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LIEJIb: onpedenums, moxem nu nannuamusHas pesexyus (I1P) moacmotl Kuwiku ¢ nocaedyrouum Kypcom xumuome-
panuu yayqwums 06y BbXKUBAEMOCMb 8 CPABHEHUU C CaMOCmosmensHol xumuomepanuel/ny4esol mepanueli
(XT/JIT) y manocumnmomHsbix nayueHmos ¢ KPP u CUHXPOHHbIMU Hepe3eKmabenbHbIMU Memacmasamu.
MATEPWAJIBI M METO/bI: cucmemamuyeckuli 0630p, ocHoBaGHHbIU Ha pexomeHOayusx Preferred Reporting Items
for Systematic Reviews and Meta-analyses (PRISMA) guidelines, nposedeH ¢ ucnonib308aHuemM NoUCKOBbIX cucmem
PubMed u Cochrane Database.

PE3YJIbTATbI: 66110 omobpaHo 18 HepaHOOMU3UPOBAHHBIX CPABHUME/IbHBIX UCCIeA0BAHUL, 8 KOMOPbLIX NPUHAU
yyacmue 2995 nayuenmos (1734 [P u 1261 XT/JIT). [o 8o3pacmy, nony, comamudeckomy cmamycy, N0Kanu-
3aquuu onyxosu, pacnpocmMpaHeHHOCMU Memacmamuyeckoz20 Npoyecca 2pynnsl CpagHeHUs OblU CONOCMABUMbI
8 12 uccnedosaHusix u HeOOHOPOOHbI 8 4 uccnedosaHusax. MeduaHa npodo/KUMeNbHOCMU XU3HU 6bla conocma-
sumMa 8 obeux epynnax 8 13 uccnedosarusx (1460 nayuenmos: 787 P u 673 XT/JIT) u cmamucmuyecku 3Ha4uMo
sbiwe 8 epynne [P 8 5 uccnedosanusx (1535 nayuenmos: 947 1P u 588 XT/JIT). B 17 uccnedosanusx yacmoma
Xupypeudeckux smewiamesnbcms Ha ¢poHe ocnoxHerul 8 epynnax 1P u XT/JIT cocmasuna om 0% 00 5.1% u om 4.4%
00 48.1%, coomgemcmseHHo. B 17 uccnedosarusx 30-OHesHas nemansHocms 8 epynnax [P u XT/JIT cocmasuna
om 0% 00 4.8% u om 0% 0o 14%, coomgemcmseHHo. B 1 uccnedosaHuu 8 obeux epynnax Hab00aaCs BbICOKAS
30-0HesHasa nemansHocmsp (29.4% 1P u 19.3% XT/J1T, P < 0.05).

BbIBO/Ibl: Bonpoc, moxem nu nasauamusHas pesexkyus 060004HOU UAU NPAMOU KUWKU npu MAaa0CUMNmMoMHOU
nepsuyHol onyxou U Hepe3eKkmabesbHbIX MemMacmasax yayqwums o6yt 8sixusaemMocms 60/bHbIX, ocmaemcs
omkpbimsiM. O0HAKO, umerouyuecs 0aHHbIe umepamypsl 2080pAMmM 0 MOM, YMo NANNUAMUBHAS Pe3eKyus nomeH-
YUAanbHO MOXem Yayqwums KaHyepocneyuguyeckyro BbixxusaeMocms OGHHOU epynnbl 60/1bHbIX. 3mom 861800
OCHOBAH HA pe3ynbmamax HepaHOOMU3UPOBAHHbIX CPABHUMENbHbIX UCCIE00BAHUAX U OQHHbIX OOCPOYHO 3asep-
weHHbIx PKW, 8 c8A3U ¢ Yem 0117 OKOH4YamMesnbHO20 B8bIB00A HEOOX00UMbI OasbHeliluue Xopowo CnaaHUpPOBaHHbIE
DPAHOOMU3UPOBAHHbIE UCCIC00BAHUS.
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AIM: to determine if there is an improvement in overall survival of palliative primary tumor resection (PTR) followed
by chemotherapy in minimally symptomatic patients with colorectal cancer and synchronous unresectable metasta-
ses compared to those of upfront chemotherapy/radiotherapy (chemo/RT) alone.

MATERIALS AND METHODS: a systematic review based on Preferred Reporting Items for Systematic Reviews and Meta-
analysis (PRISMA) guidelines were done on PubMed and Cochrane database.

RESULTS: eighteen non-randomized studies were identified, including a total of 2995 patients (1734 PTR and 1261
chemo/RT). Age, gender, American Society of Anesthesiologists (ASA) staging of patients in the two groups were
comparable in 12 studies and had significant differences in 4 studies. Median survival in the two groups was compa-
rable in 13 studies (1460 patients: 787 PTR u 673 chemo/RT) and was significantly higher in PTR group in 5 studies
(1535 patients: 947 PTR u588 chemo/RT). The rate of surgical intervention due to complications was 0-5.1% in PTR
group and 4.4-48.1% in chemo/RT group in 17 studies. Thirty-day mortality was 0-4.8% in PTR group and 0-14%
in chemo/RT group in 17 studies. One study had a high 30-day mortality rate in both groups (29.4% PTR u 19.3%
chemo/RT, P < 0.05).

CONCLUSIONS: the question remains whether palliative primary tumor resection could improve overall survival of
minimally symptomatic patients with colorectal cancer and synchronous unresectable metastases. However, the
recent data showed that patients who underwent PTR could gain a cancer-specific survival benefit. This conclusion
based on the results of nonrandomized comparative studies and data from early terminated RCTs. Further well-
designed RCTs are required to reach definitive conclusions.

KEYWORDS: Colorectal cancer; palliative resection; minimally symptomatic primary tumor; unresectable metastases; chemotherapy; overall
survival

CONFLICT OF INTEREST: The authors declare no conflict of interest

FOR CITATION: Alimova I.V., Shelygin Yu.A., Rybakov E.G. Palliative primary tumor resection in minimally symptomatic patients
with colorectal cancer and synchronous unresectable metastases: when is it necessary? (systematic review). Koloproktologia.
2022;21(3):99-110. (in Russ.). https://doi.org/10.33878/2073-7556-2022-21-3-99-110

AQPEC 14 NEPEMUCKU: Anumosa Hnus BacunvesHa, ®IbY «HMUL kononpokmonoauu umeHu A.H. Peixux» Munsdpasa Poccuu, yn. Cansma
Aduns, 2, Mocksa, 123423, Poccus; men.: +7 (916) 868-80-25; e-mail: doctoralimova@gmail.com

ADDRESS FOR CORRESPONDENCE: Iuliia V. Alimova, Ryzhikh National Medical Research Center of Coloproctology, Salyama Adilya str., 2, Moscow,

123423, Russia; tel.: +7 (916) 868-80-25; e-mail: doctoralimova@gmail.com

Hama nocmynnenus — 28.03.2022
Received — 28.03.2022

BBEOEHWE

Ha MoMeHT nocTaHoBKM anarHo3sa 20-25% 6onbHbIx KPP
umetot IV cTaguio 3abonesanus c obLein 5-neTHein Bbi-
wusaemoctbto 10-18%, npu 3tomM 75-90% M3 HUX — 370
60/bHble C Hepe3eKTabenbHbIMU CUHXPOHHBIMW MeTacTa-
3amu [1-3].

WN3HayanbHO BapuaHTbl leYeHUs 3TOW rpynmbl GONbHbBIX
OblNM KpaiHe OrpaHuyeHbl, U NeyYeHne B OCHOBHOM HO-
CUN0 NanIMaTUBHbINA xapakTep. B Lenom nporHo3 y 3tux
60/IbHbIX OblJl HEYTEWWTENbHbIM: COTNAacHO AaHHbLIM K-
Tepatypsl, A0 1960-X rofoB NPOLONIKUTENIBHOCTb XU3HU
60/IbHbIX C ManMaTUBHLIM NedeHnem U 6e3 Hero Gbina
conocTtaBuma u coctaensana 9,8 mecsaues [4]. Cutyauus
M3MeHUNacb C NosBAEHWEM NPOTMBOOMYXONEBOro npe-
napata 5-ttopypauuna (5-0Y), npumeHeHne KOTOPOro
NO3BOJIUIO YBEINYNTb NPOSOIKUTENbHOCTD XKU3HW AaH-
HOI rpynnbl 6oabHbIX Ao 12-13 mecaues [5]. 0gHako
yacTtoTa 0ObEKTMBHOrO OTBETA NMpU MoHoTepanun 5-GY
coctaBisna Bcero 10-22% [6-8]. MocnegHue 30 net
HabN0[AETCA CYL|ECTBEHHBII NPOrpecc XuMuoTepanuu:
nosB/IEHNE HOBbLIX MpenapaToB (OKCANUMNATUH WU UpU-
HOTEKaH), a TaKXe NpUMEHEHWe TapreTHbIX npenapa-
TOB MPUBENN K 3HAYUTENIbHOMY YBENIMYEHMIO YACTOThI
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0GbEKTMBHOTO OTBETA M MPOMOMKUTENBHOCTU KU3HU
AaHHOI rpynnbl 60/bHbIX. YacToTa 06bEKTUBHOIO OTBETA
BO3pocCna [0 44-56%, a nokasatenb o6ulel BbiXKWUBae-
MoCTU yBennuuncs go 20-24 mecaues [9-11], a B Heko-
TOpbIX ciyyasx nout go 30 mecsues [12]. Kpome Toro,
ecnu B 3noxy MoHoTepanuu 5-®Y yactota Xxupyprude-
CKMX BMeLWaTeIbCTB N0 NOBO/LY OC/I0XHEHWIA CO CTOPOHBI
NepBUYHON ONyX0u Ha POHE XMMUOTEPANUM COCTaBNANA
20-30% [13,14], TO C NpUMEHEHUEM COBPEMEHHbIX CXEM
XMMWUOTEPANMM 3Ta YacToTa CHU3MNAch 1o 7% [15,16].

[lo HepaBHEro BpeMeHW MpPeAnoyTUTENbHLIM MOLXOAOM
B NleyeHun 6onbHbix KPP ¢ HepesekTabenbHbIMKU MeTa-
cTasamu 6bina nannuatueHas pesekuus (MP) ToncToit
KUMKW C MOCneayiolWwmM NpoBeAeHNeM CUCTEMHON XU-
MWUOTepanuu, 4to GblN0 06O0CHOBAHO OMACHOCTbIO pas-
BUTUA BO3MOXHbIX OCJIOXXHEHMI CO CTOPOHbI NEPBUYHOM
onyxonu Ha (oHe ManMaTUBHOM xumuoTepanuu. Tak
B CLIA, no paHHbiM 6a3bl SEER, ¢ 1988 no 2000 rr. P
Oblna BbinosHeHa 66% nauuentam [1]. OgHako mons
NaLWeHTOB, NEpPeHEeCWNX JaHHOe OMepaTUBHOE BMeLa-
TeNbCTBO, B Mocsefyoline rofbl cHU3mnacs 1 Ha 2013
rop coctasuna 45,9% [17]. B otcytcTBumM ybeautens-
HOIl [oKa3aTenbHoW 6as3bl Ha CMEHy CTapoW napagur-
Mbl NpuLNa HOBas, cornacHo Kotopon [P B HacToAwee
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BPEMA PEKOMEHA0BaHa TOMbKO MPW HaNUYUM CUMNTOM-
HOW ONyXOMW C Yrpo30i KULEYHO! HEenpoXOfUMOCTH,
nepdopauum uiam KposoteyeHus. Mpu GeccuMnTOMHOI
(ManocMMnTOMHOI) NePBUYHON OMYXONM, COFNACHO KIK-
Huyeckum pekomerpaumam NCCN [18,19] m ESMO [20,21],
B KayeCTBe NepBOro 3Tana JIeYeHns NoKas3aHo nposefe-
HMe CUCTEMHOI XMMUOTEpanumn C NepUOANYECKOII OLeH-
KO pe3eKTabenbHOCTH MeTacTaTMyeckoro npoLecca.
Tak HyXHO nv BbINoAHATL P npu Hannuum manocumn-
TOMHOW nepBuyHoi onyxonu? C ofHoi cTopoHbl, P
NO3BONAET CHU3UTb OMYXOJEBYI HArpysKy, pucK oc-
NIOXHEHWUIA XMMUOTEpanuu, NpesoTBpPaTUTh BO3MOXHbIE
OCNOXHEHWA CO CTOPOHBI NEPBUYHON ONYXONU, YIYYLIUTh
«MCUXOIOTUYECKUIA CTAaTyC» BONBHOTO, A TaKXKe, N0 AaH-
HbIM pAfa WCCNeAOBaHUW, YBENMYUTb MPOJOSIKMUTENb-
HOCTb Xu3HK [22-26]. C gpyroit cTopoHsl, npu MNP cy-
LeCTBYIOT NOTEeHLWaNbHbIe PUCKWN MOCNeonepaLMoHHbIX
OCNOXHEHWI, KOTOPbIE, B CBOO 0Y€pefb, MOTyT NPUBECTU
K CMepTu GO/IbHOTO MW OTCPOYUTb Hayano CUCTEMHOI
XMMUOTEPANUK, TEM CaMbIM CMOCODBCTBOBATh Mporpec-
cupoBaHuio 3abonesaHus [27,28], a TakKe, N0 AaHHbIM
HEKOTOPbIX WCCNefoBaHUA, CHU3UTb BbIXKMBAEMOCTb
[29-31]. Kpome Toro, umetotcs nyGanKaLum, yKkasbiato-
WKe Ha TOo, YTO yfaneHue CTPOMbI NMEPBUYHOI ONYXONM
y 60/1bHbIX MeTacTaTUyeckum KPP MoxeT cTumynupoBaTth
meTacTaTudeckuit npouecc. Tak, B uccneposanum Peeters
C.F. c coaBTOpamu npoBeAeHHbIit aHanu3 Ha 40 60JbHbIX,
B KOTOPOM OLEHWBANNCh UHAEKC anonTo3a u npoaude-
pauun Ki-67, nokasan yeenuyeHue nepuTyMOpanbHoiA
HEOBaCKyNApM3aLuum 1 YCKOPEHHbI pOCT MeTacTas3oB
neyenn nocne MNP [32]. Scheer M.G. u coaBTopbl B CBOEI
paboTe No AaHHbLIM NO3UTPOHHO-3MUCCUMOHHOI TOMOrpa-
(UK NoKasanu 3HauMMoe ycuneHue MeTabonnyeckoi ak-
TUBHOCTM B MeTacTa3ax neyenu nocne MNP [33].
YunTbiBas Hannune NpoTUBOPEYUBLIX AAHHBIX, Ha Cerog-
HAWHWIA JeHb BONPOC O HEOOXOAMMOCTM BbIMONHEHUS
MNP ToncToit kKnwkmM y 6onbHex KPP ¢ ManocumnToMHOI
NepBUYHOI OMYyXO/bI0 U CUHXPOHHBIMU Hepe3eKTabeNb-
HbIMWU MeTacTa3aMy 0CTAeTCA OTKPbITbIM.

