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Docnipxennsn Il pasu 3 BUBUEHHA
iHayKuiiHoi xXimioTepanii
AOLETAKCENOM, LUCI/IATUHOM

Ta S-1 npu paky wnyHka

3 NnepuTOHeaNlbHMMM METacTasaMm
(KUGCO06)

Okabe H. ma iH. XipypeiyHo-oHkon02i4Ha 2pyna Kiom-
cbko20 yHigepcumemy (KUSOG). XypHan Ann Surg Oncol.
YepseHs 2019; 26 (6): 1779-1786. OnybnikoeaHo oHAAUH
14 nmomozo 2019 p. 10 (doi): 10.1245/510434-019-07229-7.

Bcryn. PaHiwe Hamu 6yno npoaeMOHCTPOBaHO 3HauYHYy edek-
TUBHICTb KOMBiHaUii S-1 Ta uMcnNNaTUMHY Npu paky WAYHKa
3 06MEeXeHMMU NepuToOHeasbHUMMK MeTacTaszamu. Y Lbomy
pocnipxeHHi Il dasm Mu ouiHmnm 6esneky M epeKkTUBHICTb
iHAYKUiMHOT XiMioTepanii i3 3acToCyBaHHAM AoLeTakceny,
umcnnatuHy 1a S-1 (cxema DCS) y nikyBaHHI paky WayHKa
3 NepuTOHeanbHUMM MeTacTa3aMu.

MeToau. [0N10BHUM KpUTEPIEM BK/IOYEHHS BYB pakK LWAyHKA
3 NepuToHeanbHUMK MeTacTazaMu abo NO3UTUBHOK NepuUTo-
HeanbHO LMTOMOrIE 3a BIACYTHOCTI BigAaneHMx MeTacra-
3iB | HEMOX/IMBOCTI NEPOPanbHOro NikyBaHHs. MavieHTn oTpu-
Manu Tpu 28-aeHHi unkaun DCS (umcnnatmu 60 Mr/M2, noueTak-
cen 40 mr/m?y 1-i peHb, S-1 80 mMr/m? 3 1-ro no 14-it feHb),
NoTiM iM BUMKOHanu ractpektomito D2 (skwo 6yna Moxnmea
pesekuiga RO). MepBMHHO KiHLEBOK TOYKOW Byna yactoTta
pe3sekuii RO. Po3mip Bubipku 6yB BU3SHAUEHUI TaKUM UUHOM,
wob 3abesneunTn ctatucTuyHy cuny 80 % ANg BUABNEHHS
20 % nokpalleHHs yacTtoTu pesekuii RO NopiBHAHO 3 BUXiA-
HWMM MOKa3HMKOM 45 % 3a ogHocTOpoHHbOT a 0,1.
Pesynbratu. 13 30 nauieHTiB 24 otpumanu Tpu umknan DCS.
Haryactiwum nposBom TokcuyHocTi 3 abo 4 ctyneHs byna
HeWTponeHis (60 %). [NoBHa BiANOBiAb NepPUTOHEANbHMUX
MeTacTasiB cnoctepiranacs B 16 nauieHTis, i B 14 xBopux
6yna pocsarHyta pesekuis RO (47 %; 95 % posipuunit iHTepBan
28-66 %). [pn nownpeHOCTi NepuToHeanbHUX MeTacTasiB
POCY1, P1, P2 ta P3 3a anoHCbKOK Knacudikauieto yactoTta
pesekuii RO craHoBuna 63, 60,46 1a 0 % BignosigHo.
BucHoBkMW. [HAYKLiiHa XiMioTepanis 3a cxemoto DCS € 6e3-
NeYyHOol i B AeAKMUX MALIEHTIB 3 0OMEXEeHUMU NepuUToHe-
anbHMMK MeTacTazaMum abo NO3UTUBHOM NMEPUTOHEANbHOLD
uuTonoriet possonse gocartu pesekuii RO. YTim, edek-
TUBHICTb LLIET CXEMMU BUOAETLCS TAKOK X, 9K i KOMOiHaUii
S-1 + uMcnnaTuH.
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A Phase 2 Study

of Induction Chemotherapy
Using Docetaxel, Cisplatin,
and S-1 for Gastric Cancer with
Peritoneal Metastasis
(KUGCO06)

Okabe H et al. Kyoto University Surgical Oncology Group (KUSOG).
Ann Surg Oncol. 2019 Jun; 26 (6): 1779-1786.

doi: 10.1245/510434-019-07229-7.

