUCHUS] MOXKET MPUBOJIUTH K CHIDKCHUEO
BbDKMBaeMocCTH ipu psae 3HO. B nepuon nannemun
COVID-19 st OIeHKY BIHUSHES 3aCPIKKH JICUCHUS
Ha pe3yJIbTaThl JICUCHHSI ObLT MPOBEACH PSIT UCCIIEO-
BaHUI, ONyOJIMKOBaH MeTaaHau3. [y OOIbIIMHCTBA
BuJ10B 3HO, o JaHHBIM 3TOr0 aHANIK3a, YBEIUUCHHE
MHTEpBaJIa MEKy IEPBUYHON AMATHOCTUKON U HaYa-
JIOM JICUCHUS, a TAKXKE MEXKITY €T0 OTACITEHBIMHI KOM-
MOHEHTAaMU OBLJIO CBSI3aHO C YXYIIICHUEM MPOTHO3a
BBIKMBAEcMOCTH [4]. B To ske BpeMs B psific aHAINU30B
MOKa3aHo, YTO yMEPEHHA 3a/Iep)KKa Havyalia JCUeHHS
HE TIPUBOIUT K YXYIIIICHUIO PE3yIBTaToB [5, 6].

Bo mHOrHX CTpaHax MpeANpPUHUMAIOTCS YCHUIIUS
M0 YMEHBIIICHUIO UHTEPBAaJa OT MOCTAHOBKH TMAarH03a
JI0 Hadaja JiedeHus. J[muTeIpbHOCTh PeKOMEHI0BaH-
Horo ponyctumoro 3nadeHusi BHJI cymiecTtBeHHO
pasznuyaeTcst Mexay ctpaHamiu [5]. Ho B mpakTuke B
CHITy OOBEKTUBHBIX U CYOBEKTHUBHBIX (PAKTOPOB ATOT
MIPOMEKYTOK MOXET OBITh 3HAUUTEIIBHO MPOIOIIKHU-
TelbHEEe, YeM DTO YCTAHOBIIEHO TOCYIapCTBEHHBIMHU
MporpaMMamMH.
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SAMUMOEMMUONOINMYECKUE UCCITIEOOBAHUA

ONUAEMHUOTOTMYECKIE aHATU3bl BBDKUBAEMOCTH
OXBaTBIBAIOT BCIO momynsiuio 0ombHBEIX 3HO Ha
OTIPENICTICHHOM TEPPUTOPUH, TIOITOMY UX PE3YIBTATHI
JEMOHCTPUPYIOT Ka4eCTBO OpraHM3allyd OHKOJIO-
rHYECKO momoru. st mpoBeaeHus] Takux Hccie-
JOBaHMN TpeOyeTcsl HaJIM4Yue IMOJIHBIX JAHHBIX 00
OHKOJIOTHYECKHUX OOJIbHBIX, KOTOPBIE JOJIKHBI OBITh
MIPOCIICKEHBI B TEUEHUE BCETO MEpUO/Ia HAOMIOICHHS
mocje ycTaHoBieHus: quarnosa [7, 8]. Ilo atoit mpu-
YHMHE TaKkue ucciaenosanus peaku. B Poccun nomyos-
LMOHHBIX aHAJIHM30B BBIKMBAEMOCTH B 3aBUCHUMOCTHU
OT BPEMEHM HaJayla CIEeNHaJbHOTO JICYEHHUS paHee
He Obuto omyOnukoBaHO. [lonmynsAUUOHHBIN perucTp
Apxanrensckoit obnactu (AOKP) ocymectBuser
cruiomHo# yyet 3HO ¢ 2000 r., ero kauecTBo moa-
TBEPIKJICHO HEOJHOKPATHBIMHU MEKyHApOTHBIMH
ayJIUTaMH, 4TO MO3BOJISIET UCIIOIB30BATh €T0 JaHHbIE
JUIS1 HCCIIEIOBaHUH.

Ilean uccaenoBanus — Ha ocHoBe MaHHBIX AOKP
H3YYHUTh OMYyXOJEeCTICIH(PUUECKYIO0 BBIKHBACMOCTh
(OCB) 60mbHBIX OXKPC B 3aBUCHMOCTH OT IPOMEKYT-
Ka BpEMEHHU MEX]y 1aTOl yCTaHOBJICHUS JUarHo3a u
JlaTOl Havasja CreHu(pUIECcKOro JeYeHus B IEPUO C
2000 mo 2022 r. m onpeneauTh (aKTOPHI, BIASIOIIHC
Ha MCXO/IbI JICUECHUSI.

MarepuaJj 1 MeTOIbI

bruta cinemana BeIOOpKA W3 perucTpa paka Ap-
xaHresbckor oomactu 3a 200022 rr. JlaHHbIC OBLIH
JICTICPCOHATM3UPOBaHbI, B JAJbHEHIIIEM JUIsl BHECE-
HUS JIOTIOJIHUTEIIbHBIX JIAHHBIX B 0a3y B KauecTBe
KITFOYa UCIIOIB30BAJICS MACHTU(DUKAITMOHHBIA HOMEP
MTaICHTOB.

s aHanmM3a MCTIONB30BAIHM CIIEMYIONTUE TIepe-
MEHHbIE, UMEIOIIHEeCs B 0a3¢ JaHHBIX: 1aTa YyCTaHOB-
JICHUs! IMarHo3a, ko kiaccudukaiuu no MKb 10-ro
repecMoTpa, MOpPOJIOTHUSCKUN THIT B COOTBETCTBUHI
¢ ICDO 3.1 xomom, MecTo MpoXUBaHUS (TOPOJI/Ceno),
BO3pacT (C pa30MBKOM Ha BO3PACTHBIC MOATPYIIITHI
1o 40 net, 40-59, 60—79 u 80+ net) u gara cMEPTH.
Cranuro 3a00/IeBaHUsl, YUYUTHIBAS PA3TUYHS MEKIY
6, 7, u 8-ii penakuusimu TNM UICC, konuposanu
0e3 ydeTa moacrannii, ooo3Hadast ux kak 1, 2, 3 u 4.
Bpewmst mabmonenus nocne 2000-06 rr. pazgenuim
Ha TEePHOJIbI, COOTBETCTBYIONINE HAIIMOHAIbHBIM
rporpamMmam, BBOJUBIIUM yCOBEPIICHCTBOBAHUS B
OpraHM3aliil0 OHKOJOTHYecKo nomoinu. [lepuon
¢ 2007 mo 2012 r. coOTBETCTBOBAT NEHUCTBUIO Ha-
LIMOHAIBHOTO MPOEKTa «3I0POBBEY», iepuos ¢ 2013
no 2019 r. — mocinie BBeNEHUS OUCIIAHCEPU3AUU
B3pocioro HaceneHusd. [lepuog nannemun COVID-
19 mpencTaBisia MOCISTHUN BPEMEHHOU OTPE30K
¢ 2020 mo 2022 r. [Jlns ananuza ObUTH M30paHbBI
CJIeIIyIOIINE BPEMEHHbBIC IPOMEKYTKU MEKTy 1aTOM
MOP(OJIOTUIECKOTO MOATBEeP kK IeHns nuarHo3a 3HO
¥ JaToi Havasa JII0O0OoH crienuaIn3upoOBaHHON Tepa-
muu (BHJI): no 7 nueit (pexomenaosano [Iporpam-
MO roCyAapCTBEHHBIX rapanTuil, 2022), 828 nuei,
29-56 nmeit, 57-84 musa, 85-180 muert m 181-365
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nHel. [IpomexxyTku BpeMeHu 6oJiee rojia CYuTaInuCh
OTIPEICIICHHBIMU HEHA/1EKHO.

Jns onienku Bnusinug BHJT Ha mporyHo3 orieHuBamu
onyxoJyiecnenupuyeckyro BobkuBaeMocTh (OCB),
IpU 3TOM U3MEPEHHH COOBITHEM CUMTAETCSl CMEPTh
namuedata oT OJKPC unu or cBI3aHHBIX C HUMH
ociokHeHNH. JKuBbie OONbHBIE HIEH3YPUPOBAHBI IO
nare BeIrpy3ku u3 bJI AOKP munyc 2 mec, 4to Ob110
C/IeJIaHo Uil 00eCIIeYeHUsI TOUHOCTH U CBOCBPEMEH-
HOCTH JAHHBIX O CMEPTSIX, YUYUTHIBAS €xKeMecsd-
HOE OOHOBJIEHHE CBEJEHUH O XU3HEHHOM CTaTyce
OOJBHBIX MyTEM CBEPKH CO CIHCKAMH YMEPIIUX U3
MeaunuHckoro HH(QOPMAITMOHHO-aHATUTHIECKOTO
IeHTpa ApXaHTeIbCKOl o0nmacTu. bonbHbIe, BEIOBIB-
M€ W3-110]] HaOIIOeHHs, IEH3ypUPOBaHbI 0 J1aTe
nocieaHero rnocemenuss AKO/I.

BrbpkrBaeMOCTh aHATM3UPOBAIIU C UCTIOJIb30BAaHU-
em metonoB Kamrana—Meiiepa [9] u meTona life tables
[10], a Takxke JOr-paHrOBOTO KPUTEPHS JIJIS OIpese-
JICHUS PA3TUINA MEXKIY OTICIHHBIMH TOATPYIIITAMHA
uccienyemMoi nmomynauuu. [ ydeta BIUSHUSA HA
UCXOAbl AOCTYNHBIX B 0aze maHHbIx AOKP ¢akro-
POB HCIIOIB30BAIACH MHOTO(AKTOPHAS perpeccus
Koxkca [11] ¢ moOaBieHrneM B MOMAETH MEPECMEHHBIX,
KOIupyromux 3TH (GakTopel. PaHnee mpoBeJeHHBIC
aHaJIN3bI TIOKA3aJI, YTO OCHOBHBIMU (haKTOPaMH ITPO-
THO3a OBIIN CTaus U BpeMeHHOH nepuox [12—15], B
CBSI3W C Y€M IOTPABKy Ha ITH TEPEMEHHBIE MPOBO-
JIWIA TIOCJIEIOBATEIbHO. 3aTeéM B MHOTO(DAKTOPHYO
MOJIETIb BCE OCTaJIbHBIC IEPEMEHHBIC ObLIN BBEACHBI
(dopcupoBaHHO. Pa3nmuins c4uTaarch CTaTHCTUYECKH
3HauuMbIMU TIpH p<0.05.