LESTb

Lenb paHHoro cucrematuyeckoro o63opa — onpefge-
ANTb, MOXKeT N TP TONCTOW KMWKW yAyyWwmuTh 06LLyio
BbIXXMBAEMOCTb B CPaBHeHUW C camocTosaTenbHoit XT/NT
y ManocMMnTOMHbIX nayneHToB ¢ KPP M CUHXPOHHbIMK
Hepe3eKTabeNbHbIMW MeTacTa3amu.

MATEPUATTBI 1 METObI

Cmpameaus noucka
Cuctematnyeckuit 0630p NPOBOAMICA B COOTBETCTBUM
c pekomeHpauusmu Preferred Reporting Items for

OnpaBaaHb! M NANAMATMBHbIE Pe3eKuMK 060[04HOM

M NPSAMOM KMLIKM NPU MANIOCUMNTOMHOM NePBUYHOMN
OMYXOMNM M CUHXPOHHBIX HEpPe3eKTaBenbHbIX MeTacTasax
KonopekTtansHoro paka? (cuctematuyeckmit 063op)

Systematic Reviews and Meta-analyses (PRISMA) guide-
lines (http://www.prisma-statement.org/) [34]. Nouck
nuTepaTypbl 6bin ocyllecTBieH B 6a3ax AaHHbIx PubMed
n Cochrane Database of Systematic reviews c ucnons-
30BaHMeM cnepytowei ctpaterum noucka: (colon OR
colorectal OR rectal) AND (cancer OR adenocarcinoma
OR neoplasms OR carcinoma) AND (“palliative surgery”
OR “primary tumor resection”). Ctpaterus noucka npo-
WANIOCTPUPOBAHA Ha pUCYHKe 1.

OrpaHuyeHus no A3bIKy, AaTe WAKU cTaTycy nyGanKaLuii
He npumeHsaucb. Ha npeameT JONONHUTENbHBIX pene-
BAHTHbIX MCCNE0BAHUI BPYYHYIO ObIAN NPOCMOTPEHbI
BCE NUTEpaTypHble UCTOYHUKM OTOOpaHHbIX NyGiuKa-
LM, @ TaKKe CUCTEMATUYECKUX 0630POB MM MeTaaHa-
nu308. lMouck nuTepatypbl GbIN NPOBEJEH C CEHTADBPS
1954 no 18 uiona 2021 rr.

Kpumepuu 8Knt04eHUA U UCKIIOYeHUA

B cootetcTBUM C KpuTepuamn PICOS (nonynsaums, Bme-
WaTeNbCTBO, CPAaBHEHUE, UCXOAbI U [U3aNH UCCNef0Ba-
HUA) AN BKAKYEHUs NybAMKALWiA B cUCTEMATUYECKHMi
0630p GblAM BbIGpPaHbLI cnepylole Kputepun otbopa:
(a) nonynauMs: ManoOCMMNTOMHble/6ECCUMNTOMHbIE
nauuenTsl ¢ KPP (ageHoKapuMHOMa) M CUHXPOHHbBIMU
Hepe3ekTabenbHbIMM MeTacTasamu; (6) BMewwaTenb-
ctBo: xupyprus, XT/NT; (c) cpasHenue: MNP ¢ XT/NT;
(d) ucxoppbl: oTRaneHHble pe3ynbTathl (00WAs BbIKM-
BAeMOCTb), HenocpefcTBEHHble pe3ynbTaThl (YacToTa

KonnuecTso oGHapyKeHHbIX ny6ukauuit
8 Gasax gaHHbix (n=696)
(607 Pubmed, 89 Cochrane Central Register of
Controlled trials)

y

Yucno ny6aukaumii nocne
ynanenus fy6nukaros
(n=678)

|

Yucno ny6aukauui,
NpoWeAwWwnX CKpUHUHT
(n=73)

WckntoueHo nybankawuit
(n=23)

——>| 0630pbl, MeTa-aHanu3el (n =19)

NONHOTEKCTOBbIE CTAThU HE

Ha aHruiickom A3bike (n = 4)

VcknioyeHo NoNHOTEKCT OBBIX CTaTeil
MonHoTeKcTOBbIE CTATbY, (n=32):
OLEHEHHbIEe Ha BO3MOXHOCT CUMNTOMHbIE NauneHTsl (n = 8)
BK/IOYEHNA B aHaNn3 | Her rpynnel cpasHenms (n = 10)
(n=50) HET JaHHbIX XapaKTepuCTUKM OnyXonu
l (6eccumntomas/cumntomHas) (n =14)

Wccneposanus,
BKJIOYEHHbIE B CHCTEMAaTUYECKHI 0630p
(n=18)

| |

2 PKM 16 HepaHAOMMU3NPOBAHHBIX
(AaHHbIE AOCPOYHO CPaBHHUTENbHbIX
3aBepUIEHHbIX uccnefosa Hui
nccnenosaHuii) (n=9)

BkntoyeHo OueHka m Mouck

PucyHok 1. biok-cxema noucka aumepamypsl 014 cucmema-
muyecko2o 0630pa no PRISMA

Figure 1. Block diagram of literature search for a systematic
review on PRISMA

Palliative primary tumor resection in minimally symptomatic
patients with colorectal cancer and synchronous unresectable
metastases: when is it necessary? (systematic review)
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XUPYPrUYecKUx BMeWaTenbCTB Ha (DOHe OCNOXKHEHW,
30-gHeBHas NneTanbHOCTb); (€) AM3aiiH UccnefoBaHms:
HepaHAOMNU3NPOBAHHbIE CPaBHUTENbHbE UCCNef0Ba-
HUA, AaHHble BOCPOYHO 3aBepleHHbIx PKW. Kputepuu
NCKNOYeHNA Gbin cnedylolmmm: (a) OTCYTCTBUE AO-
CTaTOYHbIX [AHHbIX WM MHTEpecyloWwmnx pe3ynbTaTos;
(b) my6nupylowas ny6nukauus; (C) CUHXPOHHbIE ONy-
xonu; (d) oTcyTCTBME [AHHBIX MO MOBOAY M3HAYANbHOIA
XapaKTepUCTUKM onyxonu (beccumnToMHas/Manocum-
NTOMHAA WAM CUMNTOMHAA); (e) Hanuuue B aHaMHese
XUPYPruyeckux BMEeLaTenbCTs, XMMUOTEPANUY, IY4EBON
Tepanuu no NOBOAY NEPBUYHON ONYXONN NN OTAANEH-
HblX MeTacTa30B; (f) HecpaBHUTeNbHbIE UCCNeA0BaHMS,
0630pbl, MeTaaHanu3bl, MUCbMa, OTYETHI O CyYaaX UK
Te31Cbl KOH(epeHLMN.

M3snedeHue OaHHbIX U OUEHKA Kayecmsa

ABTOpbI PacCMOTPENU U OLLeHUAN 0TOOPaHHbIE UCCNEfO-
BaHWA B COOTBETCTBUW C KPUTEPUAMM BKIIOUYEHUA U UC-
KntoueHus. [JaHHble BKAOYEHHBIX UCCNELOBAHUI Gbinu
NOABEPrHYTbl aHanu3y. [nf Kaxporo MccnepoBaHus
Gbina cobpaHa cnepylowas uHdopmauua: (a) xapak-
TEPUCTUKA WCCNEeL0BaHWA: NEpPBLIA aBTOpP, CTpPaHa, rog
ny6aMKaLMK, KONMYECTBO NALMEHTOB B KAXAoil rpynne,
TN UCCNEL0BaHNA (KOHTPONMPYEMble KNUHUYECKME UC-
cnepoBanus (KKW)/uccnegosanus cayyaii-KoHTponb
(MCK)/peTpocnekTuBHbIE KOFOpTHbIE UMcCNefoBaHusA/
LaHHble JoCcpoyHO 3aBeplueHHbIx PKN); (b) ncxogHele
XapaKTepUCTUKM MaLMeHTa: JIoKanu3aluusa Onyxonu
M MEeTacTasos, @ TaKXKe BO3pPacT, MOJ, PEXMUMbI XUMUO-
Tepanuu; (c) pe3ynbTaTbl UCCNEAOBAHUA: OTLANEHHblE
pe3ysbTaThl, BKOYaloWw e o6y BbXKMBAEMOCTb U He-
NOCPefCTBEHHbIE pe3ynbTaThl, BKIKOYAKOLWME YaCTOTY
XUPYPruyeckux BMelaTenbcTB Ha (DOHe OCIOXHEeHUN,
30-gHeBHYI0 neTanbHOCTh. OLUEHKY KayecTBa oTobpaH-
HbIX HEPAHAOMMU3NPOBAHHbLIX CPAaBHUTENbHbIX UCCNefo-
BaHWI BLIMONHANM C UCNOb30BaHMEM WKanbl Hblokacna-
Otrasbl (NOS). Kaxpomy uccnepnoBaHuio npucBauBanu
Gannbl (Makcumym 9 6annoBs), oleHKa = 6 yKasblBasa
Ha xopoluee KayecTBo uccneposanus [35,36]. Kayectso
BKJIIOYEHHbIX UCCNE0BAHUN ONpeaensnn nyTem usyye-
HUA Tpex haKTOpOB: 0TOOP NaLMEHTOB, CONOCTABMMOCTb
nccnepyembix rpynn v oueHka pesynbtatoB. Kauectso
oTo6paHHbIx PKW He oueHMBanu, B CBA3U C JOCPOUHBIM
npekpalweHemM UCCIefoBaHUN U OTCYTCTBMEM MOJIHO-
LeHHbIX pe3ynbTaTos.