Epub 2019 Feb 14.

Background. The authors previously showed the significant
efficacy of S-1 plus cisplatin for gastric cancer with limited
peritoneal metastasis. They conducted a phase 2 study to
evaluate the safety and efficacy of induction chemotherapy
using a docetaxel, cisplatin, and S-1 (DCS) triplet regimen
to treat gastric cancer with peritoneal metastasis.
Methods. The key eligibility criteria were gastric cancer
with peritoneal metastasis or positive peritoneal cytology
but no other distant metastases and capability of oral
administration. The patients received three 28-day cycles
of DCS (60 mg/m? of cisplatin, 40 mg/m? of docetaxel on
day 1, and 80 mg/m? of S-1 from day 1 to day 14), then
underwent D2 gastrectomy if RO was possible. The primary
end point was the RO resection rate. The sample size was
determined to have 80 % power for detecting a 20 % impro-
vement in the RO resection rate over a 45 % baseline for
a one-tailed alpha of 0.1.

Results. Among 30 enrolled patients, 24 completed three
cycles of DCS. The most frequent grade 3 or 4 toxicity was
neutropenia (60 %). A complete response of peritoneal
metastasis was observed in 16 patients, and 14 patients
achieved RO resection (47 %; 95 % confidence interval
28-66 %). When the extent of peritoneal metastasis was
classified as POCY1, P1, P2, and P3 according to the Japa-
nese classification, the RO resection rates were respectively
63 %, 60 %,46 % and 0 %.

Conclusions. Induction chemotherapy with DCS is safe and
can achieve RO resection for some patients with limited
peritoneal metastasis or positive peritoneal cytology. The
efficacy, however, appears similar to that of S-1 plus cis-
platin.
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BuyTpilunbonevyiHKoBMiHA
oKcaninnaTMH + CUCTEMHUM

5-®DY £ yetykcumab y nauieHTis

3 Ne4iHKOBMMM METacTasamMm
KOJIOPEKTa/IbHOro pPaKy, fKi paHiwe
He oTpuMyBanu Ximiorepanii

Larsen F.O. ma iH. XypHan Oncology. 2019; 96 (6): 299-308.
OnybnikosaHo oHnatiH 18 keimHs 2019 p.
LI0 (doi): 10.1159/000499314.

Bcryn. 3a ymoB#M BianoBiai Ha xiMioTepanito Hepe3ekTabenbHi
MeyYyiHKOBI MEeTacTasn KOMOPEKTaNbHOrO paKy MOXYTb CTaTu
pe3ekTabenbHUMU, @ OTXKe, NALLIEHT MOXe OTPUMATK WaHC
Ha BMNiKOBYBaHHS. [0/I0BHOKO METOIO LibOro A0CNIAXKEHHS 6yn0
OLiHMTM YaCTOTY BiANOBIAI HA BHYTPILUHbONEYIHKOBY iH(DY3it0
OKCaninaaTMHy B KOMBIiHaLIT i3 CMCTEMHMM BBEAEHHAM 5-(Top-
ypauuny (5-®Y) * yetykcmumab. Kpim Toro, BU3Ha4Yanu 4acroty
3MiHM Hepe3ekTabenbHOro CTaTycy NeYyiHKOBMX MeTacTasiB
y pe3ekTabenbHuid, MeiaHy BUXKMBAHOCTI 6e3 nporpecyBaHHs,
Me[liaHy 3arasbHOi BUXMBAHOCTI Ta TOKCUYHICTb.