Pesyabrarsl

3a ananmusupyemsiii nepuoxa ¢ 2000 mo 2022 1.
3apeructpupoBano 10 209, 3 074, 3 605 u 2 856
cnyuyaeB PMOK, PIIIM, PTM wu PS cooTBETCTBEHHO.
V 423 manmeHTOoK AMarHo3 YCTaHOBJIEH MOCMEPTHO,
MO3TOMY OHH OBUTH UCKJTFOUCHBI M3 aHanmu3a. Beero B
aHanu3 BKJItoueH 19 321 ciryyail paka >keHCKOU penpo-
IyKTUBHOM cepsl (Tabdm. 1). BomsmuHCTBY OOTBHBIX
¢ ananmusupyembiMu 3HO Jieuenue ObUIO HAyaTo B
CpOKH Jio 1 Mec IocIie yCTaHOBIICHHUS IMarHo3a, 0ojee
toro, 27,6-61,8 % 6onpabIX OXKPC monyuwnnu ero B
TedeHue 1-i Hem mociae MOpQoTOTHIECKON BepudH-
karmu. OTHAKO 3HAYUTETHHAS 9acTh OOMBHBIX MOTJIA
MoJy4arh JICYeHHEe B OoJiee o3 Hue cpoku (puc. 1).

Onyxonecrneruduueckas BBKHBAGMOCTh B TCUCHUE
5 ner npu PMXK, PIIIM, PTM u P4 cocrasuna 73,9 %
(95 % AU 73,0-74,4 %), 66,5 % (95 % AU 64,7—
68,2 %), 73,0 % (95 % AN 71,4-74,5 %) m 52,1 % (95 %
J150,1-53,9 %) coorBeTcTBeHHO. [ loKa3aTenu BEIKIBa-
emocTu B 3aBucumocTu oT BHJI peacrasnensi Ha puc. 2.
B 1ienom, BepkuBaeMocts 0onbHBIX PMOK, PIIIM, P4,
KOTOPBIM JIEYCHNE HAyaTo B TEUEHHE HEAETH TOCie
MopQosioruueckoil Bepupukanuu, Oblja 3HAYUMO
BBIIIIE [0 CPABHEHUIO C TEMU, Y KOTO JICUEHUE HAYaTo
no3nuee. Tak, 5-netHsas OCB cocraBuna 74,3 % (95 %
AU 72,4-76,1 %), 65,7 % (95 % AU 63,1-68,1 %),
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Ta6nuua 1/Table 1

dopmMmupoBaHue KOropT Asns aHanusa BbhDKUBaeMOCTH
Cohort formation for survival analysis

Tonorpadus paxa/ N3Bneueno u3 bJ] kanuep-perucrpa/ VYeranopnen mocmeptHo/  Basto B ananuz OCB/

Cancer topography Extracted from the ARCR DB Diagnosed post mortem  Taken for CSS analysis
PMX/BC 10209 145 10064
PIIM/CC 3074 45 3029
PTM/CUC 3605 112 3493
Ps1/0C 2856 121 2735
Bcero/Total 19744 423 19321

Ipumeuanus: PMXK — pak MonouHoii sxene3sl; PILIM — pak meliku marku; PTM — pak Tena matku; PS — pak sM4HMKOB; TaOnMIa COCTaBIEHA

aBTOpaMHU.

Notes: BC — breast cancer, CC — cervical cancer, CUC — corpus uteri cancer, OC — ovarian cancer; created by the authors.
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Puc. 1. PacnpegeneHne cpoka Havana nevyeHus no nokanusauusiM.
Mpumeyanns: BHI1 — Bpemsa fo Havana neveHns; pucyHoK BbINOITHEH aBTOpamu
Fig. 1. Distribution of the period of initiation of treatment by localizations. Notes: TTS — time to treatment start; created by the authors

65,7 % (95 % AU 63,1-68,1 %) y 6ompHBIX PMIK,
PIIIM u PA npu BHJI 10 o1HO# Heiem 1o cpaBHEHHO
¢ 67,0 % (AN 63,4-70,4 %), 66,6 % (AU 62,7-70,3),
57,2 % (AU 51,1-62,7 %) npu Gonbield ycTaHOBIICH-
HOW JUTMTETHHOCTH 3TOTO HHTEPBaJIa COOTBETCTBEHHO.
[Ipu PTM 5-netasst OCB cocraBuna 81,1; 82,5; 83,2;
82,7; 82,0 u 85,4 % mipu cpokax g0 7 muen, 1-4, 5-8,
9-12 men, 3-6 u 7-12 Mec COOTBETCTBEHHO. Bblku-
Bae€MOCTh OOJIbHBIX, HE MOJMYYaBIINX JICUCHUE, U TIPU
OTCYTCTBHH CBEJICHUI1 O BpeMEHHN Hadasia Je4eHns Oblia
CYIIECTBEHHO 00JIee HU3KOM BO BCEX KOTOPTaX.

Puck cmeptu ot OXKPC B orHO(DakTOpHOM MOAETH
OCB y 60nbHBIX, OTYYaBLINX JIeueHHE yepe3 §—28

8

JTHEl rmociie MOp(OJIOTHYECKOTO MTOTBEPKIACHUS IHa-
rao3a, mpu PMOK, PILIM u P 6511 BeITIe Ha 3079 %
no cpaBHenuto ¢ BHJI 07 aueit (p<0,01). Ilpu anu-
TEJILHOCTH 3TOTO MHTEpBajia OoJiee 2 MeC OTHOILICHHE
puckoB coctasisuio 1,32-2,41 npu atux OXPC. Puck
cMeptr oT PTM B onHO(MaKTOpHOM aHaM3¢e OBLIT OfH-
HAKOBBIM IIPH BCEX MTPOMEKYTKAX BPEMEHH JI0 Haualia
nedyeHus (Tadm. 2).

ITonpaBka Ha cTaguio cjenana pa3audus B BbI-
skuBaeMoctu nipu BHJI no 4 u 8 Hexn cratuctuyecku
HE3HAYMMBIMHU I10 CPAaBHEHHIO C PaHHUM HadaJioM
nedeHus y nauueHTok ¢ PMXK. YV GonbHBIX ApyruMu
noxkanuzauuamu OXXPC sta mompaBka crenana He-

SIBERIAN JOURNAL OF ONCOLOGY. 2024; 23(2): 5-14
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Puc. 2. MNokasatenu 5-neTHen onyxonecneunduyeckon BebkrBaemocTn 6onbHbIx 3HO >xeHcKon penpoayKTUBHOW cdepbl
B 3aBMCMMOCTM OT BPEMEHM Hayarna cneumasbHOro fiedenust. NMpomexyTok BpemeHn 0—7 AHeN BbiAeneH KpacHbIM LIBETOM.
Mpumevanus: BHIT — Bpemsa [o Havana nevyeHnst; pUCyHOK BbINOIHEH aBTOpamMm
Fig. 2. The 5-year cancer-specific survival rates in patients with female reproductive cancer depending on the time of initiation of special
treatment. The time interval of 0—7 days is highlighted in red. Notes: TTS — time to treatment start; created by the authors

3HAYMMBIMH Pa3IA4IHs B BEDKUBAEMOCTH MTPH JTFOO0M
paccMOTpeHHOM BpeMeHHM oxuaanus. [lonpaBka Ha
BpPEMEHHOH TMEepHO HE M3MEHWIIA 3HAYCHUST PHCKOB
cmepTH (Tadm. 2).

[Ipu muOTO(daKTOpHOM aHammze (Tabn. 2), mpu
(hopcupoBaHHOM BBOJIE BCeX M0CTYNHbBIX B b/ peru-
CTpa MEPEMEHHBIX YCTAaHOBJICHO, YTO BO BCEX MOJIE-
JIIX paka 0e30IMacHbIM MEPHOIOM, HE yXYIIIaBIINM
puck cmeptu ot OXKPC, ObuT MpoMeKyTOK BpeMEeH!
110 2 Mec (pa3audus 1Mo CpaBHEHHUIO C peepeHTHBIM
MEPUOAOM CTaTHCTHUYECKU He3HaunMBbl). bonee Toro,
B mozaenu PIIIM, P u PTM BbikuBaeMOCTh Cyliie-
CTBEHHO HE pa3jnyaiach, Jake eciiu JedeHne ObLIo
HauaTo B TEYCHHUE TOIYTO/a.

Oo6cy:xneHue

Ham ananus, npoBeieHHbII HA OCHOBaHUU IaHHBIX
ApPXaHTeIbCKOTO KaHIEP-PETUCTPA, TOKa3aj, YTo 3a-
JIepKKa CTapTa JIeYeHUs] TPUBOIMIA K MTOBBIIICHUIO
pucka cmeptu ot PMXK, PIIIM u P, ognaxo mpu no-
IIPaBKe Ha CTa 10 Oe30MacHbI HHTEPBAJI A0 JICUCHHUS
YBEIMYUBAJICA KaK MUHUMYM 110 2 Mec. Benenne B
PETrPECCUOHHYI0 MOJIEINb JPYTUX JOCTYNHBIX B B/l
AOKP (akTopoB HE U3MEHHWIIO OTHOIICHUS PUCKOB
cmepru. [Ipu PTM puck cmepTr 60IbHBIX HE 3aBUCET

CUBWPCKWY OHKONOTMYECKUN XXYPHAJ. 2024; 23(2): 5-14

ot BHJI xak npu onHO(aKTOPHOM, TaK MPU MHOTO-
(hakTopHOM aHaIH3E.