PE3YJIbTATHI

Xapakmepucmuku uccnedosaHus

Mpu nepBoHayanbHOM MOUCKE NUTepaTypbl GbiN0 BbIAB-
NeHo B 061ei cNoXHOCTU 696 nyGinKaLuii. Bcero Gbino
HangeHo 50 NONHOTEKCTOBLIX CTaTeM, U3 KOTOPbIX 32 He
COOTBETCTBOBANN KPUTEPUAM BKNIOYEHUSA. B HEeKOTOpbIX

KOJIONPOKTOJIOTUS, Tom 21, N2 3, 2022

uccnegosanuax B rpynny MP yacTuyHo Gbin BKIOYeE-
Hbl MaLWeHTbl C CUMNTOMHbIMU OMYXONAMU, TaKWe WUC-
CNefoBaHUs OblAM UCKIIOYEHbl M3 Halero aHanusa.
Takxe GblAN UCKNIOYEHBI UCCNE[0BAHNSA, B KOTOPbIX He
OblNI0 Tpynnbl CPaBHEHUS UM OTCYTCTBOBaNa UHGopma-
LM MO NOBOAY W3HAYANbHON XapaKTEPUCTUKM OMyX0u
(6eccMMNTOMHAs/ManoOCUMNTOMHAsS UM CUMNTOMHAs).
HakoHel, B cuctematudyeckuit 0630p GbilM BKIKOYEHDI
18 uccneposanuii [13,37-53] (Tabn. 1, 2), onybauko-
BaHHble B nepuof ¢ 1999 no 2021 rr., B KOTOPbIX Npu-
HAnu yyactme 2995 6GonbHbIXx KPP ¢ ManocumnToMHoi
NEPBUYHOW OMYXONbD W CUHXPOHHBIMU Hepe3eKTa-
OenbHeiMKU MeTacTazamu (1734 nauuedta B rpynne MP
“ 1261 nauueHT B rpynne c camoctoaTensHoit XT/NT).
beino nposepero 2 KKU [41,49], 2 uccneposanus NCK
[39,40], 12 peTpOCNEKTUBHBIX KOTOPTHbIX UCCleA0Ba-
HUi [13,37,38,42-48,50,51] u 2 PKWN (npomexyTouHble
[aHHble), KoTopble OblAN AOCPOYHO 3aBeplueHsbl [52,53].
Bnok-cxema noucka nutepatypsl PRISMA pns cuctema-
TUYecKoro o63opa npefcTaBieHa Ha pucyHke 1.

Xapakmepucmuku nayueHmos

OCHOBHble XapaKTepUCTUKU MALUEHTOB, BKIOYEHHbIX
UCCNef0BaHMIA, NpefCTaBieHbl B Tabnuuax 3,4. B 12 uc-
cnepoBaHuax (1276 nauneHTOB) cpaBHMBAEMbIE TPYMMbI
OblIM CONOCTaBMMbI MO BO3PACTy, MOy, COMAaTUYECKOMY
cTaTycy, NoKanu3auuu OomnyxoaM U pacnpoCTpaHeHHo-
CTWU MeTacTaTuyeckoro npouecca [37,39-45,49,51-53],
B 2 uccnefoBaHusax (272 nauueHTa) rpynnbl CpaBHEHNS
OblAK NoYTH conoctaBumsl [48,50]. OgHako B 4 uccnepo-
BaHUAX (1447 naumeHToB) Habnoganacs ABHas HeoOAHo-
poaHocTb rpynn [13,38,46,47]. Ruo u coaBtopbl [13]
B CBOEI paboTe co06LWAlOT, YTO B XMPYPrudeckoi rpyn-
ne Obina BbllE YacTOTa COMYTCTBYIOWMX 3a6oneBaHUii
(p = 0,04), yawe BCTpeyanuCb NALMEHTBI C OMYXONAMM
npaBoi NONOBUHbI 060A0YHON KUWKK (p = 0,03), c 6onb-
wnM 0O6beMOM mopaxeHus nedvedu (p = 0,02). Mo paH-
HbiM Michel n coaTopoB [38], B xXuMKUOTEpaneBTUYECKOI
rpynne 6b10 60/blIE NALUEHTOB C PAKOM NPAMON KUILIKM
(p=0,03), a BXvpypruyeckom rpynne yaiie BCTpeYannuch
NauueHTbl C MEHbWUM 06BHEMOM MOpPAXKEHUA NeveHu
(p = 0,03). Watanabe u coaBtopbl [46] B cBoeM uccre-
[0BAHMUM NPOAEMOHCTPUPOBANH, YTO B XMMUOTEPANEBTH-
yeckoil rpynne 66110 6o/blIe NALMEHTOB C METACTa3aMu
B 6onee yem oauH opraH (p = 0,047). B uccneposanuy,
nposegeHHoM Ahmed u coasTopamu [47], B xumuoTe-
paneBTMYeCKON rpynne npeobnafany nauueHTsl C OTA-
rOWeHHbIM comaTuyeckum ctatycom (p < 0,001), ony-
XONAMKU npaAMoit Kuwku (p = 0,03), MeTacTaTU4eCKUM
nopaxeHuem 6onee ogHoro opraHa (p = 0,01).

OmoaneHHble OHKOJIO2UYECKUE pe3yibmamsl (061140)7
BbI)KUBaeMOCI’nb)

OTpaneHHble OHKONOrMYyeckue pe3ynbtaTtbl BKIKOYEH-
HbIX B @HaNU3 NCCnefoBaHNM npencraBieHbl B Ta6J'IVILI,aX
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Ta6nuua 1. OcHoBHbIE XAPAKMEPUCMUKU BKHOYEHHbIX HEPAHOOMU3ZUPOBAHHbIX CPABHUMESIbHbIX UCCIC008AHUL

Table 1. The main characteristics of the included non-randomized comparative studies

AgTop, 1o, Mepwuo, Nauuentol (n
ny6nup|<au:u CrpaHa Mccneanguun Tun uccnepoBaHua np XT((JI)T) NOS

Scoggins 1999 [37] CLIA 1985-1997 PeTpocnekTBHOE KOrOPTHOE, OAHOLEHTPOBOE 66 23 6
Ruo 2003 [13] CLIA 1996-1999 PeTpocnekTnBHOE KOropTHOE, O HOLLEHTPOBOE 127 103 6
Michel 2004 [38] ®paHuus 1996-1999 PeTpocnekTBHOE KOrOpPTHOE, OfHOLEHTPOBOE 31 23 6
Benoist 2005 [39] OpaHuus 1997-2002 WccnepoBaHue cnyyaii-kOHTPONb, OAHOLLEHTPOBOE 32 27 7
Galizia 2008 [40] Nranus 1995-2005 WccnepoBanue cnyyaii-koHTPONb, OfHOLEHTPOBOE 42 23 6
Seo0 2010 [41] Kopes 2001-2008 KoHTponupyemoe knnHuyeckoe, 0fHOLEHTPOBOE 144 83 6
Cetin 2013 [42] Typuus 2006-2010 PeTpocnekTMBHOE KOropTHOE, MHOFOLLEHTPOBOE 53 46 6
Boselli 2013 [43] WTanus 2010-2011 PeTpocnekTMBHOE KOrOpTHOE, MHOFOLLEHTPOBOE 17 31 6
Yun 2014 [44] Kopes 2000-2008 PeTpocnekTuBHoe koropTHoe ¢ PSM, ogHoueHTpoBoe 113 113 8
Matsumoto 2014 [45] AnoHus 2005-2011 PeTpocnekTMBHOE KOrOpTHOE, OAHOLEHTPOBOE 41 47 7
Watanabe 2014 [46] AnoHus 2002-2009 PeTpocnekTMBHOE KOrOpTHOE, OAHOLEHTPOBOE 46 112 6
Ahmed 2015 [47] KaHaga 1992-2005 PeTpocnekTMBHOE KOrOpTHOE, MHOTOLLEHTPOBOE 521 313 6
Niitsu2015 [48] AAnoHus 2007-2013 PeTpocnekTBHOE KOrOPTHOE, OfHOLEHTPOBOE 42 15 7
Wang 2016 [49] Kurait 2011-2013 KoHTponupyemoe KnMHUYECKOe, 0AHOLEHTPOBOE 118 73 7
Urvay 2020 [50] Typums 2009-2016 PeTpocnekTBHOE KOrOpTHOE, MHOTOLLEHTPOBOE 139 76 6
Doah 2021 [51] Kopes 2001-2018 PeTpocnekTBHOE KOrOPTHOE, OfHOLEHTPOBOE 98 48 7

1P — nannuamusHas pesekyus, XT — xumuomepanus, JIT — ny4esas mepanus, n — konuyecmso nayuesmos, NOS — wrana Hoiokacna-Ommassl, PSM — propen-

sity score matching

Ta6nuua 2. OcHosHble XapakmepucmuKu 00CPOYHO 3asepuueHHbIx PKU
Table 2. Main characteristics of prematurely completed randomized clinical trials

Mauunento! (n
Atop, rop CrpaHa HasBanue PKU Mepuoa Tun uccnepgoBaHusa 4 (n)
ny6nukauuu uccnepoBaHUA ne XT (NIT)
Park 2020 [52] Kopes PTR Trial 2013-2016 PKW, MmHoroueHTpoBOE 23 21
Kanemitsu 2021 [53] AnoHus JC0G1007 2012-2019 PKW, MmHoroueHTpoBoe 81 84

[P — nannuamusHas pesekyus, XT — xumuomepanus, JIT — ny4esas mepanus, n — KOIUYECMBO NAYUEHMO8

5,6. B 13 uccneposanuax [37-39,41,42-46,48,51-53],
B KOTOpPbIX CpPaBHMBaNW fBe rpynnsl nauueHtoB (787
MP 1 673 XT/NT), MeanaHa npoAoMIKUTENLHOCTU XKN3HN
Oblna conoctaBuma B 06eux rpynnax. B ogHom n3 3tux
nccnepfoBaHmii [51] nocne nposefeHUs MHOrOBapuUaHT-
HOTO perpeccMoHHoro aHanusa Kokca 6bin10 nosayye-
HO CTaTUCTUYECKM 3HAYMMOE CHUKEHME pUCKA CMepTy
y 60NbHBIX C 6ECCUMNTOMHON NEPBUYHON OMYXOJIbIO NO-
cne NP (0P=0.61, 95% 1N 0.40-0.94, P < 0.05). B 5 uc-
cnepfoBanusax [13,40,47,49,50], cpaBHMBAOWMX XUPYP-
TUYecKyto U XMMUoTepaneBTUYeCKyio rpynnel (947 n 588
NayMeHToB, COOTBETCTBEHHO) MeAWaHa NPOAOIKUTENb-
HOCTM JXM3HM GblNa CTaTUCTUYECKN 3HAYUMO BbILLIE B XU-
pypruyeckon rpynne.

HenocpedcmsetHsbie pe3ynbmamsl

HenocpeactBeHHble pe3ynbTaThl BKIOYEHHBIX B aHa-
N3 UCCNefoBaHWit MpeAcTaBneHbl B Tabnuuax 7,8.
OnepaTuBHble BMeWaTeNbCTBA MO NOBOLY OC/IOXHEHUI
Ha OoHe CaMOCTOATENbHOW XMMUOTEPANUK BCTPEYANUCh
B 7 WCCNefoBaHMAX, B TO BPeMs KaK B XMPYpPruyeckoi
rpynne He GblNO BbISBIEHO Cly4yaeB NOBTOPHbIX onepa-
TUBHbIX BMEWATENbCTB HA OHE BO3HUKIUIMX OCNOXHE-
Huit [38-40,45,46,51,52]. B 6 uccnenoBaHusx yactoTta
XUPYPrUvyeCcKMX BMeLWaTeNbCTB N0 NOBOAY OCAOXHEHUN

OnpaBaaHb! M NANAMATMBHbIE Pe3eKuMK 060[04HOM

M NPSMOM KMLIKM NPH MONIOCUMNTOMHOM NepPBUYHOM
OMYXOMNM M CUHXPOHHBIX HEpPe3eKTaBenbHbIX MeTacTasax
KonopekTtansHoro paka? (cuctematuyeckmit 063op)

Ha (OoHe NPOBEAEHHOr0 IeYeHNs Bbia BbIlle B XUMUOTE-
panesTuyeckoit rpynne [13,37,41,44,49,53]; B 1 uccne-
[l0BaHUM GbiNa BbIE B XMPYPruyeckoii rpynne [42] u B
4 vccnefoBaHUsAX ObINM NPeACTaBAeHbl HEMOJHbIE WK
COBCEM OTCYTCTBOBA/IM [iaHHbIE MO rPynnam CpaBHEHMUs
[43,47,48,50]. TpupuaTugHeBHan NeTaNbHOCTb OTMEYE-
Ha TOMILKO B XMPYPrUYecKoii rpynne B 6 UcciefoBaHUAX
[13,37,47,49,52,53]; TONbKO B XMMMOTEpANeBTUYECKOM
rpynne B 2 ucciefoBaHuax [40,45]; ToNbKO B XMMUO-
TepaneBTUYecKoi rpynne (LaHHble MO XUPYPrUYECKoil
rpynne otcyTtcTByioT) B 1 uccneposadum [50]; 6Gbina
BbIlUE B XMPYpruyeckon rpynne B 1 nccnegosanum [43];
Obina Bbille B XMMUOTEPANeBTUYeCKOi rpynne B 1 uccne-
[l0BaHUM [44]; He Gbina BbisBNEHa B 06enx cpaBHUBae-
MbIX Fpynnax B 7 uccneposanusx [38,39,41,42,46,48,51].