MeToau. Y npocnekTvBHOMY focnimkeHHi |l da3u B3snu yuactb
45 nauieHTiB 3 NEYIHKOBMMM MeTacTa3zaMu KONOPEKTANIbHOrO
paky, siki 40 LbOro He oTpUMyBanu ximiotepanii. Kanbuito ¢o-
NiHaT i 5-®Y npusHavanu BHYTPILLHbOBEHHO, HATOMICTb OKCaNi-
NNATUH — YEPryUM BHYTPILLHbOBEHHE 1 BHYTPILLUHbOMEYiHKOBE
BBefeHHS. [py BHYTPiLHbONEYiHKOBOMY BBELEHHI OKcaninna-
TUHY TPUBaNIicTb iHPY3ii ckopoyvysanu ao 10 xB i3 noganbWmnM
BBEAEHHAM eMboniyHoro matepiany. lauieHTam i3 nyxaMHamum
3 «AuMKuM» (HemytoBaHuM) Tnom KRAS gopatkoBo npusHa-
yanu LeTykcumao.

Pe3ynbratu. JlikyBaHHs no6pe nepeHoCUnocs, EAMHUMM NO-
6iyHMMK edekTamu Nicng BHYTPiLIHbOMNEYiHKOBOI Tepanii 6ynu
6inb y NeyiHUi Ta He3HaYHe MNiABULLEHHS aKTUBHOCTI MeYiHKo-
BUX epMeHTIB. Bignosiap 6yna otpumaHa y 82 % nauieHTis,
npu uboMmy B 58 % xBopux Hepe3ekTabenbHi NeviHKOBi Me-
TacTasu ctanu pesektabenbHUMU. MefiaHu 3aranbHOi BUXK-
BAHOCTI Ta BMXMBAHOCTI 6€3 nporpecyBaHHs LOpiBHIOBaNM
38,7 mic (95 % posipunit iHTepean 33,0-44,3) Ta 12,9 wmic
(95% Al 10,2-15,6) BignosigHo.

BUCHOBKMW. Y NaLi€eHTIB i3 KONOpEKTaNbHUM PaKOM, SKi paHile
He oTpMMyBanu XiMioTepanii, BHYTPilUHbONEYiHKOBA iHPY3is
okcaninnatuHy Tpusanictio 10 XB y NOEAHAHHI i3 CUCTEMHUM
BBEAEHHAM 5-DY € LinKoM MOX/IMBOK i MAa€ HU3bKY TOKCUY-
HiCTb. byno 3apeecTpoBaHO BMCOKY YacTOTy BiAMNOBiAi Ta Tpu-
Basly MefliaHy 3araibHoi BUXKMBAHOCTI.
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Intrahepatic Oxaliplatin
and Systemic

5-Fu +/- Cetuximab

in Chemo-Naive Patients
with Liver Metastases
from Colorectal Cancer

Larsen FO et al. Oncology. 2019; 96 (6): 299-308.
doi: 10.1159/000499314.
Epub 2019 Apr 18.

Background. In case of response to chemotherapy, unresect-
able liver metastases from colorectal cancer can be converted
to resectable and thereby obtain a chance of cure. The primary
aim of this trial was to evaluate the response rate with in-
trahepatic oxaliplatin in combination with systemic 5-FU +/-
cetuximab. Secondary aims were to evaluate the conversion
rate from unresectable to resectable liver metastases, median
progression-free survival, median overall survival, and toxicity.
Methods. Forty-five chemo-naive patients with liver metasta-
ses from colorectal cancer were treated in a prospective phase
I trial. Calcium folinate and 5-FU were delivered systemically
while oxaliplatin was delivered alternating between systemic
and intrahepatic administration. When oxaliplatin was deli-
vered intrahepatic-ally, infusion time was reduced to 10 min
followed by embolic material. In patients with KRAS wild-type
tumors, cetuximab was added.

Results. The treatment was well tolerated and only pain in the
liver and a mild increase in liver enzymes were observed after
intrahepatic oxaliplatin. The patients obtained a response rate
of 82 %. Further, 58 % converted from having unresectable to
resectable liver metastases. The median overall survival and
progression-free survival were 38.7 months (95 % confidence
interval [Cl] 33.0-44.3) and 12.9 months (95 % Cl 10.2-15.6),
respectively.