B coorBercTBHM ¢ ocTaHoBneHueM [IpaButens-
ctBa P® ¢ 2023 r. ycTaHOBIIEH CPOK Hayana Je4eHUs
HE TMo3/IHee 7 JHEeH mocie Jarbl MOp(hOIOTHIeCKOTO
NOATBEPKACHUS AMarHo3a. B Hamem ananuze py-
TUHHOM NPaKTUKU, OXBATHIBABILEM BCE HAOIIONCHUS
OXXPC B Apxanrensckoit oonactu ¢ 2000 mo 2020 r.,
3TOT CpoK cobmronancs y 62 % 6onpueix PMXK 156 %
oomnbHBIX PS. [Tpu PILIM 1 PTM nosst Takux 60IBHBIX
cocrasisuia 27-28 %. IlocnenHnee MoxeT ObITh 00BsIC-
HEHO CYIIECTBYOIIEH MPaKTHKON MOP(OJIOrHIeCKOM
Bepu¢ukanmu: npu PIIM u PTM auarno3 BHauane
yalre MoATBEPKAaeTCs HUToNornyecky. JlanpHeiias
OMOTICHS ¥ TUCTOJIOTHYECKOE NCCIIEI0BAaHIE TPEOYIOT
OompITIero BpeMeHH, YeM oHa Henensi. Kak mpasuiio,
C LEJNbI0 CHM)KECHHUSI PUCKA OCIOXKHEHUH OHOICHIO
HPOBOAT MOCHE MPEeaBAPUTENIbHON MOAroToBKU. C
MOMEHTA TONTydeHHs OrnonTara TpedyeTcs Bpems s
JOCTaBKH, PETUCTPALUY, ONTUMAIBHON (pukcanmy,
NpOILEeAYPHl MOCIeJOBATEIbHON MPOBOJKH MaTe-
puaina, ero OKpackH, a Tak’Ke OLEHKH NPOQHIbHBIM
OHKOMOP(OIOTOM.

boiee Toro, momyueHue ToIbK0 MOPGOJIOrHIECKOTO
noATBepakacHus quarno3za 3HO yacto He MoXkeT ObITh
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Ta6nuua 2/Table 2

PerpeccuoHHbIvi aHanu3 OCB B 3aBMCUMMOCTU OT BpeMEHU Hayana reqyeHusi Npy onyxonsix XXeHCKon

penpoaykTuBHOM chepbl. ApxaHrenbCKUi 06racTHOM KaHuep-permucTp, 2000-22 rr.

Regression analysis of CSS depending on the time of initiation of treatment
for female reproductive cancer. Arkhangelsk regional cancer registry, 2000—-22

IMonpaBka Ha ctaguio/ Ha BpEeMEHHOH nepuom/

Correction for stage

[TompaBka

Correction for time
period

Pedepentnas 1,0/Reference 1.0

1,50 (1,18-1,91)
1,48 (1,12-1,96)
1,50 (1,01-2,23)

1,29 (1,12-1,48)
1,23 (1,03-1,46)
2,05 (1,61-2,61)
2,14 (1,63-2,83)
2,32 (1,57-3,42)

Pedepentnas 1,0/Reference 1.0

1,05 (0,86-1,27)
1,04 (0,80-1,36)

1,36 (0,79-2,34)

1,75 (1,44-2,13)
1,23 (0,99-1,54)
1,34 (1,03-1,76)
1,51 (1,1-2,1)
2,28 (1,32-3,93)

Pedepentnas 1,0/Reference 1.0

1,02 (0,81-1,28)

C56-57

1,01 (0,80-1,27)
0,83 (0,65-1,05)
0,94 (0,71-1,25)
0,99 (0,67-1,47)
1,22 (0,39-3,81)

Pedepentnas 1,0/Reference 1.0

1,11 (0,92-1,34)
0,86 (0,67-1,10)
1,13 (0,74-1,73)
1,11 (0,55-2,22)

3HO/ N OnHOohaKkTOpHBII/
Cancer type Univariate analysis
C50
0-7 nuei/days 2328
8-28 nueit/days 728 1,31 (1,14-1,50) 1,08 (0,94-1,25)
29-56 mueit/days 416 1,18 (0,99-1,42) 1,02 (0,85-1,22)
57-84 nust/days 137 2,07 (1,63-2,65)
85-180 mHeit/days 103 2,17 (1,64-2,86)
181-365 mueii/days 41 2,41 (1,63-3,56)
C53
0-7 nueit/days 877
8-28 nueit/days 646 1,79 (1,47-2,18)
29-56 nueii/days 543 1,23 (0,99-1,54) 0,83 (0,66-1,03)
57-84 nmusi/days 289 1,32 (1,01-1,73)
85-180 nueii/days 166 1,47 (1,07-2,03) 0,96 (0,69-1,32)
181-365 nueit/days 32 2,31 (1,34-3,98)
C54
07 nueit/days 983
0-28 nmeit/days 676 1,00 (0,79-1,26)
29-56 nmeii/days 748 0,83 (0,66-1,05) 0,87 (0,69-1,09)
57-84 nusi/days 352 0,95 (0,71-1,26) 0,93 (0,70-1,24)
85-180 nmeii/days 161 0,99 (0,67-1,47) 0,89 (0,61-1,33)
181-365 nneii/days 14 1,19 (0,38-3,73) 0,71 (0,23-2,24)
0-7 nueit/days 1598
8-28 nueii/days 325 1,30 (1,08-1,57)
29-56 nueit/days 163 1,27 (0,99-1,63)
57-84 nusi/days 49 1,44 (0,94-2,20)
85-180 nueii/days 18 1,53 (0,76-3,08)
181-365 nueit/days 17 0,57 (0,21-1,52)

Ipumeyanue: Tabnuia COCTaBICHA aBTOPAMH.

Note: created by the authors.

0,59 (0,22-1,56)

1,31 (1,09-1,58)
1,28 (0,99-1,64)
1,46 (0,95-2,24)
1,53 (0,76-3,09)
0,54 (0,20-1,43)

MHorohakTopHbIit
(Bce mepeMeHHbIe)/
Multivariate analysis
(all variables)

1,06 (0,92-1,21)
1,05 (0,87-1,26)
1,40 (1,09-1,80)
1,46 (1,11-1,94)
1,39 (0,93-2,06)

1,09 (0,89-1,33)
0,9 (0,72-1,12)
1,22 (0,93-1,61)
1,09 (0,78-1,51)
1,39 (0,8-2,39)

0,98 (0,78-1,24)
0,87 (0,68-1,10)
0,94 (0,71-1,26)
0,88 (0,59-1,31)
0,75 (0,24-2,36)

1,09 (0,90-1,31)
0,84 (0,65-1,07)
1,19 (0,77-1,82)
0,94 (0,47-1,90)
0,53 (0,20-1,43)

OCHOBaHHWEM I Ha3Ha4YeHHs JiedeHus. Tak, ceifuac
pu PMX nredeHne MokeT OBITH Ha3HAYCHO TOJBKO
MIpU yCTAHOBJIEHUU MOJIEKYJIIPHO-ONOIOTHYECKOTO
noaTHna omyxonu. Onpeenenue CypporaTHoro mnoj-
THIIA C TIOMOIIBI0 IMMYHOTHCTOXUMHUYECKOTO aHAITN3a
00BEKTHBHO TPeOyeT 3HAYNTEIHHO O0JIee IITUTETFHOTO
Bpemenu [ 16]. Tak, cormacuo [Ipukasy Munucrepcrsa
3npaBooxpanenus PO or 24 mapra 2016 ©. Ne 179H
«O mpaBuIIax MPOBEICHUS MATOJIOT0-aHATOMUYECKUX
HCCIIEIOBAHUIY, 3TOT CPOK 3aHUMAET OT 7 A0 15 nHeit
[17]. Kpome Toro, TpeOyroTcst 1000CTIeI0BaHUS TSI
OLICHKHU BBIPAYKEHHOCTH COITYyTCTBYIOIICH I1aTOJIOTHH,
YTO HANpPSMYIO BIUSET HAa BBIOOD, HATIPUMED, JIeKap-
CTBEHHOH MTPOTHUBOOITYXOJIEBOH TepAIHH MM 00beMa
XUPYPTUYECKOTO BMemaTenbeTBa [18—21].

B Hatiem rccreioBaHUY MONPaBKa Ha CTaINO TIPH-
BeJla K UCUC3HOBEHUIO Pa3IMUUil B PUCKE CMEPTH OT
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OXPC, no kpaiiHeil mepe, B ipeiesiax IByX MECSIIEB.
DTO CBHJETEINLCTBYET O TOM, YTO OOJIBHEIE C Oojiee
paraanMu ctaausivu PMOK, PIIM u PS ivernu Oombiire
IITAHCOB HAYaTh JICUCHUE B paHHUE CPOKH. U yirydrien-
HBIH IPOTHO3 BEDKKMBaeMOCTH y 00nbHBIX ¢ BHJI 1o 7
JTHEH B IAaHHOM CJTy4ae ObLT CBSI3aH IJIAaBHBIM 00pa3oM
¢ OoJIbIIeH TOTIeH B 9TOW MOATPYTIIE 3aBEIOMO OoJiee
ONIaroNpHUATHBIX TI0 TIPOTHO3Y PAHHHUX CTAJIHM, a HE C
(akToM OoJiee paHHEro Hayasa JICYCHHUSL.

ITonpaBka Ha BpeMEHHON MEpUOA HE U3MEHUIIA
pucku cmeptd B 3aBucumoctu or BHJI B perpec-
CUOHHOW Mojienu. JlelCTBUTENbHO, HAIPUMED, B
Hameil koropte ais PMXK B mepuon 201319 rr. u
B 2020 . 75 % npouentuns BHJI B ananuzupyemoii
koropte coctasisiia 31 u 44 gus. Uto 3HAUUTENBHO
BBIIIIE COOTBETCTBYOIIEro nmokasarens B 200006 u
2007-12 rr., Korja 9TOoT Imokasareib Obu1 14 1 15 naei

SIBERIAN JOURNAL OF ONCOLOGY. 2024; 23(2): 5-14
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COOTBETCTBEHHO. DTO OTPaXKaeT, B IEPBYIO OUEPEb,
W3MEHEHMS B KIIMHUYECKOU MpaKTUKe. 3a MOoCIeaHee
JECATHIIETHE CYIIIECTBEHHO BO3POCIIO YHCIIO METOIOB
yTouHsIome auarnoctuku. Cpean HUX — o0si3a-
TeJIbHOE MMMYHOTMCTOXMMHUYECKOE HCCIEI0BaHUE,
JOTIOTHUTEJIbHBIE METOABl BU3yalin3amuu, Oolee
JIETAN3UPOBAaHHAS U HAy9HO 00OCHOBaHHAS OIEHKA
TSDKECTH COMYTCTBYIOLIHX 3a00seBanmii. Bee 910 Tpe-
OyeT IOTOJIHUTEIBHOTO BPEMEHH, HO JIeNaeT JICUeHHE
Oosee aapecHbIM U 3P PEKTHBHBIM. Panee MbI mokasa-
mr, aro nepuox 2013—19 rr. Op1T CBA3aH CO 3HAYUMO
Oosee O1aronpUATHBIM IPOTHO30M, YEM TPEIbITyIITHe
nepuogsl [ 12—14]. dpyrue noctynusie B Bl peructpa
(hakTOpBI IOCIIE BBEIEHUS B MOJIE)Ih HE H3MEHUJIIH OT-
HocutenbHbie pucku cMeptu oT OKPC.