ONCKYCCHA

HecmoTps Ha To, YTO psAfA 3apyOexHbIX U POCCUIACKUX
nccnepoBateneil coobwwatoT 06 YBenUYeHUU NPOJOIIKU-
TENbHOCTY XU3HU Yy 6onbHbIX KPP ¢ HepesekTabenbHbIMU
meTacTazamu nocne MNP [22-26,54], npo6nema BbiGopa
TaKTUKW NeYyeHus B OTHOWEHUW MEepPBUYHOWN ONyXonu
0CTaeTCsa HepelleHHOMN.

Palliative primary tumor resection in minimally symptomatic
patients with colorectal cancer and synchronous unresectable
metastases: when is it necessary? (systematic review)
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Ta6bnuua 3. OcHoBHbIE XApaKMepUCMUKU NayueHmos HepaHAOMU3UPOBAHHbIX CPABHUMEbHbIX UCCe008aHUL
Table 3. Main characteristics of patients in non-randomized comparative studies

AsTop, roa Bo3pacr (meanana) MysuuHbl (%) | Nokanusauua JloKanu3aums MeTacTazos
ny6aukaunu np XT (NIT) ne XT (T) onyxosu
Scoggins [37] 64 61 NA NA OK/NK lNeyeHb, nerkue, 6powmnHa
Ruo [13] 64 61 64 55 OK/NK MeyeHb, nerkue, 6pOLWNHA, ApYrUe NOKanU3aLmum
Michel [38] 59,8* 58,9* 55 70 OK/NK MNeyeHs, 6plownHa
Benoist [39] 60* 61* 59 67 OK/NK MeyeHb
Galizia [40] 62* 59* 67 55 OK/MNK MeyeHb
Seo [41] 58* 56* 65 63 OK/NK MeyeHb, nerkue, 6prOLWMHA, ApYr1e NOKaNU3aLmum
Cetin [42] 55 52 55 59 0K/MK MeyeHb
Boselli [43] 70* 73* NA NA OK/NK MeyeHb, nerkue, GprowmnHa
Yun [44] nocne PSM 59 60 73 68 OK/MK MeyeHs, nerkue, GprowwnHa, Apyrue NoKanu3aumum
Matsumoto [45] 67 62 61 70 OK/NK MeyeHsb, nerkue, GprowWwnHa, Apyrue nokanusauum
Watanabe [46] 63 60 54 63 OK/NK MeyeHb, nerkue, GprownHa, nuMdoy3nsl
Ahmed 2015 [47] 69 71 57 60 O0K/MK MeyeHb, apyrue nokanusauum
Niitsu2015 [48] 61,5 63 19 47 OK/NK NA
Wang 2016 [49] 57 58 55 59 OK/NK NA
Urvay 2020 [50] 59 62 61 67 O0K/MK MeyeHsb, nerkue, GproLwmnHa
Doah 2021 [51] 69 66,5 50 60 O0K/NK MeyeHb, Nerkue, 6pIOWNHA, Apyrue NoKanu3auum

TP — nannuamusras pesexyus, XT — xumuomepanus, JIT — ny4esas mepanus, OK — 060d04Has kuwka, [TK — npsamas kuwka, NA — Hem OaHHbix, * — cpedHss

Tabnuua 4. OcHoBHbIE XapaKkmepuCMUKU NayueHmos u HenocpedcmsaeHHble pe3ynbmamsl 0CPOYHO 3asepuueHHbix PKY
Table 4. Main characteristics of patients and immediate results of prematurely completed RCTs

AsTop, rop | Bospact (Meguana) | MyxunHbl (%) | Nokanusaums
Jlokanusayus metacrasos
ny6nukauuu ne XT (NIT) ne XT (JIT) onyxonu
Park [52] 62,3* 58,8* 81 55 OK/NK lNeyeHs, nerkve, nuMdoy3nbl, Apyrue noKkanu3aLum
Kanemitsu [53] 65 65 56 54 OK/NK MeyeHb, nerkue, 6prowmHa, NUMQOy3Nbl, Apyrue NoKanu3aLmum

NIP — nannuamusHas pesekyus, XT — xumuomepanus, JIT — nyyesas mepanus, OK — 060004yHas kuwka, MK — npamas Kuwka, * — cpedHss

Tabnuua 5. OmdaneHHble OHKON02UYECKUE Pe3y/Ibmamsl HepaHOOMU3UPOBAHHbIX CPABHUMESbHbIX UCCIeA08aHUL
Table 5. Long-term oncological results of non-randomized comparative studies

Nauyuentsl (n) OB (%) Mepuana OB (mec.)

AsTop Nayuenter (n) np XT (1) np XT () np XT () P value
Scoggins [37] 89 66 23 17 (2-netHss) 18 (2-netHssn) 14,5 16,6 0,59
Ruo [13] 230 127 103 25 (2-neTHss) 6 (2-neTHss) 16,0 9,0 0,001
Michel [38] 54 31 23 NA NA 21,0 14,0 0,718
Benoist [39] 59 32 27 44 (2-neTHAR) 41 (2-neTHaAn) 23,0 22,0 0,753
Galizia [40] 65 42 23 15 (4-netHss) 0 (4-neTHss) 15,2 12,3 0,03
Seo [41] 227 144 83 NA NA 22 14 NS
Cetin [42] 99 53 46 NA NA 23 17 0322
Boselli [43] 48 17 31 17,6 (1-netHas) | 19,4 (1-netHas) 4 5 NS
Yun [44] nocne PSM 226 113 113 4,9 (5-netHas) 3,5 (5-netHss) 17,2 14,4 0,16
Matsumoto [45] 88 41 47 NA NA 23,9 22,6 NS
Watanabe [46] 158 46 112 NA NA 19,9 19 NS
Ahmed [47] 834 521 313 NA NA 19,7 8,4 <0,0001
Niitsu [48] 57 42 15 NA NA 23,9 13,4 0,093
Wang [49] 191 118 73 NA NA 22,5 17,8 <0,01
Urvay [50] 215 139 76 19 (5-netHss) 8 (5-neTHsAA) 29,56 14,25 < 0,001
Doah [51] 146 98 48 NA NA 18 15 0,15

1P — nannuamusHas pesexkyus, XT — xumuomepanus, JIT — ny4esas mepanus, n — Koaudecmso nayuesmos, 0B — obwas svixusaemocms, NS — omcymcmasue
cmamucmuyeckoli 3Hayumocmu (P > 0,05), NA — Hem OaHHbIX

B KOHTeKcTe paccmaTpuBaeMoro B JAHHOM cHUCTEMATU-
Yeckom 0630pe BOMpPOCa B HAacToALee BpeMs onybanko-
BaHbl TOJbKO Pe3ybTaTbl CPaBHUTENbHbIX HEPAHLOMM-
3UPOBaHHbIX UCCNefoBaHMiA. V13 ceMn MHULMMPOBAHHbIX
paHLOMU3NPOBaHHbIX UccnepoBaHuit [55-61] (Tabn. 9)

KOJIOMNPOKTOJIOTUS, Tom 21, N2 3, 2022

[OCTYMHbI HeMosHble pe3ynbTaTbl [BYX AOCPOYHO 3a-
BepleHHbix PKU [59,61], KoTopble 6GbiM Takxe BKIO-
YyeHbl B Haw aHanu3. B uccnepgosaHun Kanemitsu E.J.,
¥ coaBT. [53], MaTepuanom KOTOPOro CTanu pe3ybTatl
neveHus 165 nauuenTos (81 MNP u 84 XT/JIT), 3-neTHas
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Tabnuua 6. OmdaneHHble oHKON02UYECKUE pe3yibmamsl 00CPOYHO 3asepiueHHbix PKU
Table 6. Long-term oncological results of prematurely completed RCTs

Nauuentor | Mauuentsi (n) 0B (%) Meawnaxa OB (mec.)
ABTO P value P value
BTop (n) np | xt(m ne XT (A7) nP | xt(m
Park [52] 44 23 21 69,5 (2-netHan) | 44,8 (2-netHas) 0,058 NA NA NA
Kanemitsu [53] 165 81 84 32,9 (3-netHas) | 33,0 (3-netHsasn) NS 25,9 26,4 0,72

[P — nannuamusHas pesekyus, XT — xumuomepanus, JIT — ny4esas mepanus, n — Konuyecmso nayueHmos, 0B — obwas svixusaemocms, NS — omcymcmasue
cmamucmudyeckol 3Hayumocmu (P > 0.05), NA — Hem daHHbIx

Ta6bnuua 7. HenocpedcmseHHbie pe3y1bmamsl HepaHOOMU3UPOBAHHbIX CPABHUMEbHBIX UCCARO0BAHUL U peXUMbI XuMUOMepanuu
Table 7. Immediate results of non-randomized comparative studies and chemotherapy regimens

YacroTa XMpypruyeckux
BMelLaTeNbCTB Ha hoHe
NaymenTor | Maumentsi (n) Cxembl XT 0CJI0XKHEHMit/30-
AsTOp (n) AHEBHAA NeTanbHOCTb
(%)
np | Xt (M) np XT (JIT) np XT (AT
Scoggins [37] 89 66 23 NA 5-FU-based CT + 1T 3/4,6 8,7/0
Ruo [13] 230 127 103 NA 5-FU + leucovorin + 1T 1,6/1,6 29/0
Michel [38] 54 31 23 Oxaliplatin/irinotecan Oxaliplatin/irinotecan + 1T 0/0 21,7/0
Benoist [39] 59 32 27 5-FU + leucovorin # irinotecan 5-FU + leucovorin + irinotecan 0/0 14,8/0
Galizia [40] 65 42 23 5-FU + oxaliplatin/ 5-FU + oxaliplatin/ 0/0 30/14
irinotecan irinotecan
Seo [41] 227 144 83 5-FU + oxaliplatin/ 5-FU + oxaliplatin/ 3,5/0 9,6/0
irinotecan irinotecan
Cetin [42] 99 53 46 IFL + bevacizumab/ XELOX + bevacizumab/ 57/0 4,4/0
XELOX + bevacizumab/ FOLFIRI + bevacizumab
FOLFIRI + bevacizumab
Boselli [43] 48 17 31 FOLFOX + bevacizumab FOLFOX + bevacizumab NA/29,4 NA/19,3
Yun [44] 226 113 113 Oxaliplatin-based CT + targeted Oxaliplatin-based CT + targeted 0,9/0,9 4,5/2,7
nocne PSM agents/ agents/
irinotecan-based CT + targeted irinotecan-based (T + targeted agents/
agents/ 5-fluorouracil-based
5-fluorouracil-based CT + targetedagents
CT + targetedagents
Matsumoto [45] 88 41 47 FOLFOX/FOLFIRI/ FOLFOX + bevacizumab/ 0/0 38,3/2,1
oxaliplatin + S-1 (SOX)/ CPT- FOLFOX + cetuximab/
11+ UFT/LV/ FOLFIRI + bevacizumab/
simplifiedLV5FU2/UFT/ irinotecan + S-1 (IRIS)/
LV oxaliplatin + S-1 + bevacizumab + /IT
Watanabe [46] 158 46 112 5-FU/ IFL/ FOLFOX/ 5-FU/ IFL/ FOLFOX/ 0/0 21/0
FOLFIRI + SOL/ FOLFOX + sunitinib FOLFIRI + SOL/ FOLFOX + sunitinib
regimen + bevacizumab/ regimen + bevacizumab/
FOLFIRI + bevacizumab FOLFIRI + bevacizumab
Ahmed [47] 834 521 313 5-FU + leucovorin/ 5-FU + leucovorin/ NA/4,8 NA/NA
oxaliplatin-based CT + bevacizumab / | oxaliplatin-based CT + bevacizumab /
irinotecan-based CT + bevacizumab irinotecan-based
CT + bevacizumab + 1T
Niitsu [48] 57 42 15 mFOLFOX6 + bevacizumab mFOLFOX6 + bevacizumab NA/0 20/0
unu cetuximab unu unu cetuximab uau
panitumumabXELOX + bevacizumab panitumumabXELOX + bevacizumab
unu cetuximab unu panitumumab/ wnu cetuximab unu panitumumab/
FOLFIRI FOLFIRI
Wang [49] 191 118 73 FOLFOX/XELOX/ FOLFOX/XELOX/ 51/2,5 11/0
FOLFIRI + bevacizumab FOLFIRI + bevacizumab + 1T
Urvay [50] 215 139 76 (FOLFIRI unu FOLFOX unu (FOLFIRI unu FOLFOX nnu NA/NA NA /9,2
XELOX) + (bevacizumab nnn XELOX) + (bevacizumab nnu cetuximab
cetuximab unu panitumumal) unn panitumumal)
Doah [51] 146 98 48 Fluorouracil/ capecitabine/ Fluorouracil/ capecitabine/ 0/0 48,1/0
(fluorouracil unn (fluorouracil unu
capecitabine) + (irinotecan unu capecitabine) + (irinotecan unu
oxaliplatin) + (bevacizumab unu oxaliplatin) + (bevacizumab unu
cetuximab) cetuximab)