Conclusions. Intrahepatic infusion of oxaliplatin in 10 min
with systemic 5-FU to patients with chemo-naive colorectal
cancer is feasible and with low toxicity. A high response rate
and long median overall survival were obtained.
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JoaasaHHsA nakniTakceny

A0 AOKCOPYOIUMHY / UMCINATUHY

Ta NpoOMEHEeBOI Tepanii He NoKpaulLye
3ara/ibHy BUXXMBAHICTb

i AOBroCTpPOKOBY 6e3peunauBHy
BMIXKMBaHICTb NpU paKy eHAOMeTpis
nisHiX cTaaii: panaomizoBane
aocnigkexus Il craaii

NRG / lFNHeKonoriuHoi OHKOMOriYHOT
rpynu (GOG)

Spirtos N.M. ma iH. XXypHan Gynecol Oncol. /luneHs 2019;
154 (1): 13-21. OnybnikosaHo oHnaiiH 30 keimHsa 2019 p.
L{I0 (doi): 10.1016/].ygyno.2019.03.240.

Meta. BctaHOBMUTH, UM MOKpaLLyE AOAABAHHA NakaiTakceny
[0 UMCMNaTUHY W AoKCopybiunHy LOBrocTpokoBy 6e3peuu-
[MBHY BMKMBaHicTb (BPB) i 3aranbHy BuxkmBaHicTb (3B) y naui-
EHTOK i3 pakoM eHpomeTpis (PA) nmi3Hix cTagii, 9ki nepeHecnn
XipypriyHe BTpyYaHHS A5 3MEHLIEeHHS 06€EMY NyXJIMHK i OT-
pvManu NnpoMeHeBy Tepanito.

MeTtoau. Y npocnekTMBHOMY paHAOMi30BAaHOMY AOCNIAKEHHI
GOG nopisHtoBanu aBi cxemu ximiotepanii: CD (umcnnatuH
50 mr/m?, nokcopybiumH 45 mr/m?) Ta CDP (Te came + nakni-
Takcen 160 mr/m?) nicns npoMeHeBoi Tepanii Ta Xipypri4Horo
BTPYYaHHS 3i 3MeHLLEeHHS 06EMy NyxaunHu npu P nisHix cTagii.
B3aemM03B130K MiX 3aCTOCOBaHWUM NiKyBaHHSAM i 3B xapakTepu-
3yBanu 3a 4ONOMOroK aHanizy KannaHa-Meepa, He3anexHicTb
Tepanii Ta 3B ouiHOBanM y norpaHroBomy TecTi, BMIUB NiKy-
BaHHS Ha o4ikyBaHy 3B BM3Hayanu i3 3acToCyBaHHAM Moaeni
nponopuirHmx pusnkis (MP) Kokca 3i ctpatudikaLieto 3a BikoMm.
MpunyweHHsa MNP ouiHoBanu 3a A,OMNOMOrol TecTy B3aeMogii
MiX NiKyBaHHAM i HaTypasbHMUM NOrapudMoM Yacy BUXKMBAHO-
CTi. Y xo4i LOCNiAKEHHS BU3HAYANM TSHKKICTb HeBaXaHMX NOAiN
He3aNeXHo Bif, iX iIMOBIPHOI NPUYNHM.

PesynbraTti. Micns nepwoi nybnikauii 6yno 3apeectpoBaHo
60 BunaakiB cmepTi, 311 NaLIEHTOK 3aNUWNANCS XKUBUMMU,
3 Hux 290 (93,8 %) — 6e3 peunamsy. AHanis 3i ctpaTudikauieo
3a cTagi€to PA He NokasaB CTaTUCTUUYHO 3HAUYMMOTO 3HUKEHHSA
pu3KnKy peuuanBy abo cmepTi npu 3actocyBaHHi cxemu CDP
(opHO6iuHMIi p=0,14). Mowykosuit aHaniz 3B i BignoBiaHi
TeCTVM FOMOreHHOCTi pi3HUX edeKTiB y MiArpynax nokasanu, wo
NvLe NpoMeHeBa Tepanis i MaKpOCKOMiYHA 3alMLLKOBA MyX-
JIMHHA Maca AO0CTOBIPHO BM/IMBANMU HA pe3ynbTaTu NliKyBaHHA
(p=0,027 ta p=0,017 BignogigHo). lpyra nepBMHHA 3105KiCHA
nyxnuHa byna BuaeneHa B 17/253 (6,4 %) Ta 19/263 (7,0 %)
nauieHToK, NponikoBaHux 3a cxemamn CD ta CDP BignosigHo.
HaruacTiwmmm nokanisauismm umx nyxauH 6ynu rpyaHa 3anosa
(2,4 %) i ToBCTa KMwKa (1 %).