CBOEBpEMEHHOCTH Hadala CIeHaIbHOTO JICUSHHUS
Kak (hakTop MMPOTrHO3a OLIEHUBAETCS BO BCEX CUCTEMax
3npaBooxpaneHust mupa. T.P. Hanna et al. mokazano
TTOBBIIIIEHIE CMEPTHOCTH TIOCHIE 4-HeleIbHOM 3a/1epIK-
KM JICYEHUS IIPU CEMHU BMJax paxa, Bkiroyass PMOK
n PUIM [22]. C >TuM yTBepKJIeHHEM TaKyKe COorvia-
cyercst uccinenosanue Da Luz et al. [23]. 3anepxku
KaK XUPYPTrUIECKOT0, TAK U XUMHOTEPAIIEBTUIECKOTO
JICYSHHNS ACCOIIMMPOBAHBI C YBEITMUEHUEM PHUCKa CMep-
TU IIPU pake MOJIOYHOH xesessl. [Ipn aTom craaus
3a00J1eBaHMsI TAK)KE OKa3bIBaJIa HEraTHBHOE BIIMSTHHE
Ha PUCK CMEPTH.

C npyroii CTOpPOHBI, PSIZIOM aBTOPOB HE TMOATBEPIK-
JICHO OTPHIIATEIbHOE BIUSHHUE YUIMHEHUS] BPEMEHHU
OKUJIaHUs JIeYeHNs Ha UCXO/bl. Tak, B MCCIeIOBaHUH
C. Di Girolamo et al. y 6onpHbIX PSl, HavaBmmx je-
YeHHUe Mo3aHee, yem uepe3 31 JleHb nocie NpuHATHS
pelIeHus o Je4eHn! (HopMa OXKHMIaHUS Hadaa crie-
LMaIbHOTO JieueHus: B BenukoOpuranum), 1-neTHss
BBDKMBAEMOCTh ObLIa 3HaYMMO BBIIIE, YeM IMPH CO-
OJIIOIIEHUH 3TOTO CPOKA. ABTOPHI OOBSCHSIOT 3TO TEM,
YTO TIAIIMEHTHI ¢ 00JIee BRIPAKEHHBIMHI CHMITTOMaMHU
HMEIOT OoJiee BRICOKYIO BEPOSITHOCTh Haualla JICUeHHS
B panHue cpokH. C GonblIeil BEpOSTHOCTHIO y TAaHHOW
TPyMITBI TAMEHTOB OyIyT TUArHOCTHPOBAHEI Oojiee
TO3THHE CTaTUH 3200JI€BaHMSI, ¥ TIOTyYSeHHOE JICUCHNE
OyZeT, ¢ BBICOKOH J0JIel BepOATHOCTH, MaJTMATUB-
HBIM, YTO HE OKXET IMOJIOKUTEILHOTO A dekra Ha
BBDKHBAaeMOCTh. OHH TaKXkKe MOATBEPIKIAIOT, YTO IS
MIPOBEJICHUST PAJUKAIBHOTO JIEYEHUSI MOTYT TOTpe-
OoBaTbCs JOTOTHUTENbHBIE THAarHOCTUYECKHE Ma-
HUMYJSLNN, YTO, B CBOIO OYEPE/b, MOXKET YBEITUYUTh
HUHTEpBaI 10 Havyaa jJeueHus [5].

JlomonHUTENbHBIE TUAarHOCTHYECKNE YCHIIHS Y
MTOKMJIBIX OONBHBIX MOTYT ClieiaTh JiedeHne Oosee
3 PEKTUBHBIM, YTO MOXKET MPUBECTH K YAYUIICHHUIO
ucxonoB. AHanus, nposencHublil B CIA B 2022 1.
cpelu XKEHIUH 66 JIeT U cTaplie U OXBAaTUBLIUN
BpeMeHHOH mepuoz ¢ 1992 mo 2015 1., mokazain, 9To
Ooee qUTEIBHOE BpeMsI 10 TOCTAaHOBKH JarHo3a u
JiedeHus: OBUIO CBSI3aHO C YJTyYLICHUEM BBDKHBACMO-
ctu npu PA [24].

CUBUPCKIM OHKONOTMYECKW XXYPHAT. 2024; 23(2): 5-14

JloCTOMHCTBOM HamIero MCCIeIOBAHUS SIBIISCTCS
€ro NMOMYJISIIMOHHBIN XapakTep. Mbl U3y4HIN HCXO/bI
JICYEHHs BCEX 3aperucTprupoBaHHBIX B AO OONBHBIX
OXPC 3a qurenbHbIi Iepuoj BpEMEHH. DTO MO-
JKET CIYXKHUTh OTPAKEHHEM PYTUHHOHN KIMHUYECKON
NPAaKTUKU U MPAKTUKU MapLIPyTH3aLuu OOJIbHBIX C
ycTanoBieHHbIM AuarHo3oM 3HO. bomsmioe umcno
HAONIOCHNUH TTOMOTaeT YBUAETh 3aKOHOMEPHOCTH
CPaBHUTEIBHO HEOONBINONW CHUJIBI, OJaromaps A0cTa-
TOYHOM CTAaTUCTUYECKONH MOIIHOCTH aHAJIM3a.

B T0 e Bpems Halll aHaJIu3 He MOT BKJIFOYATh Psilt
(axTopoB, KOTOPBIE MOTJIM OKa3aTh BIMSHUE HA BPEMSI
Ha3Ha4YeHUs JICUCHHUS U Ha MPOTHO3 BBDKMBAEMOCTH
OONBHBIX. DTO AaHHBIE O COMYTCTBYIOIIEH MATOJO-
T'UH, KOHKPETHBIE JETaJId JICUCHUS, MOJICKYJISIPHO-
OuoJIOTHYeCKHe XapaKTePUCTUKHU OMyXoJied U Jp.
BeposiTHO, MOTOMY MBI HE HAIlIW HOATPYIIIHI
0OJIBHBIX, KOTOPBIE ObI HYXKIAJIUCh B OoJiee paHHEM
Hauvase JeueHus. Hampumep, BBenpeHHEe B aHAIMU3
MOJIEKYJISIPHO-OMOIOTHIECKUX XapaKTEPUCTHK, TAKUX
Kak ypoBHH 3kcripeccuu Her2neu u Ki67 nmpu PMIK,
MO3BOJIMIIO OBl MPOJUTH CBET HAa 3HAUYCHHE BPEMEHU
3aJePKKH JICUCHHS Y OOJIbHBIX C HEOIaronpUsTHEIMU
3HAYEHUSMHU 3TUX MapKEpOB.

IIpu neranbHOM aHaNU3€, HAPUMEp, TPU CpaBHE-
HUH BBDKMBAEMOCTH OOJIBHBIX, OTYYaBUIMX IIEPBOC
JICYCHUE B CPABHUTEIILHO OTHAJICHHbBIC CPOKH IIOCIIE
MOP(OIOTHIECKOTO TOATBEPKICHUSI, (haKTHIECKHE
paznuyus ObUIM CTATUCTUYECKH HE3HAYUMBI U3-3a
HHU3KOW CTaTUCTUYECKOH MOIIHOCTH. [loTeHInanbsHpIM
pelIeHneM 3Toi PoOIEMbI MOXKET ObITh PACIINPEHHE
aHaJIM3a 3a CUeT JaHHBIX JIPYyTUX PErHCTPOB pakxa.

B nanpHeiimeM Mbl IUIAHUPYEM HM3YUYHUTh 3Ha-
YeHHE BPEMEHHU JI0 Hadajla CIEIHUaJbHOIO JIEUEHUS
B paMKax 3MUJIEMHOJIOTHUYECKUX HCCIEIOBAHUN
BBICOKOTO pa3pelICHus], IpelycMaTpUBAIOIINX 00b-
€IMHEHUE JaHHBIX PETUCTPA C IETATU3HUPOBAHHBIMH
MOJICKYJISIPHO-OHOJIOTHUECKUMH, TUATHOCTHUECKUMHU
1 MopdonorndeckuMu pakTopamu. ITO MOTCHIHAb-
HO MOJKET NPHUBECTH K BBIICICHUIO IPYII OONBHBIX,
KOTOpBIE MOTJIM OBI BRIMTPATh OT O0JIee paHHETO Ha-
YaJia ClelnraIbHOro JICUeHUsI.

3akJirouenune

YCTaHOBIJIEHO, YTO JJ1 OOJBIIMHCTBA OOJBHBIX
OXPC mnoreHnuanbsHo 06€30NacHBIM POMEKYTKOM
BPEMEHH MEXKIY MOP(OIOTrHIECKUM MOATBEPIKAEC-
HUEM JHarfHo3a W HadalioM JICYCHHS MOXET OBITh
cpok 1o 2 Mec. B To ke BpeMsi HEOOXOIUM TTOHCK
MOATPYI OONBHBIX, HYKAAIOINXCS B O0jiee paHHEM
Ha3HAUEHUH JIeYeHHUs. DTOT MOUCK BO3MOXKEH B paM-
KaxX MOMYJSIIIUOHHBIX MCCIECIOBAHUM BBICOKOTO pa3-
pEeIIeHus ¢ BKIFOYEHNEM B HETO JIeTaIbHBIX JTaHHBIX
0 MOJIEKYIIPHO-OMOIOTHYECKUX XapaKTePUCTUKAX
OILyXOJIEH, CTEIIEHH TSKECTH COIYTCTBYIOILEH MaTo-
JIOTHH, COIIMATBHOM CTaTyce OOJIbHBIX.
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Abstract

Objective. In accordance with clinical guidelines, neoadjuvant chemoradiotherapy (nCRT) is recommended
as a beneficial option for treatment of thoracic esophageal squamous cell carcinoma (TESCC). However,
some studies did not demonstrate potential benefits of NCRT. In this paper we compared treatment outcomes
of surgery alone with preoperative CRT followed by surgery. Material and Methods. Group 1 (n=147)
consisted of patients who underwent surgery alone. Group 2 (n=3,337) was formed in the framework of the
present systematic review and meta-analysis (15 publications captured 20 separate subgroups for analysis).
Patients of group 2 received nCRT followed by esophagectomy. Overall survival (OS) and median OS were
estimated. Results. The median OS was reached in group 1 and in 12 separate subgroups of group 2 (2310
of 3337 patients). In groups 1 and 2 the OS median estimates were 31.0 and 28.1, respectively (p=0.873).
Respective 3-year and 5-year OS were 0.49 vs 0.48 (p=0.425) and 0.37 vs 0.41 (p=0.228). The median OS
was not reached in 8 separate subgroups of group 2 (1027 of 3337 patients). In this case, group 2 patients
had significantly higher 3- and 5-year OS compared to group 1 patients: 0.69 vs 0.49 (p=0.000) and 0.60 vs
0.37 (p=0.000), respectively. Pathological complete response to nCRT was associated with better survival.
Conclusion. nCRT is not appropriate for all patients with TESCC. Improved overall survival may be achieved
in patients with a high grade of pathological tumor response to neoadjuvant treatment. Selective administration
of nCRT based on highly probable prediction of complete tumor response seems promising. This concept
needs further research.