[IP — nannuamusHas pesekyus, XT — xumuomepanus, JIT — ny4esas mepanus, n — konuyecmso nayueHmos, NA — Hem dauHbix, FOLFIRI = 5-FU + leucovo-
rin + irinotecan, XELOX = capecitabine + oxaliplatin, IFL = leucovorin + irinotecan, FOLFOX = 5-FU + leucovorin + oxaliplatin, S-1 = tegafur + gimeracil + oteracilpotas-
sium, UFT/LV = tegafur + uracil/leucovorin, SOL = S-1 + LV + [-OHP, CT — xumuomepanus

OI'IpCIBp,(]HbI 1M NANAMATUBHbIE Pe3eKuUMH obopouHoM

M NPSAMOM KMLIKM NPU MANIOCUMNTOMHOM NePBUYHOMN
OMYXOMNM M CUHXPOHHBIX HEpPe3eKTaBenbHbIX MeTacTasax
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Tabnuua 8. HenocpedcmseHHsbie pe3ynbmamsi 00CPOYHO 3asepuiettbix PKU u pexumsl xumuomepanuu
Table 8. Immediate results of prematurely completed RCTs and chemotherapy regimens

YacToTa Xupypruyeckux
BMeLaTeNbCTB Ha hoHe

AsTop Mauwenter | Mauventst (n) Cxemb! XT ocnoxHeHuin/30-gHeBHan
() netanbHOCTL (%)
ne | Xt (1) np XT (IT) np XT (IT)
Park [52] 44 23 21 (FOLFIRI unu (FOLFIRI nnu 0/3.8 22,7/0
FOLFOX) + (cetuximab unu | FOLFOX) + (cetuximab unn
bevacizumab) bevacizumab)
Kanemitsu [53] 165 81 84 mFOLFOX6 + bevacizumab/ | mFOLFOX6 + bevacizumab/ 1,2/4 13/0
CapeOX + bevacizumab/ CapeOX + bevacizumab/
irinotecan/TAS-102/ EGFR | irinotecan/TAS-102/ EGFR
antibodies/ S-1 antibodies/ S-1

NP — nannuamusHas pesekyus, XT — xumuomepanus, JIT — nyyesas mepanus, n — konuyecmso nayueH#mos, FOLFIRI = 5-FU + leucovorin + irinotecan,
FOLFOX = 5-FU + leucovorin + oxaliplatin, S-1 = tegafur + gimeracil + oteracilpotassium, CapeOX = capecitabine + oxaliplatin

Tabnuua 9. PaHOOMU3UPOBAHHbIE KOHMPOAUPYeMble UCCIe00BAHUS

Table 9. Randomized controlled trials

Nepemutan 3annaHupoBaHHoe
HasBanue PKU CrpaHa N¢ uccnepoBsanus TouKa BbiGopKka | Hauyano/3aBeplueHue Crartyc
nccnepoBaHus
SYNCHRONOUS [55] [epmaHus ISRCTN30964555 | 0S, 3-neTHsas | 800 — 392 2011-2019 B npouecce/Habop
NaLMeHTOB 3aKOHYeH
CAIRO4 [56] HugepnaHabl NCT01606098 0S, 5-neTHsAs 360 2012-2020 Ha6op nauueHTtos
NpPOAOMKAETCS
CCRe-1V [57] NcnaHus NCT02015923 0S, 2-neTHss 336 2013-2018 B npouecce/Habop
NaLMEeHTOB 3aKOHYeH
CLIMAT [58] ®paHuus NCT02363049 0S, 2-neTHss 278 2014-2018 Ha6op nauneHToB
npoponKaeTcs
PTR Trial [59] Kopes NCT01978249 0S, 2-neTHaAs 480 2013-2016 [JocpoyHo 3aBepeHo
China multicenter [60] Kurait NCT02149784 0S, 3-neTHsAs 480 2015-2019 Ha6op nauueHToB
NpPOAOMKAETCS
JC0G1007 [61] AnoHus UMIN000008147 | OS, 3-netHss | 770 — 280 2012-2020 [ocpoyHo 3aBeplieHo

061as BbIKMBAEMOCTb OblNa CONOCTABUMA B CPABHUBA-
emblx rpynnax, 30-fHeBHas NeTanbHOCTb Obina BbisBAE-
Ha TONbKO B XMPypruyeckoi rpynne u cocrasuna 4%,
B CBA3M C YEM MO pelleHunio 3Tnyeckoro komuteta PKU
6b110 J0CPOYHO 33BEPLIEHO, MPU 3TOM U3HAYANBHO B UC-
cnefloBaHue NaaHMpoBanoch BKNOYUTL 280 naLueHTos.
MHorue aBTopbl B CBOMX paboTax MbiTAlOTCA CCbINAThCA
Ha 3TU AaHHble, KaK Ha pe3ynbTaThl nofHoueHHoro PKU.
OpHako B maHHoM PKW 3annaHupoBaHHbIii 06beM cTa-
TUCTUYECKOI BbIBOPKM He Obll JOCTUTHYT, YTO MOTO
NOBAUATL HA KayeCTBO HAyYHOro WCCNefoBaHWUS U [0-
CTOBEPHOCTb MOJYYEHHbIX Pe3yNbTaTOB. TONBKO AaHHbIE
Nno penpeseHTaTUBHbIM BbIOOPKAM MOXHO 3KCTpPanonu-
poBaTb Ha BClo nonynauuto. NccnepoBaHue, npoBeaéH-
Hoe coBMecTHO y4éHbiMmu CLUA u peuun, noaTBepxaa-
€T TOT (DaKT, YTO OLEHKA BennyuHbl 3thdeKTa NeveHns
B 3HAYMUTENbHOM CTENEHM 3aBUCUT OT pasmepa BbIGOPKH
[62]. Kpome Toro, B uccnenoBaHue He Gblin BKIKOYEHbI
NaLMUEHTbl C ONYXONAMU CPELHE- U HUKHEAMNYNAPHOrO
oTfena NpsAMOW KULWKK, YTO, MO MHEHWUIO CAMUX aBTOPOB,
TaKXe MOrf0 NOBAWATb Ha pe3ynbTaTbl UCCNEA0BAHUA.
Mpu 3TOM KayecTBO MUCCNefoBaHMA B npolecce Habo-
pa NaLWeHTOB 3aMeTHO YXYALWMWAOCH, B CBA3M C 3TUYe-
CKMMMW pa3HornacuMamMm cpepm nevawmx spadven. Takum

KOJIOMNPOKTOJIOTUS, Tom 21, N2 3, 2022

00pa3om, nosyyeHHble [aHHble, N0 HaleMy MHEHUIO,
He AOJKHbI PacCMaTpuBaThCA, KaK pe3ynbTaTbl MOJHO-
ueHHoro PKW. [ns nonydeHus ybeguTenbHbiX f0Ka3a-
TeNbCTB OTHOCUTENIBHO HaNM4uua 1 oTCyTCTBUA 3deKTa
oT NP HeobxoAMMbI afieKBaTHO NpoBeaeHHble PKU.
Pe3ynbTathl BTOporo gocpoyHo 3aeepeHHoro PKU co-
obuwatot Park, et al. [52]. B cBoeit paboTe aBTOpbI Npo-
OEMOHCTPUPOBaNK pe3ynbTathl evyeHus 44 nauueHToB
(23 NP n 21 XT/NT), uto 6bin0 B 10(!) pa3s MeHblue 3a-
NNaHMpoBaHHOro obbema BbiGOpPKK: 480 nalMeHTOB.
Wccneposatenu nokasanu 3HayumMoe NpPeMMYyILECTBO
npwu BbinonHeHum MNP B oTHOWeHMK KaHLepocneunduye-
cKoit Bblxueaemoctu (72,3% npotus 47,1%, p = 0,049).
[ByxnetHss obuwas sbhxusaemocts B rpynne MP u XT
cocTaBuna 69,5% u 44,8%, cootsetctBeHHo (P =0,058).
N xoTs He OblNO BbLIABAEHO [OCTOBEPHOW CTaTUCTUYe-
CKOM pasHWLbl NO 06Leil BbIKMBAEMOCTU MEXAY rpyn-
namu, yposeHb 3Ha4nmoctu 0,058 yKasbiBaeT Ha TO, YTO
“ccnefoBaHve cnefoBano NPOAOMIKUTE ANA JOCTUXE-
HUSA HEOOXOAMMON MOLLHOCTH.

BoNbWMHCTBO 0NYONMKOBAHHBIX 33 NoCNeHee BpeMs
MeTaaHanu3oB U 0630poB, u3yyaswmx ekt ot MNP
B OTHOWEHWUM 06Lleil BbKMBAEMOCTU Yy OONbHLIX He-
pesektabenbHbiM  MeTacTaTuyeckum KPP, Bkitoyanu

KOLOPROKTOLOGIA, vol. 21, N2 3, 2022
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MCCnefoBaHus, B KOTOPbIX NPUHUMANW yYacTue nauueH-
Tbl KaK C CUMNTOMHBIMM, TaK U 6ECCUMNTOMHbBIMU OMYXO-
namu [23-25,63-66]. MepBblil MeTaaHann3, B KOTOPbIN
BOLWJ/M TONbKO MauMeHTbl C 6ECCUMMNTOMHbBIMU OMyXO-
nsmu, 6bin ony6aukosaH Cirocchi R. u coaBTopamu
B 2012 rogy [67]. ABTOpbl NpoaHanu3uposanu 7 padort
(1086 nauwueHToB: 722 MP 1 364 XT/NIT) u He BbIABMAN
CTaTUCTUYECKM 3HAYMMOTO YBENUYEHUS OOLWEN BbIXU-
sBaemocTu nocne MP. OgHako ¢ 2012 no 2021 rr. Gbinu
nposefeHsl ele 12 [ONOAHUTENbHLIX UCCAER0BAHU,
KOTOpble MOTYT U3MEHUTb BbIBOJ, CAENAHHbI aBTOpaMu.
Kpome Toro, B MeTaaHanu3e 6bi11 NpoaHanu3npoBaHsi
JaHHble Mo 00Leil BbIXKMBAEMOCTU TONbLKO B 4 U3 7 UC-
cnegoBaHuit. K Tomy e B ogHOM uccnepoBaHuu [68],
BK/IOYEHHOM B [laHHbIA MeTaaHanu3, B XumuoTepanes-
TUYECKyIo Tpynny BXOAMAN CUMNTOMHbIE MALMUEHTbI, 4TO
TaKXe MOr0 OTPA3UTLCA HA MONYYEHHbIX pe3ynbTaTax.
Takxe 3a nocnefHee Bpems Gbl0 ONy6AUKOBAHO He-
CKOMbKO KOFOPTHbIX UCCNef0BaHN Ha OCHOBE KPYMHbIX
0a3 AaHHbIX HALMOHANbHBIX PETUCTPOB. PAd U3 HUX no-
Kasan 3HauyuMmoe npenmyilectso ot P B 0THOWeHUM 06-
e BbxuBaemoctu [22,26,69], npyrme — oTcyTCTBUE
addekTa [70]. IT1 paboTbl Mbl HE BKMOYMIN B HALL aHa-
13 NO NPUYMHE TOTO, Y4TO BO BCEX ITUX NONYAALMUOHHBIX
MCCNefoBaHUAX OTCYTCTBOBANM [aHHbIE O CUMNTOMHO-
CTW nepBuyHon onyxonu. N xota n3 18 nccneposanui,
BK/IOYEHHbIX B aHanus, B 4 uccneposanuax (1276 na-
LMEHTOB) Habnofanach ABHas HEOAHOPOAHOCTb rpynm,
B 12 uccnepoBaHusx (1447 naumeHToB) rpynmbl CpaBHe-
HUs 6K conocTaBUMbl. CTOUT OTMETUTB, YTO CXEMbI XU~
MUOTEpanuu B NPOBEAEHHbIX UCCNe[0BAHUAX HECKOMb-
Ko oTnyanuce. 0aHako B 6oNbLIMHCTBE paboT NeyeHune
OblJ10 NPOBEAEHO C UCNONb30BAHUEM COBPEMEHHBIX Tap-
reTHolx npenapatos. B 10 nccneposaHusax Bcem naymeH-
Tam B rpynne [P Gbina npoBefeHa nocneonepayoHHas
XT. B 2 uccnepoBaHuax aaHHble 0 NPOBEAEHNUM NOCIE0-
nepauuoHHoii XT oTcyTCTBOBaNM.