BucHoBKK. CTaTUCTUYHO 3HAYMMMX BiLIMIHHOCTEM MiX rpynamum
Tepanii He 6yno BcTaHoBNEHO. PaHille NnpoBeneHui | Tenepiw-
HiM aHanis niarpyn NpoAeMOHCTPYBaB TeHAEHLi0 A0 MOKpa-
weHHs BPB Ta 3B y nauieHToK, SKi oTpuManu ximiotepanito
3a cxemoto CDP i npomeHeBy Tepanito. Lleit noBrocTpokoBuii
aHani3 Takox 3acBiguMB HeobXiAHICTb 3abe3neyeHHs Ge3ne-
PEePBHOMO CKPUHIHIY MALLIEHTOK, SIKi 3a1y4atoTbCa A0 KNiHIYHMX
DOCTiOXeHb.
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The Addition of Paclitaxel to
Doxorubicin and Cisplatin and
Volume-Directed Radiation Does
Not Improve Overall Survival (0S)
or Long-Term Recurrence-Free
Survival (RFS) in Advanced
Endometrial Cancer (EC):

a Randomized Phase Il

NRG / Gynecologic Oncology Group
(GOG) Study

Spirtos NM et al. Gynecol Oncol. 2019 Jul;
154 (1): 13-21.doi: 10.1016/j.ygyno.2019.03.240.
Epub 2019 Apr 30.

Objectives. To determine if the addition of paclitaxel (P) to
cisplatin and doxorubicin (CD) following surgical debulking
and volume-directed radiation therapy improved long-term,
recurrence-free survival (RFS) and overall survival (OS) in pa-
tients with advanced-stage endometrial cancer (EC).
Methods. Prospective, randomized GOG trial comparing (CD)
(50 mg/m?)/(45 mg/m?) +/- (P) (160 mg/m?) following
volume-directed radiation and surgery in advanced EC.
A Kaplan-Meier (KM) analysis characterized the relationship
between treatment arms and the OS outcome, a log-rank test
assessed the independence of treatment with the OS outcome,
and the treatment effect on estimated OS was determined
using a Cox proportional hazards (PH) model stratified by
stage. The PH assumption was assessed using a test of inter-
action between treatment variable and the natural logarithm
of survival time. Adverse events, regardless of attribution,
were graded.

Results. Since initial publication, 60 deaths occurred, leaving
311 patients alive with 290 (93.8 %) recurrence- free. There
was no significant decrease in the risk of recurrence or death
associated with the CDP treatment regimen stratified for
stage (p=0.14, one-tail). The exploratory analysis for OS and
the corresponding homogeneity tests for different effects
across subgroups revealed only EFRT and EFRT & GRD status
to have significantly different treatment effects (p = 0.027 and
p = 0.017, respectively). Second primary malignancies were
identified in 17/253 (6.4 %) and 19/263 (7.0 %) of patients
treated with CD and CDP respectively. Breast (2.4 %) followed
by colon (1 %) were the two cancers most frequently diag-
nosed in this setting.

Conclusion. No significant difference between treatment
arms was identified. Subgroup analysis both in the initial
and current reports demonstrated a trend towards improved
RFS and OS in patients treated with CDP and EFRT. This
long-term analysis of outcomes also identified the necessity
of providing on-going cancer screening to patients enrolled
in trials.
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FOLFIRINOX

npU MicLLEeBONOLWMPEHOMY paKy
NiAWTYHKOBOI 3a103M: pe3ybTaTi
Ta NPOrHOCTUYHI PpaKTOpU OKpEemMoro
aHani3y saraibHOHaWiOHANbHOro
6araToueHTPOBOro CNOCTEpPEHOro
AocnipeHHs B AnoHii

Matsumoto I. ma iH. KypHan Pancreatology. bepezeHs 2019;
19 (2): 296-301. doi: 10.1016/j.pan.2019.01.001.
Ony6nikosaHo oHnatiH 4 ciyHs 2019 p.