Key words: squamous cell esophageal carcinoma, chemoradiation therapy, surgery.
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HEOAOQBIOBAHTHAA XUMUOITYYEBAA TEPANUA
NNOCKOKITIETOYHOIO PAKA NMULWEBOOA NrPYOHOWU
NOKAINN3AUWNN: BCEM JIU OHA HEOBXOOUMA?

A.A. YnueBartoB', E.H. Cunes? A.E. NyxoB', O.M. CenuBepcroBa’

'®IBOY BO «lNeH3eHCcKuI rocyaapCTBEHHbIA YHUBEPCUTET»

Poccus, 440026, r. MNeHsa, yn. KpacHas, 40

I'BY3 «[MeH3eHCKMin 0B6nacTHON OHKOMOMMYECKNIA KITMHUYECKUI AnCTaHcep»
Poccus, 440066, r. lNeHsa, np. Ctpoutenen, 37a

AHHOTauuA

AKTyanbHOCTb. B COOTBETCTBUM C KNMMHUYECKMMIN PEKOMEHAALMAMN HEOa4blOBaHTHAs XMMUOyYeBas Tepa-
nus (HXJTT) pekomeHgoBaHa B Ka4ecTBe Onuuuy, yny4diiatoLLein pedynbsraTbl IeYeHNs NIOCKOKNETOYHOTO paka
nuwwesoga (MKPIT) BHyTpurpyaHon nokanusauun. Hekotopble nybnvkaumm He NoaATBEPXKAAT NPEUMYLLECTB
HXIT. MaTtepuan 1 meToabl. B Hallem nccnegoBaHnM Mbl CPaBHWUMAW pe3ynbTaThl TONbKO XMPYPruieckoro
neYeHns ¢ peaynsrataMmm neveHmns nocne npegonepavymonHon XJ1T. Mpynna 1 (n=147) cocTtosina n3 nauneHTos,
MONYYMBLLNX TOMBKO XMPYPrnyeckoe neveHne B Hallem aucnancepe. [pynna 2 (n=3337) 6bina chopmmpoBaHa
B pamKax MpoBeAEeHHOro cucremartuyeckoro ob3opa n metaaHanuaa (15 craten cogepxanu 20 oTaenbHbIX
noarpynn ans aHanuaa). MaunenTsl rpynnel 2 nonyyanu HXIT ¢ nocneaytoLen azodarakromment. OueHuBa-
nvck nokasarenu obuew BebknsaemocTtn (OB) n ee megunaHel. PesynbTatbl. MegnaHa OB 6bina focTurHyTa B
rpynne 11 B 12 otaensHbix nogrpynnax rpynnel 2 (2 310 n3 3 337 naumeHToB). Mpu 3TuX ycnosusx B rpynnax 1
n 2 meguanbl OB 6binm 31,0 vs 28,1 (p=0,873). CooTBeTCTBEHHO, 3-neTHAS 1 5-neTHsAs OB 6binun 0,49 vs 0,48
(p=0,425) n 0,37 vs 0,41 (p=0,228). MeguaHa OB He Gbina gocTurHyTa B 8 OTAEMbHbIX NOArpynnax rpynneoi
2 (1 027 n3 3 337 naumeHToB). B atom cnyyae 3-netHss n 5-netHsis OB B rpynne 2 6biny 3Ha4MMO BbiLLE MO
cpaBHeHuto ¢ rpynnoi 1: 0,69 vs 0,49 (p=0,000) n 0,60 vs 0,37 (p=0,000) cooTBETCTBEHHO. BbicOKas cTeneHb
Mopcpornormyeckoro oteeTa onyxonv Ha HXJ1T conpoBoXaanach nyuyllel BbKMBAaEMOCTbIO. 3akntoyeHue. HXJT
He ABNseTcsa noaxoasaLwmmM neveHmem ans scex nauneHTos ¢ MNKPI. Jlyywasi OB MoxeT ObITb 4OCTUrHYTa Npu
BbICOKOW CTENeHN NaToMopdonorM4eckoro 0TBETa Onyxonu Ha HeoaabloBaHTHOe neveHne. OT60p NauneHToB
ans HXJTT Ha OCHOBaHMM NPOrHO3MPOBaHKS BbICOKOBEPOSITHONO MOSTHOMO OTBETA OMNYXOSW Ha NeYeHUEe BbIrmMsaauT

Kak pauuoHanbHbIi nogxod. [JaHHbIN KOHUENT TpebyeT AanbHenwero UccneaoBaHus.

KnroyeBble crioBa: NMOCKOKNETOYHbIN pakK nuwieBoaa, XmmMmuoriyvyeBas Tepanusa, Xupyprus.

Introduction

In accordance with national and international
clinical guidelines, neoadjuvant chemoradiotherapy
(nCRT) is recommended as an option to improve
treatment outcomes of thoracic esophageal squamous
cell carcinoma (TESCC). As this modality improves
survival, it has been reviewed in many recently
published papers [1-15].

Nevertheless, despite common approval of the
treatment strategy, there has been some ambiguity. In
particular, some studies found no survival advantage
of CRT followed by surgery compared to surgery alone
in subgroup analysis. For example, H. Chen et al.,
(2018) demonstrated “upfront” surgery inferiority (HR
1.28) only after propensity score matching but did not
observe it (p=0.986) analyzing primary “intention-to-
treat” groups [3]. In other publications only patients
who had high grade of pathological response to CRT
achieved much better survival [15]. Some histological
factors may have prognostic values denoting dissimilar
tumor response and respectively distinguished hazard
functions in subgroups [16]. O. Wiesel et al. (2022)
considered favorable pathologic response to be a
predictor of improved survival. Authors found out only
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49.6 % of favorable responders [17]. In this regard,
comparative long-term outcomes of non-responders
are suspected to be unclear.

On the other hand, neoadjuvant CRT is expected to
be a more or less aggressive regimen. Many authors
reported different types and grades of toxicity [4, 6, 8].
Moreover, some tumors progress during neoadjuvant
treatment. Hence, intolerable toxicity and tumor
progression are clear factors limiting the ability of
patients to undergo scheduled surgery. Since there are
losses of patients in the preoperative period, nCRT
may be low-efficient or completely ineffective, it
should not be considered as a mandatory treatment
for all patients.

In the present paper we compared outcomes of
“upfront” surgery for TESCC (group 1) with the
control group of patients who underwent preoperative
CRT and surgery (group 2). This control group 2 was
yielded in the framework of meta-analysis.

Material and Methods

1. Patients’ characteristics

A total of 147 patients were included into this
study (group 1). All these patients had TESCC and

SIBERIAN JOURNAL OF ONCOLOGY. 2024; 23(2): 15-25
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Table 1/Tabnuua 1

Patients’ characteristics
XapakTepucTUKM nauueHToB

Characteristic (data format)/
Xapaxkrepuctuka (hopmar TaHHBIX)

Age (mean + SD), years/Bo3pact (cpenuuii + SD), et
Sex ratio (females/males)/CooTHOIIEHHE KESHIIHH/MY>KIUH
T(1-2-3-4)

N@O-1-2-3)

Stage (I, 11, 111, IV), %/Knuunveckas craaus (I, 1L, 111, IV), %
Average stage/CpeHsisi KIIMHIYESCKAsT CTa M
Grade (G)/Crenens quddepenmuposku (G) (1 -2 - 3)
Residual tumor (R)/Pesugyanbnas omyxoib (R) (0 — 1 —2)
Dysphagia grade (none — I —II — III - IV)/
Jucdarus (mer — [ — 11 -1 - 1V)

Postsurgical radiation therapy (n, %)/
Ilocneonepanuonnast myuesas Tepanus (n, %)
Adjuvant chemotherapy (n, %)/
AnproBaHTHas XuMuoTepanus (n, %)
Preoperative CRT/IIpenonepannonnas XJIT
Neoadjuvant chemotherapy/HeoaabproBaHTHass XUMUOTEPATIHS

Group 1/Tpynmna 1 Group 2/Tpymma 2
(n=147) (n=3,337) P
59.4+74 59.5+3.1° 0.257
0.16 0.18 0.187
11-22-102-12 NA
64—-54-28-1 NA
13.6-30.6-51.7—-4.1  204-285-453-58 0.143
2.46 2.36
42 - 65-40 NA
139-6-2 NA
12-32-62-34-7 NA
27 (18.4 %) NA
13 (8.8 %) NA
0 3307
0 30

Notes: a — age was announced for only 2165 of 3337 patients; NA — not assessed; created by the authors.

IMpumevanns: HHPOPMAIUS O BO3PACTE €CTh TONBKO Y 2165 u3 3337 manuenTos; NA — He OIIEHUBAIOCH; TAaOIHIIA COCTABICHA aBTOPaMH.

underwent the “upfront” Ivor Lewis surgery. Patients’
characteristics are given in Table 1.

2. Surgical technique

The Ivor Lewis procedure was standard open. It
was accompanied by D2 lymph node dissection during
the abdominal phase which was completed up to two
fields (2F) during the thoracic phase (Fig. 1, 2). An
esophagus was transected at the level of the tracheal
segment and was replaced by the whole stomach
(Fig. 3) connected by the sleeve-shaped hand-made
esophagogastric anastomosis which was placed into
the cupola of the pleural cavity (Fig. 4).