YacTtoTa xupypruyeckux BMellaTenbCTB Ha hOHe 0CNOX-
Henuin nocne MNP cocrasuna ot 0% go 5,1%, B T0 Bpems
KaK B XMMUOTEpaneBTUYECKOW rpynne OHa OKa3anacb
3HAYUTENbHO BbIWE W cocTaBuna ot 4,4% po 48,1%.
Mpu 3TOM B 7 NpOBEfEHHbIX UCCAe[0BaHNAX BO3HUKLLIMNE
OCJI0XKHEHUSA B NOCNE0NepaLMoHHOM nepuofe 6binu Ky-
NUPOBaHbl KOHCEPBATUBHLIMU MeToAaMu 6e3 npumeHe-
Hus xupypruu. Mo paHHbim Stillwell A.P. ¢ coaBTopamu
[71], KoTopble pPeTPOCMNEKTUBHO WU3Y4YWUIU Pe3yNbTaThl
MP y 379 nauueHTOB C Hepe3eKTabenbHbIM MeTacTa-
TUYECKUM PAKOM TONCTOM KWLWKW, 4acTOTa MOBTOPHbIX
XUPYPruvyecKnx BMeLlaTeNbCTB N0 NOBOAY OCAOXHEHUN
P coctaBuna 8,7%. OgHako u3 379 nauueHToB 26,6%
OblIM ONEPUPOBAHBI MO IKCTPEHHbBIM NOKA3aHUAM, B CBS-
31 C BO3HMKLWMWMUN OCNOXKHEHUAMU CO CTOPOHbLI NEPBUY-
HOI1 onyxonu. HekoTOpble aBTOPbI B CBOMX NYONUKALMUAX
C006LWAloT, YTO 3afepiKKa Hayana CUCTEMHON XUMUO-
Tepanuu Ha (OHe BO3HUMKIIMX MOCNeoNnepaLMOHHBIX

OnpaBaaHb! M NANAMATMBHbIE Pe3eKuMK 060[04HOM

M NPSAMOM KMLIKM NPU MANIOCUMNTOMHOM NePBUYHOMN
OMYXOMNM M CUHXPOHHBIX HEpPe3eKTaBenbHbIX MeTacTasax
KonopekTtansHoro paka? (cuctematuyeckmit 063op)

OC/IOXHEHMIA, MOXEeT cnocobCcTBOBaTbL NPOrpeccupoBa-
HUI0 3360/1€BAHNA U CHU3UTL MOKA3aTeNN BbIXKMBAEMO-
ctn [27,28]. Hanpotus, Claassen Y. u coasTopsl [72],
OUEHWUB BIUAHUE HEMEANEeHHON W OTCPOYEHHOW XU-
MUOTEPANUK Ha 06LLYyI0 BbIXKMUBAEMOCTb Y 60/bHbIX KPP
C Hepe3eKTabesbHbIMWU MeTacTa3aMn u 6ecCUMNTOMHOI
NepBUYHOI ONYX0Jbt, HE BbIABUIN NPEUMYLLECTB OT Ha-
3HAYEHUA HEMEeJJIEHHOW XMMUOTEpanuu B OTHOLIEHUN
o6uweit Bbkueaemoctn (OP = 1,17, 95% A 0,93-1,46).
TpupuatnaHeBHasa netanbHocTb nocne MNP B 17 uccne-
posaHuax coctasuna ot 0% po 4,8%, B TO BpeMs Kak
B XMMWUOTEPANEBTUYECKOW Fpynne OHa OKa3anach 3Ha-
YnUTeNbHO Bbile U Konebanack ot 0% A0 14%. TonbKo
B OLHOM McCC/ieaoBaHuu, npoBeaeHHbiM Boselli ¢ co-
aBTopamu [43], Habnoganach Bbicokas 30-gHeBHas
NeTaNbHOCTb, NPUYEM KaK B XUPYPrUYecKoW, Tak U B
XMMWOTEPANeBTUYECKOW rpynne, KOTOpas COCTaBuna
29,4% n 19,3%, cootBeTcTBEHHO. [lpn 3TOM pasHuuA
B CPaBHMBAEMbIX Tpynnax oOKa3anacb CTATUCTUYECKM
He3Ha4YMMon.

HecmoTps Ha To, 4t0 B 13 uccneposanusax (1460 na-
umneHToB: 787 MP u 673 XT//NT) o6was BbXKMBAEMOCTb
Obina conoctaBuma B 06enx rpynnax, 5 uccnefoBaHuii,
BK/IOYatoLMe Gonbluee Yucno nayueHTos (1535 nauu-
eHToB: 947 NP u 588 XT/JIT), noka3zanu 3Hayumoe npe-
uMyLlecTso oT P B OTHOWEHNUY 06LLeit BbIXKMBAEMOCTY.
Kpome Toro, Doah u coasTopsbl [51], cpaBHMBas Meau-
aHy NPOJOMKUTENbHOCTM XU3HW B ABYX rpynnax (146
nauneHtoB: 98 MNP u 48 XT) M He BbLIABMB 3HAYMMbIX
pasnuuuii, nocne NpPoBeAEHWUS MHOrOBapUAHTHOIO pe-
rpeccuoHHOro aHanmsa Kokca nonyymnm cTaTucTuyecku
3HaYMMOe CHUXKEHME pUCKa cMepTu y 6onbHbIx nocne MNP
(OP=0,61, 95% 11 0,40-0,94, P < 0,05).

[laHHbll cucTematnyeckuit o63op umeeT psf orpa-
HuyeHnunii. Cpeam 18 wuccnefoBaHWil, BKIIKYEHHbIX
B aHanu3, He 6bINO HW OAHOro nosiHoueHHoro PKW.
Pe3ynbTathl MHMUKMMpPOBaHHLIX PKW noka He focTynHbl
n GyAyT ony6aMKOBaHbI B GMMXalWMe HECKONLKO JIeT.
OtcyTcTBue B aHanuse PKW moxeT npuBecTu K BbiCO-
KOMY PUCKY CMCTEMATUYECKOil oWnOKM, @ UMEHHO, He-
LOCTaTOYHO MOJIHOMY MOUCKY AAHHBIX WU BKJIKOUYEHUIO
B aHaNM3 MCCNefoBaHUi HU3KOTO KayecTBa, a TaKxe
BbICOKOW TreTeporeHHoCTM O0ToOpaHHbIX MccnefoBa-
HuiA. Takum 06pa3oM, HACYWHON NOTPEOHOCTbIO fB-
nawTca oxupaembie pesynbtatel PKM: SYNCHRONOUS
(ISRCTN30964555), CAIRO4 (NCT01606098), CCRe-1V
(NCT02015923), CLIMAT (NCT02363049), China multi-
center (NCT02149784).

SAKIMKOYEHUE
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M HepeseKTabenbHbIX MeTacTasax yAyylWnUTb 06LLyio
BbIXKMBAEMOCTb 6ONbHBIX, 0CTAETCA OTKPbITbIM. OfHAKO
MMeKLMecs faHHbIe NUTEpaTypbl FOBOPAT O TOM, YTO
nannuaTMeHas pes3ekuus MOTEHLMANbHO MOXET yiyy-
WKUTb KaHUepocneynduyecKyto BbIXKMBAEMOCTb AAHHOI
rpynnbl 60bHbIX. ITOT BbIBOL OCHOBAH Ha pe3yabTaTax
HEpPaHJOMU3NPOBAHHBIX CPaBHUTENbHLIX MCCNenoBa-
HUSIX U [aHHbIX 4OCPOYHO 3aBeplieHHbIX PKW, B cBA3M
C YyeM 415 OKOHYATENbHOTO BbIBOAA HEOOXOAUMbI AN b-
HellliMe XOpowWo CMAaHUPOBAHHbLIE PAHLOMU3MPOBAH-
Hble MCCNefoBaHUs.

YYACTUE ABTOPOB

KoHuenuusa u pu3aild uccneposaHus: Peibakos E.T,
Anumosa f0.B.

C6op 1 0bpaboTka maTepuanos: Asumosa f0.B.
HanucaHue Tekcta: Asumosa 0.B.

PepaktupoBanue: Wensieut f0.A., Poibakos E.T.

AUTHORS CONTRIBUTION

Concept and design of the study: Evgeny G. Rybakov,
Iuliia V. Alimova
Collection and
Iuliia V. Alimova
Writing of the text: Iuliia V. Alimova
Editing: Yury A. Shelygin, Evgeny G. Rybakov

processing of the material:

JIUTEPATYPA /REFERENCES

1. Cook AD, Single R, McCahill LE. Surgical resection of primary
tumors in patients who present with stage IV colorectal cancer:
an analysis of surveillance, epidemiology, and end results data,
1988 to 2000. Ann Surg Oncol. 2005;12(8):637-45. doi: 10.1245/
AS0.2005.06.012

2. Cronin KA, Lake AJ, Scott S, et al. Annual Report to the Nation
on the Status of Cancer, part I: National cancer statistics. Cancer.
2018;124(13):2785-800. doi: 10.1002/cncr.31551

3. Siegel R, Desantis C, Jemal A. Colorectal cancer statistics, 2014. CA
Cancer J Clin. 2014;64(2):104-17. doi: 10.3322/caac.21220

4. Pestana C, Reitemeier RJ, Moertel CG, et al. The natural history of
carcinoma of the colon and rectum. The American Journal of Surgery.
1964;108(6):826-9. doi: 10.1016/0002-9610(64)90041-8

5. Kohne CH, Wils J, Lorenz M, et al. Randomized phase III study
of high-dose fluorouracil given as a weekly 24-hour infusion with
or without leucovorin versus bolus fluorouracil plus leucovorin in
advanced colorectal cancer: European Organization of Research
and Treatment of Cancer Gastrointestinal Group Study 40952.
Journal of Clinical Oncology. 2003;21(20):3721-8. doi: 10.1200/
JC0.2003.11.122

6. Modulation of fluorouracil by leucovorin in patients with
advanced colorectal cancer: evidence in terms of response rate.
Advanced Colorectal Cancer Meta-Analysis Project. J Clin Oncol.
1992;10(6):896-903. doi: 10.1200/3C0.1992.10.6.896

7. Meta-analysis of randomized trials testing the biochemical modu-
lation of fluorouracil by methotrexate in metastatic colorectal can-
cer. Advanced Colorectal Cancer Meta-Analysis Project. J Clin Oncol.
1994;12(5):960-9. doi: 10.1200/3C0.1994.12.5.960

8. Meta-analysis Group In Cancer, Piedbois P, Rougier P, Buyse M,
Pignon J, Ryan L, Hansen R, Zee B, Weinerman B, Pater J, Leichman

KOJIONPOKTOJIOTUS, Tom 21, N2 3, 2022

CBEAEHUA OB ABTOPAX (ORCID)

Anumosa Hnus BacunbesHa — acnupaHt ®IBY «HMUL
Kononpoktonorun umeHn A.H. Poixux» Mun3pgpasa
Poccuu, ORCID 0000-0001-7245-4042

Wenbirun  Hpuit  AHaTonbeBUY  —  HayYHbIN
pykosoautens ®IbY «HMUL, kononpokTonorum umexu
A.H. Pbixux» MuHsgpasa Poccum, [OKTOp MeLULMHCKUX
Hayk, npodeccop, akagemuk PAH, 3aBepyiowui
kadeapoit kononpoktonorun OTB0Y AMN0 PMAHNO
Mun3pgpasa Poccumn, ORCID 0000-0002-8480-9362

PoibakoB EBreHuit [eHHaguMeBMY — pPYKOBOAUTENb
oTaena OHKOMPOKTON0M UK orey «HMUL,
Kononpoktonorun umenn A.H.Poixux» MuH3pgpasa

Poccun, pokTop mMeauuuHcKux Hayk, npodeccop PAH,
ORCID 0000-0002-6963-2650

INFORMATION ABOUT THE AUTHORS (ORCID)

Iuliia V. Alimova — MD, Ryzhikh National Medical
Research  Center of  Coloproctology, ORCID
0000-0001-7245-4042