Bcryn. Ximiotepanis 3a cxemoto FOLFIRINOX (okcaninnaTuH,
ipuHOTEKaH, 5-pTOpypaumnn, NemkKoBOPMH) 3HAYHO NOKpa-
Wuna 3aranabHy BUXXMBAHICTb Y HELWOA3aBHbOMY AOCNIAKEHHI
[l dasm i cTana cTaHAAPTHMM NiKYBaHHAM METACTaTUYHOIO paKy
niawnyHkoBoi 3an03u (PM3). Ytim, Tepanis MicLeBonowmpeHoro
PIM3 3anuwwaetbcs cynepeyunmBoto. 3 METOH OLLiHKM NepeHocu-
mocTi 1 edpektnHocTi FOLFIRINOX y nauieHTiB i3 MicueBono-
wrpeHuM PI13 Ta nowwyky He3anexHUX NPOrHOCTUYHMX PaKTo-
piB MM NPOBEU HM3KY aHani3iB AaHMX 3arafbHOHALIOHANbHOIO
6araToLEeHTPOBOro CMOCTEPEXHOMO AOCNIAXKEHHS B SNOHIi.
Metoau. JocnifxxeHHs BKAOYMNO 66 MALLIEHTIB i3 Hepe3ekTa-
6enbHUM MicuesonowmnpeHnm PI3 i3 27 KNiHIYHUX LEHTpIB
SinoHii, ski B nepioa 3 20 rpyaHsa 2013 p.no 19 rpyaHa 2014 p.
otpumanu FOLFIRINOX y 1-i niuii Tepanii Ta nepebysanu nig,
cnocrepexeHHam fo rpyaHs 2015 p.

Pesynbratn. CepepHilt Bik NaLi€eHTiB CTaHOBMB 63 poKM, OLiHKA
(yHKLiOHaNbHOTO CTaTyCy 3a LWKanok EBponeicbKoi koonepa-
TUBHOI oHKonoriyHoi rpynu (ECOG) gopisHioBana 0 abo 1. He-
6axaHumu nogismu 3 abo 4 ctyneHs 6ynu HeiTponeHia (64 %),
nevkonenia (33 %), pebpunbHa HeTponeHis (15%) Ta miapes
(15 %). Taxki HebaxaHi noaii cnoctepiranucs B 14 (11 %) na-
LieHTiB (6€3 netanbHMUX HacNiaKiB). MeaiaHu 3aranbHOi BUXM-
BAHOCTI Ta BMXXMBAHOCTI 6€3 nporpecyBaHHa LOpPiBHIOBaNU
18,5 ta 7,6 Mic BignoBigHO. YacToTa 00'€EKTMBHOI BiaNoOBiAi
ctaHoBwna 15,2 %, 4actoTa KOHTponto xsopobu — 81,9 %. Hesa-
NeXHUMK HaKTopaMm NOraHoro NporHo3y Hynm BUCOKaA OLLiHKa
3a MmoandikoBaHow wkanoto Mmasro (21) (95 % Al 1,96-12,5)
i XiHoua cratb (95 % Al 0,20-0,97).

BucHoBku. Ximiotepanis 3a cxemoto FOLFIRINOX sk 1-wa ninig
NiKyBaHHA MicuesonowunpeHoro Pl3 € edpekTnBHOW i Mae
NPUAHATHY TOKCUYHICTb. Y MALEHTIB i3 Li€ XxBOpoboto, Ki
otpumytoTb FOLFIRINOX, BrCOKa ouiHKa 3a MOAUDIKOBAHO
MPOrHOCTUYHOK WKanok [Ma3ro MoXxe acoLitoBaTUCS 3 HU3b-
KO BUXXMBAHICTIO.
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FOLFIRINOX

for Locally Advanced Pancreatic
Cancer: Results and Prognostic
Factors of Subset Analysis

from a Nation-Wide Multicenter
Observational Study

in Japan

Matsumoto | et al. Pancreatology. 2019 Mar; 19 (2): 296-301.
doi: 10.1016/).pan.2019.01.001.
Epub 2019 Jan 4.

Background. FOLFIRINOX (oxaliplatin, irinotecan, 5-fluoro-
uracil, leucovorin) treatment significantly improved overall
survival in the recent phase Il study and became a standard
therapy for metastatic pancreatic cancer. However, treatment
for locally advanced pancreatic cancer is still controversial.
We conducted subset analyses from a nation-wide multicenter
observational study in Japan to evaluate the tolerability and
efficacy of FOLFIRINOX in patients with locally advanced
pancreatic cancer and to investigate independent prognostic
factors with pre-treatment variables.