3. Meta-analysis

We used National Library of Medicine (wWww.ncbi.
nlm.nih.gov) database with the following key words:
thoracic esophageal squamous cell carcinoma. A total
of 5270 sources were found. Reviews, monographs,
textbooks, case reports, and non-English-written or
non-full-text publications were rejected. Study se-
lection criteria were as follows: (1) original articles
published from 2013 to 2023, (2) primary tumor
localization in the thoracic esophagus, (3) squamous
cell carcinoma, (4) available characteristics of stud-
ied groups (age, sex, T, N, M, stage), (5) detailed

Fig. 1. The D2 lymph node dissection: 1 — the celiac trunk;
2 — the stomach; 3 — the pancreas. Note: created by the authors
Puc. 1. D2 numdogunccekums: 1 — YpeBHbIN CTBOS; 2 — Xenyaok;
3 — nopxenynoyHas xenesa. MprMevaHne: pycyHOK BbIMOMHEH
aBTOpamMu

CUBWPCKWM OHKONOMUYECKWW KYPHAT. 2024; 23(2): 15-25

Fig. 2. The 2F lymph node dissection: 1 — the subcarinal area;
2 — the thoracic aorta; 3 — the azygos vein; 4 — the esophageal
stump. Note: created by the authors
Puc. 2. 2F numdoamnccekums: 1 — 3oHa budpypkaumm Tpaxeu;
2 — rpyaHast aopta; 3 — HenapHas BeHa; 4 — KynbTs nuLieBoaa.
[MprmevaHve: pucyHOK BbINONHEH aBTopamm
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Fig. 3. The stomach transplant.
Note: created by the authors
Puc. 3. XKenyao4Hblii TpaHcnnaHTar.
lMprMeyaHne: pucyHOK BbINOMHEH aBTOpPamMm

description of curative procedures (radiation therapy,
chemotherapy, surgery), (6) information about overall
survival, (7) all patients received neoadjuvant therapy
followed by esophagectomy.

Finally, on the basis of these criteria 15 original
contributions were extracted. During the meta-analysis,
main parameter estimates were: median overall survival
and its confidence interval (CI) (median, 95 % CI), 3-
and 5-year overall survival (OS) with its standard error
(SE) (OS £+ SE). In the 15 selected publications we iden-
tified 20 studied subgroups with known characteristics
and OS. In the absolute majority of studies, informa-
tion about OS was reduced or incomplete (without an-
nounced SE or/and CI). Thereby, we were encouraged
to restore individual patient data (IPD) on the basis of
Kaplan—Meier curves plotted in all articles for all 20
subgroups. At the first stage original Kaplan—Meier
curves saved as PDF files were redrawn and processed
precisely using Adobe Photoshop CS6 v 13.1.2x64.
These images were digitized using OriginPro 2022
v.9.9.0.225 (SR1). Then for the purpose of IPD resto-
ration renewed Kaplan—Meier graph coordinates were
exported into special [PDfromKM software written in
programming language R [18]. The target parameters
(medians, CI, OS, and SE) were estimated employing
the same software. Then all subgroup characteristics
and restored survival parameter estimates were exported
into statistical program packages. Accuracy of IPD re-
construction was checked by intrinsic IPDfromKM tests
including the Kolmogorov—Smirnov one. With a prob-
ability of more than p=0.95 all restored data coincided

18

Fig. 4. The final view of the Ivor Lewis procedure: 1 — the esoph-
agogastric anastomosis in the cupula of the pleural cavity;
2 — the right lung. Note: created by the authors
Puc. 4. OkoH4yaTenbHbIn BUA onepauun Jlbtonca:
1 — 330cparoracTpoaHacTomMo3 B Kyrose nrneBparnbHON NonocTy;
2 — npaBoe nerkoe. [prMeyaHne: pucyHoK BbINOMHEH aBTOpamMm

with their original counterparts. Differences between
reported original and estimated values did not exceed
tenths. A total of 3337 patients from 20 subgroups in
15 original publications constituted the control group
(group 2). Their characteristics are shown in Table 1.

4. Statistical analysis

We applied descriptive statistics, distribution
fitting, comparison of means, nonparametric tests,
contingency tables, Kaplan—Meier survival analysis,
classical and Bayesian meta-analysis, proportional
Cox-regression to process our data. Statistical analysis
was performed using SPSS Statistics v. 17.0 and JASP
(Version 0.17.1) software.

Results

1. Postsurgical outcomes

Seventy-six of 147 patients (51.7 %) who underwent
the Ivor Lewis procedure had postsurgical complica-
tions (Table 2). There were 29 (29.7 %) complications
of grade II, 16 (10.9 %) of grade Illa, 14 (11.6 %) of
grade IIIb and 17 (11.6 %) of grade V according to
Clavien—Dindo classification. Pneumonia, transplant
necrosis, anastomotic leakage and pleural empyema
were expected to be systematic and predominant. All
laryngeal nerve paralyses were temporary and resolved
spontaneously. Other postsurgical complications were
rare and could be considered occasional. Despite the
high level of morbidity, the majority of complica-
tions were manageable. The causes of mortality were
transplant necroses (5), anastomotic leak (3), cerebral
edema (2), ulcer perforation (2) and others (5).

SIBERIAN JOURNAL OF ONCOLOGY. 2024; 23(2): 15-25
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Table 2/Ta6bnuua 2

Postsurgical complications*
MocneonepalnoHHbIe OCNOXHEHNUA™

Complication/OcnoxHeHHe
Anastomositis/AHaCTOMO3HT
Bleeding/KpoBoTteuenne
Lymphorrhea/Jlumdoppes
ARDS/PJICB*
Chylothorax/Xunoropaxc
Erosive bronchitis/9po3uBHbIil OPOHXUT
Cerebral edema/OTek ronoBHOTO MO3Tra
Pancreonecrosis/ITankpeoHekpo3
Peritonitis/IIepuronut

Perforated gastric ulcer/IlepdoparuBHas si3Ba xKexyaKa

Pneumothorax/ITaeBMOTOpaKc

Respiratory-digestive fistula/PecrimparopHo-Iure CTUBHBIN CBUII

Ileus/HenpoxoauMOCTh KHILIEUHHKA

Anastomotic leakage/HecocTosTenbHOCTE aHACTOMO3a

Laryngeal paralysis/Ilape3 ropranu
Transplant necrosis/Hekpo3 TpaHcIuianTata
Pleural empyema/OmmuemMa rieBpst
Pneumonia/ITaeBMoHUs
Total/Bcero

Frequency/KonnuectBo

1 (0.7 %)
1 (0.7 %)
1 (0.7 %)
1 (0.7 %)
1 (0.7 %)
1(0.7 %)
2 (1.4 %)
2 (1.4 %)
2 (1.4 %)

2 (1.4 %)

2 (1.4 %)

2 (1.4 %)
3 (2.0 %)
5(3.4 %)
6 (4.0 %)

10 (6.8 %)
10 (6.8 %)

24 (16.3 %)

76 (51.7 %)

Notes: a — adult respiratory distress syndrome; * — there were 29 (29.7 %) complications of grade II, 16 (10.9 %) of grade I1Ia, 14 (11.6 %) of grade
IIIb and 17 ones (11.6 %) of grade V according to Clavien-Dindo classification; created by the authors

IpumeyaHus: a — peCIUPAaTOPHbII AUCTPECC CHHIPOM B3POCIbIX; * — B cooTBeTCTBHY ¢ Kiaccupukaimeit Clavien—Dindo 6su10 29 (29.7 %)
ocnoxuenuit crenenu 11, 16 (10.9 %) — crenenu Illa, 14 (11.6 %) — crenenu I1Ib u 17 ocnoxuenuit (11.6 %) crenenn V; Tabnuia cocraBieHa

Table 3/Tabnuua 3

Cox proportional regression
MponopuunoHanbHas perpeccusi Kokca

ABTOpaMHU.
Predictor/IIpennkTop B HR
Age/Bospact -0.02 0.98
Sex/ITon 0.58 1.80
T 0.76 2.10
N 0.87 2.40
G 0.26 1.30
R 0.95 2.60
Dysphagia/Iucdarus 0.09 1.10
Adjuvant/AnproBaHT 0.34 1.40

Note: created by the authors.

l'lpHMeanue: TabNUIa COCTaBICHA aBTOpaMH.

2. Survival

Long-term outcomes were assessed for 130 patients
who had been discharged. The Kaplan-Meier median
follow-up was 54.6 months (95 % CI, 36.1 — 73.10).
The median OS time was 31.0 months (95 % CI, 18.2 —
54.1). The 1-, 3 and 5-year OS were 0.70 (95 % CI,
0.63-0.79), 0.49 (95 % CI, 0.40—0.59) and 0.37 (95 %
CI, 0.29 — 0.48), respectively (Fig. 5).

Results of the univariate Cox proportional regres-
sion are shown in Table 3. Only T, N and R factors
were significant predictors of OS. Schoenfeld residual
analysis revealed a violation of the proportionality
condition for adjuvant treatment (p=0.007). When
considered as a time-varying variable, adjuvant treat-

CUBUPCKIY OHKONOTMYECKW XXYPHAT. 2024; 23(2): 15-25

95 % CI for HR Wald test p
(0.95-1.00) 1.20 0.260
(0.77-4.10) 1.80 0.180
(1.40-3.20) 13.00 0.000
(1.80-3.10) 37.00 0.000
(0.94-1.80) 2.50 0.110
(1.40-4.80) 9.20 0.002
(0.89-1.30) 0.74 0.390
(0.85-2.30) 1.80 0.180

ment remained a non-significant predictor (p=0.065).
However, this variable exhibited a gradually decreas-
ing relative risk (HR) curve over time for patients
without adjuvant treatment.