Yury A. Shelygin — MD, Ryzhikh National Medical

Research  Center of  Coloproctology, ORCID
0000-0002-8480-9362
Evgeny G. Rybakov — MD, Ryzhikh National

Medical Research Center of Coloproctology, ORCID
0000-0002-6963-2650

C, Macdonald J, Benedetti J, Lokich J, Fryer J, Brufman G, Isacson
R, Laplanche A, Levy E. Efficacy of intravenous continuous infusion
of fluorouracil compared with bolus administration in advanced
colorectal cancer. J Clin Oncol. 1998;16(1):301-8. doi: 10.1200/
JC0.1998.16.1.301

9. Tournigand C, André T, Achille E, et al. FOLFIRI followed by
FOLFOX6 or the reverse sequence in advanced colorectal cancer:
a randomized GERCOR study. J Clin Oncol. 2004;22(2):229-37.
doi: 10.1200/3C0.2004.05.113

10. Bokemeyer C, Bondarenko I, Makhson A, et al. Fluorouracil,
leucovorin, and oxaliplatin with and without cetuximab in the
first-line treatment of metastatic colorectal cancer. J Clin Oncol.
2009;27(5):663-71. doi: 10.1200/JC0.2008.20.8397

11. Hurwitz H, Fehrenbacher L, Novotny W, et al. Bevacizumab
plus irinotecan, fluorouracil, and leucovorin for metastatic colorec-
tal cancer. N Engl J Med. 2004;350(23):2335-42. doi: 10.1056/
NEJM0a032691

12. Venook AND, Lenz HJ, et al. CALGB/SWOG 80405: phase III trial
of irinotecan/5-FU/leucovorin (FOLFIRI) or oxaliplatin/5-FU/leu-
covorin (mFOLFOX6) with bevacizumab (BV) or cetuximab (CET) for
patients (pts) with KRAS wild-type (wt) untreated metastatic adeno-
carcinoma of the colon or rectum (MCRC). J Clin Oncol. 2015;32:5-s.
2014 (suppl; abstr LBA3).doi: 10.1093/annonc/mdu193.19

13. Ruo L, Gougoutas C, Paty PB, et al. Elective bowel resection
for incurable stage IV colorectal cancer: prognostic variables for
asymptomatic patients. Journal of the American College of Surgeons.
2003;196(5):722-8. doi: 10.1016/51072-7515(03)00136-4

14. De Gramont A, Figer A, Seymou rM, et al. Leucovorin and
Fluorouracil with or Without Oxaliplatin as First-Line Treatment
in Advanced Colorectal Cancer. Journal of Clinical Oncology.

KOLOPROKTOLOGIA, vol. 21, N2 3, 2022


https://doi.org/10.1245/ASO.2005.06.012
https://doi.org/10.1245/ASO.2005.06.012
https://doi.org/10.1002/cncr.31551
https://doi.org/10.3322/caac.21220
https://doi.org/10.1016/0002-9610(64)90041-8
https://doi.org/10.1200/JCO.2003.11.122
https://doi.org/10.1200/JCO.2003.11.122
https://doi.org/10.1200/JCO.1992.10.6.896
https://doi.org/10.1200/JCO.1994.12.5.960
https://doi.org/10.1200/JCO.1998.16.1.301
https://doi.org/10.1200/JCO.1998.16.1.301
https://doi.org/10.1200/JCO.2004.05.113
https://doi.org/10.1200/JCO.2008.20.8397
https://doi.org/10.1056/NEJMoa032691
https://doi.org/10.1056/NEJMoa032691
https://doi.org/10.1093/annonc/mdu193.19
https://doi.org/10.1016/S1072-7515(03)00136-4

OB3OP JIUTEPATYPbI

REVIEW

2000;18(16):2938-47. doi: 10.1200/3€0.2000.18.16.2938

15. Poultsides GA, Servais EL, Saltz LB, et al. Outcome of primary
tumor in patients with synchronous stage IV colorectal cancer receiv-
ing combination chemotherapy without surgery as initial treatment.
J Clin Oncol. 2009;27(20):3379-84. doi: 10.1200/JC0.2008.20.9817
16. Muratore A, Zorzi D, Bouzari H, et al. Asymptomatic Colorectal
Cancer with Un-Resectable Liver Metastases: Immediate Colorectal
Resection or Up-Front Systemic Chemotherapy? Ann Surg Oncol.
2007;14(2):766-70. doi: 10.1245/510434-006-9146-1

17. Huang Y, Ge K, Fu G, et al. Efficacy of Primary Tumor Resection
in Metastatic Colorectal Cancer. Med Sci Monit. 2020;26:€923501.
doi: 10.12659/MSM.923501

18. National Comprehensive Cancer Network (NCCN) Plymouth
Meeting, PA: NCCN; Clinical practice guidelines in oncology (NCCN
guidelines): colon cancer [Internet] c2021 [cited 2021 Jan 21].
Available from: https://www.nccn.org/professionals/physician_gls/
pdf/colon.pdf

19. National Comprehensive Cancer Network (NCCN) Plymouth
Meeting, PA: NCCN; Clinical practice guidelines in oncology (NCCN
guidelines): rectal cancer [Internet] c2021 [cited 2020 Dec 22].
Available from: https://www.nccn.org/professionals/physician_gls/
pdf/rectal.pdf

20. Glynne-Jones R, Wyrwicz L, Tiret E, et al. Committee, Rectal can-
cer: ESMO Clinical Practice Guidelines for diagnosis, treatment and
follow-up. Ann Oncol. 2017;28(suppl 4):iv22 — 40.doi: 10.1093/
annonc/mdx224

21. Van Cutsem E, Cervantes A, Adam R, et al. ESMO consensus guide-
lines for the management of patients with metastatic colorectal
cancer. Ann Oncol. 2016;27(8):1386-1422.doi: 10.1093/annonc/
mdw235

22. Chen JN, Shoucair S, Wang Z, et al. Primary Tumor Resection for
Rectal Cancer With Unresectable Liver Metastases: A Chance to Cut
Is a Chance for Improved Survival. Front Oncol. 2021;11:628715.
doi: 10.3389/fonc.2021.628715

23. Ha GW, Kim JH, Lee MR. Meta-analysis of oncologic effect of
primary tumor resection in patients with unresectable stage IV
colorectal cancer in the era of modern systemic chemotherapy. Ann
Surg Treat Res. 2018;95(2):64—-72. doi: 10.4174/astr.2018.95.2.64
24. Sterpetti AV, Costi U, D’Ermo G. National statistics about resec-
tion of the primary tumor in asymptomatic patients with Stage IV
colorectal cancer and unresectable metastases. Need for improve-
ment in data collection. A systematic review with meta-analysis. Surg
Oncol. 2020;33:11-18. doi: 10.1016/j.suronc.2019.12.004

25. Lee KC, Ou YC, Hu WH, et al. Meta-analysis of outcomes of patients
with stage IV colorectal cancer managed with chemotherapy/
radiochemotherapy with and without primary tumor resection. Onco
Targets Ther. 2016;9:7059-69. doi: 10.2147/0T7.5112965

26. 't Lam-Boer J, Van der Geest LG, Verhoef C, et al. Palliative
resection of the primary tumor is associated with improved over-
all survival in incurable stage IV colorectal cancer: A nation-
wide population-based propensity-score adjusted study in the
Netherlands. International Journal of Cancer. 2016;139(9):2082-94.
doi: 10.1002/ijc.30240

27. Hendren S, Birkmeyer JD, Yin H, et al. Surgical complications are
associated with omission of chemotherapy for stage III colorectal
cancer. Dis Colon Rectum. 2010;53(12):1587-93. doi: 10.1007/
DCR.0b013e3181f2f202

28. Law WL, Choi HK, Lee YM, et al. The impact of postoperative
complications on long-term outcomes following curative resec-
tion for colorectal cancer. Ann Surg Oncol. 2007;14(9):2559-66.
doi: 10.1245/510434-007-9434-4

29. Artinyan A, Orcutt ST, Anaya DA, et al. Infectious postoperative
complications decrease long-term survival in patients undergoing
curative surgery for colorectal cancer: a study of 12,075 patients. Ann
Surg. 2015;261(3):497-505. doi: 10.1097/SLA.0000000000000854
30. Cienfuegos JA, Baixauli J, Beorlegui C, et al. The impact of

OnpaBaaHb! M NANAMATMBHbIE Pe3eKuMK 060[04HOM

M NPSAMOM KMLIKM NPU MANIOCUMNTOMHOM NePBUYHOMN
OMYXOMNM M CUHXPOHHBIX HEpPe3eKTaBenbHbIX MeTacTasax
KonopekTtansHoro paka? (cuctematuyeckmit 063op)

major postoperative complicationson long-term outcomes follow-
ing curative resection of colon cancer. Int J Surg. 2018;52:303-8.
doi: 10.1016/].ijsu.2018.03.001

31. Fujita, Yusuke et al. Impact of Postoperative Complications
after Primary Tumor Resection on Survival in Patients with Incurable
Stage IV Colorectal Cancer: A Multicenter Retrospective Cohort
Study. Annals of Gastroenterological Surgery. 2021;5(3):354-62.
doi: 10.1002/ags3.12433

32. Peeters CF, de Waal RM, Wobbes T, et al. Outgrowth of human
liver metastases after resection of the primary colorectal tumor:
a shift in the balance between apoptosis and proliferation. Int J
Cancer. 2006;119(6):1249-53. doi: 10.1002/ijc.21928

33. Scheer MG, Stollman TH, Vogel WV, et al. Increased metabolic
activity of indolent liver metastases after resection of a primary
colorectal tumor. J Nucl Med. 2008;49(6):887-91. doi: 10.2967/
jnumed.107.048371

34. Moher D, Liberati A, Tetzlaff J, et al. PRISMA Group. Preferred
reporting items for systematic reviews and metaanalyses: the
PRISMA statement. PLoS Med. 2009;62:1006-12. doi: 10.1371/
journal.pmed.1000097

35. Luchini C, Veronese N, Nottegar A, et al. Assessing the qual-
ity of studies in meta-research: Review/guidelines on the most
important quality assessment tools. Pharm Stat. 2021;20(1):185-95.
doi: 10.1002/pst.2068

36. Wells GA, Shea B, O'Connell D, et al. The Newcastle-Ottawa
scale (NOS) for assessing the quality of nonrandomized studies in
meta-analyses. Available from: http://www.ohri.ca/programs/clini-
cal_epidemiology/oxford.asp

37. Scoggins CR, Meszoely IM, Blanke CD, et al. Non operative
management of primary colorectal cancer in patients with stage IV
disease. Annals of Surgical Oncology. 1999;6:651-7. doi: 10.1007/
510434-999-0651-x

38. Michel P, Roque I, Di Fiore F, et al. Colorectal cancer with non-
resectable synchronous metastases: should the primary tumor be
resected? Gastroentérologie Clinique et Biologique. 2004;28:434~7.
doi: 10.1016,/50399-8320(04)94952-4

39. BenoistS, Pautrat K, Mitry E, et al. Treatment strategy for patients
with colorectal cancer and synchronous resectable liver metastases.
The British Journal of Surgery. 2005;92:1155-60. doi: 10.1002/
bjs.5060

40. Galizia G, Lieto E, Orditura M.et al. First-line chemotherapy vs
bowel tumor resection plus chemotherapy for patients with unresect-
able synchronous colorectal hepatic metastases. Archives of Surgery.
2008;143:352-8. doi: 10.1001/archsurg.143.4.352

41. Seo GJ, Park JW, Yoo SB, et al. Intestinal complications after pal-
liative treatment forasymptomatic patientswith unresectable stage
IV colorectal cancer. Journal of Surgical Oncology. 2010;102:94-9.
doi: 10.1002/j50.21577

42. Cetin B, Kaplan MA, Berk V, et al. Bevacizumab-containing che-
motherapy is safe in patients with unresectable metastatic colorectal
cancer and a synchronous asymptomatic primary tumor. Jpn J Clin
Oncol. 2013 Jan;43(1):28-32. doi: 10.1093/jjco/hys175

43. Boselli C, Renzi C, Gemini A, et al. Surgery in asymptom-
atic patients with colorectal cancer and unresectable liver metas-
tases: the authors’ experience. Onco Targets Ther. 2013;6:267-72.
doi: 10.2147/0TT.539448

44. Yun JA, Huh JW, Park YA, et al. The role of palliative resection
for asymptomatic primary tumor in patients with unresectable
stage IV colorectal cancer. Dis Colon Rectum. 2014;57(9):1049-58.
doi: 10.1097/DCR.0000000000000193

45. Matsumoto T, Hasegawa S, Matsumoto S, et al. Overcoming the
challenges of primary tumor management in patients with meta-
static colorectal cancer unresectable for cure and an asymptomatic
primary tumor. Dis Colon Rectum. 2014;57(6):679-86. doi: 10.1097/
DCR.0000000000000025

46. Watanabe A, Yamazaki K, Kinugasa Y, et al. Influence of primary

Palliative primary tumor resection in minimally symptomatic
patients with colorectal cancer and synchronous unresectable
metastases: when is it necessary? (systematic review)

109


https://doi.org/10.1200/JCO.2000.18.16.2938
https://doi.org/10.1200/JCO.2008.20.9817
https://doi.org/10.1245/s10434-006-9146-1
https://doi.org/10.12659/MSM.923501
https://doi.org/10.1093/annonc/mdx224
https://doi.org/10.1093/annonc/mdx224
https://doi.org/10.1093/annonc/mdw235
https://doi.org/10.1093/annonc/mdw235
https://doi.org/10.3389/fonc.2021.628715
https://doi.org/10.4174/astr.2018.95.2.64
https://doi.org/10.1016/j.suronc.2019.12.004
https://doi.org/10.2147/OTT.S112965
https://doi.org/10.1002/ijc.30240
https://doi.org/10.1007/DCR.0b013e3181f2f202
https://doi.org/10.1007/DCR.0b013e3181f2f202
https://doi.org/10.1245/s10434-007-9434-4
https://doi.org/10.1097/SLA.0000000000000854
https://doi.org/10.1016/j.ijsu.2018.03.001
https://doi.org/10.1002/ags3.12433
https://doi.org/10.1002/ijc.21928
https://doi.org/10.2967/jnumed.107.048371
https://doi.org/10.2967/jnumed.107.048371
https://doi.org/10.1371/journal.pmed.1000097
https://doi.org/10.1371/journal.pmed.1000097
https://doi.org/10.1002/pst.2068
https://doi.org/10.1007/s10434-999-0651-x
https://doi.org/10.1007/s10434-999-0651-x
https://doi.org/10.1016/s0399-8320(04)94952-4
https://doi.org/10.1002/bjs.5060
https://doi.org/10.1002/bjs.5060
https://doi.org/10.1001/archsurg.143.4.352
https://doi.org/10.1002/jso.21577
https://doi.org/10.1093/jjco/hys175
https://doi.org/10.2147/OTT.S39448
https://doi.org/10.1097/DCR.0000000000000193
https://doi.org/10.1097/DCR.0000000000000025
https://doi.org/10.1097/DCR.0000000000000025

OB3OP JINTEPATYPbI

REVIEW

tumor resection on survival in asymptomatic patients with incurable
stage IV colorectal cancer. Int J Clin Oncol. 2014;19(6):1037-42.
doi: 10.1007/510147-014-0662-x

47. Ahmed S, Fields A, Pahwa P, et al. Surgical Resection of Primary
Tumor in Asymptomatic or Minimally Symptomatic Patients With Stage
IV Colorectal Cancer: A Canadian Province Experience. Clin Colorectal
Cancer. 2015;14(4):e41-7. doi: 10.1016/j.clcc.2015.05.008

48. Niitsu H, Hinoi T, Shimomura M, et al. Up-front systemic che-
motherapy is a feasible option compared to primary tumor resection
followed by chemotherapy for colorectal cancer with unresect-
able synchronous metastases. World J Surg Oncol. 2015;13:162.
doi: 10.1186/512957-015-0570-1

49. Wang Z Liang L, Yu Y, et al. Primary Tumour Resection Could
Improve the Survival of Unresectable Metastatic Colorectal Cancer
Patients Receiving Bevacizumab-Containing Chemotherapy. Cell
Physiol Biochem. 2016;39(3):1239-46. doi: 10.1159/000447829

50. Urvay S, Eren T, Civelek B, et al.The role of primary tumor resec-
tion in patients with stage IV colorectal cancer with unresectable
metastases. J BUON. 2020;25(2):939-44

51. Doah KY, Shin US, Jeon BH, et al. The impact of primary
tumor resection on survival in asymptomatic colorectal cancer
patients with unresectable metastases. Annals of Coloproctology.
2021;37(2):94-100. doi: 10.3393/ac.2020.09.15.1

52. Park EJ, Baek JH, Choi GS, et al. The Role of Primary Tumor
Resection in Colorectal Cancer Patients with Asymptomatic,
Synchronous, Unresectable Metastasis: A Multicenter Randomized
Controlled Trial. Cancers. 2020;12(8):2306. doi: 10.3390/can-
cers12082306

53. KanemitsuY, Shitara K, Mizusawa J, et al. Primary Tumor Resection
Plus Chemotherapy Versus Chemotherapy Alone for Colorectal Cancer
Patients With Asymptomatic, Synchronous Unresectable Metastases
(JC0G1007; iPACS): A Randomized Clinical Trial. Journal of Clinical
Oncology: Official Journal of the American Society of Clinical Oncology.
2021;39(10):1098-1107. doi: 10.1200/3C0.20.02447

54. Bopo6bes [.W., Opapiok T.C., LWensirun H.A. Xupypruyeckas
TaKTUKa y BOJIbHBIX PAKOM TONCTOM KUWKM C METacTa3amMu B NeYeHb.
Kononpokmonoaus. 2002;(2):2-5 / Vorobiev G.I., Odaryuk T.S.,
Shelygin Yu.A. Surgical tactic at patients with the large intestine
cancer with metastases to the liver. Koloproktologia. 2002;(2):2-5.
(in Russ.).

55. Rahbari NN, Lordick F, Fink C, et al. Resection of the primary
tumour versus no resection prior to systemic therapy in patients with
colon cancer and synchronous unresectable metastases (UICC stage
IV): SYNCHRONOUS — a randomised controlled multicentre trial
(ISRCTN30964555). BMC Cancer. 2012;12:142. doi: 10.1186/1471-
2407-12-142

56. tLam-Boer J, Mol L, Verhoef C, et al. The CAIRO4 study: The role
of surgery of the primary tumour with few or absent symptoms in
patients with synchronous unresectable metastases of colorectal
cancer-a randomized phase III study of the Dutch colorectal cancer
group (DCCG). BMC Cancer. 2014;14:741. doi: 10.1186/1471-2407-
14-741

57. Biondo S, Frago R, Kreisler E, et al. Impact of resection versus no
resection of the primary tumor on survivalin patients with colorectal
cancer and synchronous unresectable metastases: Protocol for a ran-
domized multicenter study (CR4). Int J Color Dis. 2017;32:1085-90.
doi: 10.1007/500384-017-2827-3

58. Mehdi K. Colectomy in Patients With Asymptomatic and
Unresectable Stage IV Colon Cancer (CLIMAT) in 2014. https://clini-
caltrials.gov/ct2/show/NCT02363049

KOJIOMNPOKTOJIOTUS, Tom 21, N2 3, 2022

59. Kim CW, Baek JH, Choi GS, et al. The role of primary tumor resec-
tion in colorectal cancer patients with asymptomatic, synchronous
unresectable metastasis: Study protocol for a randomized controlled
trial. Trials. 2016;17:34. doi: 10.1186/s13063-016-1164-0

60. Chen G. Palliative resection of asymptomatic primary tumor
following effective induction chemotherapy in colorectal cancer
patients with unresectable distant metastasis: a multi-center. In:
Prospective, Randomized Controlled Study. 2014. https://clinicaltri-
als.gov/ct2/show/study/NCT02149784

61. Moritani K, Kanemitsu Y, Shida D, et al. A randomized con-
trolled trial comparing primary tumour resection plus chemo-
therapy with chemotherapy alone in incurable stage IV colorectal
cancer: JC0G1007 (iPACS study). Jpn J Clin Oncol. 2020;50(1):89-93.
doi: 10.1093/jjco/hyz173

62. RA Moore, Gavaghan D, Tramér RM, et al. Size is everything —
large amounts of information are needed to overcome random
effects in estimating direction and magnitude of treatment effects.
Pain. 1998;78:209-16. doi: 10.1016/S0304-3959(98)00140-7

63. de Mestier L, Manceau G, Neuzillet C, et al. Primary tumor resec-
tion in colorectal cancer with unresectable synchronous metas-
tases: A review. World J Gastrointest Oncol. 2014;6(6):156-69.
doi: 10.4251/wjgo.v6.i6.156

64. Stillwell AP, Buettner PG, Ho YH. Meta-analysis of survival of
patients with stage IV colorectal cancer managed with surgical
resection versus chemotherapy alone. World J Surg. 2010;34(4):797-
807. doi: 10.1007/500268-009-0366-y

65. Clancy C, Burke JP, Barry M, et al. A meta-analysis to determine
the effect of primary tumor resection for stage IV colorectal cancer
with unresectable metastases on patient survival. Ann Surg Oncol.
2014;21(12):3900-8. doi: 10.1245/510434-014-3805-4

66. Simillis C, Kalakouti E, Afxentiou T, et al. Primary Tumor
Resection in Patients with Incurable Localized or Metastatic
Colorectal Cancer: A Systematic Review and Meta-analysis. World J
Surg. 2019;43(7):1829-40. doi: 10.1007/500268-019-04984-2

67. Cirocchi R, Trastulli S, Abraha I, et al. Non-resection versus
resection for an asymptomatic primary tumour in patients with
unresectable stage IV colorectal cancer. Cochrane Database Syst Rev.
2012;(8):€D008997. doi: 10.1002/14651858.CD008997.pub2

68. Tebbutt NC, Norman AR, Cunningham D, et al. Intestinal com-
plications after chemotherapy for patients with unresected primary
colorectal cancer and synchronous metastases. Gut. 2003;52:568-
73. doi: 10.1136/gut.52.4.568

69. Tarantino I, Warschkow R, Worni M, et al. Prognostic Relevance
of Palliative Primary Tumor Removal in 37,793 Metastatic Colorectal
Cancer Patients: A Population-Based, Propensity Score-Adjusted
Trend Analysis. Ann Surg. 2015;262(1):112-20. doi: 10.1097/
SLA.0000000000000860

70. Alawadi Z, Phatak UR, Hu CY, et al. Comparative effectiveness
of primary tumor resection in patients with stage IV colon cancer.
Cancer. 2017;123(7):1124-33. doi: 10.1002/cncr.30230

71. Stillwell AP, Buettner PG, Siu SK, et al. Predictors of
Postoperative Mortality, Morbidity, and Long-Term Survival
After Palliative Resection in Patients With Colorectal Cancer.
Diseases of the Colon & Rectum. 2011;54(5):535-44. doi: 10.1007/
DCR.0b013e3182083d9d

72. Claassen YHM, vander Valk MJM, Breugom AJ, et al. Survival
differences with immediate versus delayed chemotherapy for
asymptomatic incurable metastatic colorectal cancer. Cochrane
Database of Systematic Reviews. 2018;11(11):-CD012326.
doi: 10.1002/14651858.CD012326.pub2

KOLOPROKTOLOGIA, vol. 21, N2 3, 2022


https://doi.org/10.1007/s10147-014-0662-x
https://doi.org/10.1016/j.clcc.2015.05.008
https://doi.org/10.1186/s12957-015-0570-1
https://doi.org/10.1159/000447829
https://doi.org/10.3393/ac.2020.09.15.1
https://doi.org/10.3390/cancers12082306
https://doi.org/10.3390/cancers12082306
https://doi.org/10.1200/JCO.20.02447
https://doi.org/10.1186/1471-2407-12-142
https://doi.org/10.1186/1471-2407-12-142
https://doi.org/10.1186/1471-2407-14-741
https://doi.org/10.1186/1471-2407-14-741
https://doi.org/10.1007/s00384-017-2827-3
https://doi.org/10.1186/s13063-016-1164-0
https://doi.org/10.1093/jjco/hyz173
https://doi.org/10.1016/S0304-3959(98)00140-7
https://doi.org/10.4251/wjgo.v6.i6.156
https://doi.org/10.1007/s00268-009-0366-y
https://doi.org/10.1245/s10434-014-3805-4
https://doi.org/10.1007/s00268-019-04984-2
https://doi.org/10.1002/14651858.CD008997.pub2
https://doi.org/10.1136/gut.52.4.568
https://doi.org/10.1097/SLA.0000000000000860
https://doi.org/10.1097/SLA.0000000000000860
https://doi.org/10.1002/cncr.30230
https://doi.org/10.1007/DCR.0b013e3182083d9d
https://doi.org/10.1007/DCR.0b013e3182083d9d
https://doi.org/10.1002/14651858.CD012326.pub2