3. Comparative meta-analysis

As described above, the meta-analysis included
15 publications containing 20 separate subgroups of
patients with a total of 3337 patients. The reported
median OS was achieved in only 12 subgroups (2310
of 3337 patients). These results are given in fig. 6
(Bayesian meta—analysis). All three models evidently
coincided. There was almost no heterogeneity (=0.87,
BF ,=1.17). No differences in the median OS between
group 1 and group 2 were revealed (fig. 6). The 3-year
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Fig. 5. The Kaplan—Meier curve of overall survival. Note: created by the authors
Puc. 5. KpuBasi o6Luen BebkmBaeMocTu no Kannany—Maiiepy. MNprMeyaHne: pucyHoK BbINONHEH aBTopamu

Author (subgroup characteristic)

Alves IPF et al., 2022 (Whole group)
FanY et al., 2016 (Not descent tumors)
Hsu P et al., 2013 (Whole group)

Chen H et al., 2018 (Whole group)

Li X et al., 2022 (Adjuvant)

Zhang C et al., 2023 (TRG 2-3)
Malthaner R et al., 2022 (CRT)

Chen D et al., 2021 (Open surgery)
Miller J et al., 2019 (CRT)

Li CY et al., 2016 (NO + Pathol_Major_Response)
Munch S et al., 2017 (Whole group)
Wu YH et al., 2021 (Whole group)

Fixed effects
Random effects

Averaged

—— 23.10[9.26, 36.94]
. 23.68 [15.33, 32.03]
— 24.03 [13.02, 35.05]
= 25.60 [21.55, 29.65]
—a— 26.00 [5.99, 46.01]
u— 27.99 [8.97, 47.00]
—— 29.22 [8.09, 50.34]
'—-—| 29.84 [-10.15, 69.83]
Cm 36.00 [29.80, 42.20]
—— 36.89 [17.60, 56.18]
—— 40.20 [16.88, 63.53]
——=——  64.85[30.40, 99.29]

27.99 [25.15,30.73]
28.12 [25.08, 31.26]
: 28.06 [25.17, 31.14]

[ I T T T T 1 b

-20 0 20 40 60 80100
Effect size p

Fig. 6. Medians of the overall survival (2310 patients of group 2). The forest plot of Bayesian meta-analysis. Three models for group 2

(a), the median in group 1 (b). There were no significant differences between groups 1 and 2 (one sample Wilcoxon signed rank test,

V=4327.00, p=0.873; comparison of the confidence intervals, Ap=2.94 [-10.23, 26.12]; Cohen’s effect size, d=0.03). TRG — tumor re-

sponse grade. Note: created by the authors

Puc. 6. MegnaHbl obuen BbikuBaemocT (2310 nauymeHToB rpynnbl 2). Forest plot, meTaaHanus baiieca. Tpu mogenv ans rpynnel 2
(a), megnana B rpynne 1 (b). 3Haummble pasnuumsa Mmexay rpynnamu 1 u 2 oTcyTCTBYIOT (3HAKOBbIN paHroBbl TecT Wilcoxon ans ogHow
rpynnbl, V=4327,00, p=0,873; cpaBHeEHNe JoBepUTENbHBbIX MHTEpBanoB, Ap=2,94 [-10,23; 26,12]; pasmep acdekrta no Cohen, d=0,03).

TRG — cTeneHb oTBeTa onyxonu. lNprMmeyaHve: pucyHoOK BbIMONHEH aBTopamm

OS is shown in fig. 7. The random effects model
demonstrated moderate heterogeneity (Q=23.98,
df=11, p=0.013; 1=0.04; 1’=52.57 %). The estimates
for groups 1 and 2 looked completely identical and
had no significant differences (Fig. 7). The 5-year OS
was reported for only 10 original authors’ subgroups
(2253 of 3337 patients) (Fig. 8). The high level of

20

heterogeneity was observed (Q=27.03, df=9, p=0.001;
1=0.05; 1>=66.52 %). No significant differences be-
tween groups 1 and 2 were revealed (Fig. 8).

In 8 of 20 reported authors’ subgroups (1027 of
3337 patients) the median OS was not reached. The
corresponding 3-year OS is shown in Fig. 9. Hetero-
geneity was not very high (Q=10.67, df=7, p=0.154;
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Author (subgroup characteristic)

Zhang C et al., 2023 (TRG 2-3)

Fan Y et al., 2016 (Not descent tumors)
Li X et al., 2022 (Adjuvant)

Chen H et al., 2018 (Whole group)

Hsu P et al., 2013 (Whole group)

Chen D et al., 2021 (Open surgery)
Malthaner R et al., 2022 (CRT)

Miller J et al., 2019 (CRT)

Miinch S et al., 2017 (Whole group)

Li CY et al., 2016 (NO + Pathol_Major_Response)
Wu YH et al., 2021 (Whole group)
Alves IPF et al., 2022 (Whole group)

Random Effects Model

B 0.49 [0.40, 0.57)
0.27 [0.01, 0.54]
0.43[0.31, 0.55]
HIH 0.42 [0.38, 0.46]

_ 0.46 [0.24, 0.67]
o 0.45[0.34, 0.57]
e 0.47 [0.32, 0.61]

HIH 0.50 [0.47, 0.54]
0.55 [0.40, 0.69]
0.53 [0.44, 0.62]
B 0.60 [0.52, 0.69]

—a— 0.46 [0.33, 0.59]

a
- 048(044,052

O R E E e b
0.00.10.20.30.40.50.60.7  [OHO040,0:58]

Effect Size

Fig. 7. Three-year overall survival (2310 patients of group 2, the median was achieved). The forest plot of classical meta-analysis. Ran-
dom effects model estimates for group 2 (a), 3-year overall survival in group 1 (b). There were no significant differences between groups
1 and 2 (Welch's t-test, t=0.19, df=178.5, p=0.425; comparison of the confidence intervals, Au=0.01 [-0.09, 0.12]; Cohen'’s effect size,
d=0.01). TRG — tumor response grade. Note: created by the authors
Puc. 7. TpexneTHsis obLasn BbbkBaemocTb (2310 nauneHToB rpynnbl 2, MeavaHa gocturHyTa). Forest plot, knaccuyeckuin metaaHanus.
OueHka random effects mogenu ans rpynnel 2 (a), 3-neTHsis o6Lwas BbxuBaemocTs B rpynne 1 (b). 3Hauumble pasnuuus Mexay rpyn-
namu 1 1 2 otcytereytoT (Welch’s t-tect, t=0,19, df=178,5, p=0,425; cpaBHeHne foBepuTenbHbIX nHTepsanos, Auy=0,01 [-0,09; 0,12];

pa3mep addekta no Cohen, d=0,01). TRG — cteneHb oTBeTa onyxonu. [NpuMmeyaHme: pucyHoK BbIMOIHEH aBTOpamMun

Author (subgroup characteristic)

Zhang C et al., 2023 (TRG 2-3)

Li X et al., 2022 (Adjuvant)

Chen H et al., 2018 (Whole group)
Chen D et al., 2021 (Open surgery)
Malthaner R et al., 2022 (CRT)
Miller J et al., 2019 (CRT)

Miinch S et al., 2017 (Whole group)

e 0.43 [0.31, 0.55]
T — 0.43[0.31, 0.55]

b 0.31[0.28, 0.35]
. 0.41[0.30, 0.52]
———— 0.35[0.21, 0.49]

H 0.39[0.36, 0.42]
0.44 [0.28, 0.60]

Li CY et al., 2016 (NO + Pathol_Major_Response) —a— 0.40[0.31, 0.49]

Wu YH et al., 2021 (Whole group) p—a— 0.54 [0.45, 0.63]

Alves IPF et al., 2022 (Whole group) e — 0.46 [0.33, 0.59]
Random Effects Model —— _a

[ [ I I I 1

02 03 04 05 06 07 _b

Effect Size

Fig. 8. Five-year overall survival (2253 patients of group 2, the median was achieved). The forest plot of classical meta-analysis. Ran-
dom effects model estimates for group 2 (a), 5-year overall survival in group 1 (b). There were no significant differences between groups
1 and 2 (Welch’s t-test, t=0.75, df=192.8, p=0.228; comparison of the confidence intervals, Auy=0.04 [-0.08, 0.13]; Cohen’s effect size,
d=0.05). TRG — tumor response grade. Note: created by the authors
Puc. 8. MatunetHsas obas BbhknBaemMocTb (2253 nauneHToB rpynnsl 2, MegnaHa AocTurHyTa). Forest plot, knaccuueckuii metaaHa-
nun3. OueHka random effects mogenu ans rpynnel 2 (a), 5-neTHsasa obwas BebkuBaemocTb B rpynne 1 (b). 3Haummble pasnuymsa mexay
rpynnamu 1 n 2 otcyteTaytoT (Welch'’s t-test, t=0,75, df=192,8, p=0,228; cpaBHeHne foBeputenbHbiX nHTepsanos, Au=0,04 [-0,08; 0,13];
pa3mep addekta no Cohen, d=0,05). TRG — cteneHb otBeTa onyxonu. [pumeyaHne: pucyHoK BbIMOMHEH aBTopaMm
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Author (subgroup characteristic)

Zhang C et al., 2023 (TRG 0-1) —a— 0.76 [0.67, 0.85]
Fan Y et al., 2016 (Descent tumors) I | 0.68 [0.43, 0.93]
Xiao X et al., 2023 (Timely surgery) —— 0.72[0.66, 0.78]
Xiao X et al., 2023 (Delayed surgery) —a— 0.72[0.63, 0.82]
Li X et al., 2022 (Non-adjuvant) f—a— 0.70[0.60, 0.81]
Wang X et al., 2021 (Whole group) —a— 0.57 [0.48, 0.66]
Chen D et al., 2021 (Minimally invasive surgery) —a— 0.68 [0.59, 0.76]
Nagaki Y et al., 2021 (Whole group) —a— 0.69 [0.61, 0.78]

Random Effects Model —— @

[ I ! ! I

T 1
04 05 06 0.7 08 09 1.0 b_

Effect Size

Fig. 9. Three-year overall survival (1027 patients of group 2, the median was not achieved). The forest plot of classical meta-analysis.
Random effects model estimates for group 2 (a), 3-year overall survival in group 1 (b). There were significant differences between
groups 1 and 2 (Welch’s t-test, t=3.73, df=192.1, p=0.000; comparison of the confidence intervals, Apu=0.2 [0.09, 0.30]; Cohen’s effect
size, d=0.31). TRG — tumor response grade. Note: created by the authors
Puc. 9. TpexneTHsist obLas BebkrBaemocTb (1027 naumeHTOB rpynnbl 2, MeavaHa He gocturHyTa). Forest plot, knaccuyeckuin MeTaaHa-
nmn3. OueHka random effects Mogenu ans rpynnsl 2 (a), 3-neTHsis obwas BbbkuBaemocTb B rpynne 1 (b). Paznuuuns mexay rpynnamu 1 n
2 3Haunmble (Welch's t-test, t=3,73, df=192,1, p=0,000; cpaBHeHne goBepuTenbHbIX MHTepBanos, Au=0,2 [0,09; 0,30]; paamep acdekTa
no Cohen, d=0,31). TRG — cTeneHb oTBETa ONYXOMNMN.

MpuMeyaHne: pUCyHoK BbINOSHEH aBTOpaMu

Author (subgroup characteristic)

Zhang C et al., 2023 (TRG 0-1) —— 0.71[0.60, 0.82]
Li X et al., 2022 (Non-adjuvant) e 0.70 [0.60, 0.81]
Wang X et al., 2021 (Whole group) P 0.46 [0.35, 0.56]
Chen D et al., 2021 (Minimally invasive surgery) —a— 0.56 [0.47, 0.65]
Nagaki Y et al., 2021 (Whole group) —— 0.59 [0.51, 0.68]

Random Effects Model —l— a_

[ T | T T T 1
03 04 05 06 0.7 08 0.9b

Effect Size

Fig. 10. Five-year overall survival (784 patients of group 2, the median was not achieved). The forest plot of classical meta-analysis.
Random effects model estimates for group 2 (a), 5-year overall survival in group 1 (b). There were significant differences between
groups 1 and 2 (Welch’s t-test, t=3.44, df=410.1, p=0.000; comparison of the confidence intervals, Apy=0.23 [0.09, 0.35]; Cohen’s effect
size, d=0.23). TRG — tumor response grade. Note: created by the authors
Puc. 10. NatunetHss obwas BebknBaeMocTb (784 nauuneHTa rpynnbl 2, MegnaHa He gocturHyTa). Forest plot, knaccuyeckuin
meTaaHanua. OueHka random effects mogenu ans rpynnel 2 (a), 8-neTHsa obLas BbixuBaemocTb B rpynne 1 (b). Pasnuuus mexay
rpynnamu 1 n 2 3Hadnmble (Welch's t-test, t=3,44, df=410,1, p=0,000; cpaBHeHVe foBepuTenbHbIX MHTepBanos, Au=0,23 [0,09; 0,35];
pa3mep acpdekTa no Cohen, d=0,23). TRG — cTeneHb oTBeTa Oonyxonu. MpumeyaHue: pucyHoK BbIMOMHEH aBTopaMu

1=0.04; 1>=38.37 %). The averaged 3-year OS in group ~ patients who underwent surgery alone. It is noteworthy
2 was 20.0 % higher than that in group 1 (Fig. 9). that the fact of reaching the median OS appeared not
The 5-year OS among these patients is shown in Fig.  to be a predictor of this difference, but its marker.

10. It was reported for only 5 authors’ subgroups However, nCRT cannot be considered as non-threat
(784 of 3337 patients). Heterogeneity was evidently  treatment in view of its toxicity. For instance, N. Haj
high (Q=15.35, df=4, p=0.004; 1=0.09; 1>=75.88 %). = Mohammad et al., (2014) [19] reported the occur-
Among patients with unreached median OS, the 5-year ~ rence of grade >3 toxicity in 27.0 % of their patients
survival was 23.0 % higher in group 2 than in group  during conventional CRT. J. Ristau et al., (2021) [20]

1 (Fig. 10). announced 72.3 % of grade 3 acute toxicity, whereas
only 47.5 % of cases were manageable; concomitant
Discussion chemotherapy had to be interrupted or terminated in

It should be noted that not all TESCC patients who ~ 19.8 %. Obviously, intolerable toxicity may worsen the
received preoperative CRT had better survival than  patient’s performance status and reduce the number of
those who underwent surgery alone. Patients who  candidates for scheduled surgery.
benefited from nCRT comprised only approximately Tumor progression during nCRT is another restric-
31.0 % (1027 of 3337 patients in the meta-analysis),  tion of subsequent surgery. Some patients refused
while two thirds of them had the same outcomes as  surgery after nCRT. There may be progression of
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concurrent diseases. So far, the question has been:
how many patients will we refuse surgery during or
after completion of neoadjuvant therapy? H. Yang et
al. (2018) reported 38 of 224 patients (17.0 %) who
were not included in the surgical protocol [21]. H. Tang
et al. (2023) noted that 17 of 130 planned surgeries
(13.1 %) were cancelled after nCRT and 22 of 132
surgeries (16.7 %) were cancelled after neoadjuvant
chemotherapy [22].

Many factors influence the authors’ selection of
criteria for inclusion and exclusion of patients in the
analysis. For instance, X. Xiao et al. (2014) reported
447 esophagectomies after nCRT, however, only 224
(half) of the patients met the inclusion criteria (particu-
lar stage, ECOG performance status, radiation dose,
surgeon, etc). Patients with the inappropriate level of
tumor location or who underwent surgery after planned
conventional CRT, and patients with tumor progres-
sion were excluded. It is rather a “per protocol” than
“intention-to-treat” paradigm; of cause the first usually
exhibits much better results [14].

Neoadjuvant CRT has one significant drawback,
it launches radiation-induced mediastinal fibrosis
and surgery becomes technically more difficult with
high risk of perioperative complications. In the meta-
analysis, T. Kumar et al. (2020) demonstrated signifi-
cantly higher OS at 3 years (OR=0.68 CI, 0.52—0.90,
p=0.007) and non-significantly higher OS (OR=0.78
CI, 0.60-1.01, p=0.06) in the nCRT group compared
to the upfront surgery group. However, the authors
revealed much higher rate of perioperative mortality
(OR=1.79 CI, 1.15-2.80, p=0.01) [23].

Is nCRT required for all patients with TESCC? We
believe the patients with bulky tumors or with evident
risk of R1-2 resection must be regarded as candidates
for nCRT, however this approach is doubtful for
clearly resectable cancers. Our study showed that not
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cTBeHHBIN yHHBepcuTeT» (T. [lensa, Poccust). E-mail: chichevatov69@mail.ru. Researcher ID (WOS): Q-3647-2017.

CuneB EBrenmii HukomaeBny, kaHauaaT MeJUIIMHCKUX HayK, IIaBHBII BHELITATHBIH OoHKoIor Mun3apasa [leHseHnckoii obnacry,
3aBeyIOLINIT OT/eNICHHEeM TopakaabHOU Xupypruu, I'BY3 «IleH3eHckuii 00JaCTHON OHKOJIOTMYECKHH KIMHUYECKUH THCIIaHCep»
(r. Ilensa, Poccus). SPIN-kox: 6102-1160.

InyxoB Aptem EBrenbeBuy, accucrent kadenpst xupyprun, @I'50Y BO «Ilen3eHckuii rocynapcTBeHHbli yausepcuter» (. [lensa,
Poccust). SPIN-kon: 9136-7827.

CeaunsepcroBa Oabra MuxaiisioBua, opaunarop xadenpst xupypruu, ®T'BOY BO «IleH3eHCKnii rocy1apCcTBEHHbINH YHUBEPCUTET»
(r. Ilensa, Poccus). SPIN-kox: 1774-8817.

BKINAQL ABTOPOB

YnueBaroB JIMUTPHii AHIpPeeBUY: CYLIECTBEHHbIH BKIAJ B Pa3pabOTKy KOHLENIWH, IIIAHUPOBaHUE HAyYHOH padOoThI, aHAIHU3 U
MHTEpHpeTalys JaHHOH padoThl, OKOHYATEIbHOE PEJAKTUPOBAHHE U YTBEPHKICHHE PAOOTHI.

Cunes Eprennii Huxomnaesuu: c6op nHdopmaryu, 00padoTka pe3yabTaToB UCCIEL0BaHMs, KDUTHYECKUIT IEPECMOTp C BHECCHUEM
IIEHHOTO MHTEJUICKTYaJIbHOTO COJEPKAHMUS, O00PEHHUE ITyOINKALNH.

I'myxoB Aprem EBrenneBuu: cOop mH(popmaiyn, 00paboTka pe3yabTaToOB HCCIENI0BaHHs, KPUTUYECKUI MEpecMOTp ¢ BHECEHHEM
LIEHHOTO MHTEJUICKTYaJIbHOTO COJEPKAHMUS, OJ00PEHHUE ITyOINKALMH.

CeausepcroBa Osbra MuxaiiioBHa: CyIECTBEHHbIH BKJIAJ B pa3pabOTKy KOHLENIUH, INIAHUPOBAaHUE HAYYHOW PabOThl, aHAIN3 U
UHTEPIIpETAlUSg NJaHHBIX.

Bce aBTopbl 0100pmin GHHAIBHYIO BEPCUIO CTAThU MEepe Ty OrKaleil, BRIPa3uiii Corllacue HEeCTH OTBETCTBEHHOCTD 32 BCE ACTIEKTHI
paboThI, MO/IPa3yMEBAIOILYI0 HAJUIEKAIIlee H3yUSHHE U PEIICHHE BOIIPOCOB, CBS3aHHBIX C TOUHOCTBIO H JJOOPOCOBECTHOCTBIO JIFOOOH
4acTH pabOTHI.

Qunancuposanue
Omo uccneoosanue He nompebo8alo OONOIHUMETbHO20 PUHAHCUPOBAHUSL.
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KNMHWYECKUE UCCIIEOOBAHUA

Kongpnukm unmepecos

Asmopul 3a:61510m 06 OMCYMCMEUU KOHGIUKMA UHIMEPECO8.

Coomeemcmeue npUHYURAM IMUKU

IIposeoennoe uccredosanue coomsememayem cmanoapmam XeibCUHKCKoU dexiapayuu, 0000peno Hes3d-
sucumbiM dmudeckum komumemom llensencxozo cocyoapcmeennozo ynugepcumema (Poccus, 440026, o. [lensa,
yi. Kpacuas, 40), npomoxon Ne 10 om 30.06.2023.

Hugpopmuposannoe coznacue

Om nayuenmog nony4ensvt NUCbMeHHOe UHPOPMUPOBAHHOE 00OPOBOIbHOE CO2lACUE HA NYOIUKAYUIO OAHHBIX
u ghomomamepuanos 6 MEOUYUHCKOM JCYPHAILE, BKIIOUASL €20 INEKMPOHHYIO 8EPCUIO.
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