Methods. The study included 66 patients with unresectable lo-
cally advanced pancreatic cancer from 27 institutions in Japan
who received FOLFIRINOX as first-line treatment between
December 20, 2013 and December 19, 2014 and surveyed
until December 2015.

Results. The median age was 63 with the Eastern Cooperative
Oncology Group performance status of 0 or 1. Major Grade 3 or
4 adverse events included neutropenia (64 %), leukopenia
(33 %), febrile neutropenia (15 %), and diarrhea (15 %). Severe
adverse event occurred in 14 patients (11%) without fatal
event. The median overall survival and progression-free
survival times were 18.5 and 7.6 months, respectively.
The objective response rate 15.2 % and the disease control
rate was 81.9 %. A high modified Glasgow prognostic score
(mGPS, 21) (95 % Cl 1.96-12.5) and female (95 % Cl 0.20-0.97)
were identified as independent poor prognostic factors.
Conclusions. First-line FOLFIRINOX treatment for locally ad-
vanced pancreatic cancer seems to be effective with accept-
able toxicities. A high mGPS may be associated with poor
survival in patients with locally advanced pancreatic cancer
who receive FOLFIRINOX.
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MepionepauiitHa ximioTepanis
5-¢ropypaunnom, nekoBopuHOM,
OKCaninIaTMHOM i AOLETaKCE/IOM
nopiBHaHO 3 5-¢Topypaumnom a6o
CXEeMOI0 KaneumTabiH + uucniaTMH

Ta enipy6iuyH npu MicLLeBONOLWIMPEHIH
pe3eKkTabenbHii aneHOKapUMHOMI
LWTYHKA YM LUTYHKOBO-CTPaBOXiAHOIr0O
3'epnanHa (FLOT4): panpomizoBane
aocnipxexns I/l dpazu

Al-Batran S.E. ma iH. XypHan Lancet. 11 mpagHs 2019;
393 (10184): 1948-1957. Onyb6nikosaHo oHnaliH 11 ke8imHs
2019 p. 10 (doi): 10.1016/50140-6736(18)32557-1.

Bcryn. XimioTepanis Ha 0cHOBI JoLeTakceny € edekTMBHOK Mpu
MeTacTaTUYHIl afleHOKAPLMHOMI LUIYHKA Ta LWNYHKOBO-CTPAaBO-
XilHOro 3€AHAHHA. Y LbOMY AOCNIAXEHHI OLUiHIOBanucs edek-
TUBHICTb | Be3neka NOTPiMHOI CXeMM Ha OCHOBI JoueTakceny
FLOT (5-dTopypaunn + neiMKOBOPMH, OKCaNinnaThH i AoueTak-
cen) sk nepionepawiiHoi Tepanii B MaLi€HTIB i3 MicL,eBONOLLK-
peHUMU pesekTabenbHUMK NyXIMHAMU.

MeToaum. Y KOHTPOIbOBaHOMY BigKpuToMy socnigkeHHi [I/111 dpazu
716 nauieHTiB i3 rictonoriyHo BepundikoBaHO pe3eKTabenbHo
METaCTaTMYHO aAEHOKAPLIMHOMOIO LLYHKA abo LUNYHKOBO-CTPa-
BOXIiAHOr0O 3€AHAHHSA KNiHiYHOI cTagii cT2 Ta/abo 3 MeTacTaszamu
B NiMbaTUYHUX By3nax i 6e3 BigLaneHx MeTacTtasis paHLoMi3y-
Ba/IM 4NS OTPUMaHHS TPbOX NepefonepaLimHuX | Tpbox nicnsone-
paLiMHMX 3-TUXKHEBMX LMKNIB enipybiunHy 50 mr/m? Ta umcnna-
TUHY 60 Mr/M? y 1-i feHb + abo 5-@Y 'y BUrnsAi nocTiiHoi BHYT-
piluHbOBEHHOI iHY3ii, abo kaneuuTabiH 1250 mMr/mM? nepopanbHo
3 1-ro no 21-1 pexb (ECF/ECX; KoHTpOnbHA rpyna), abo 4oTMpbox
nepenonepaLinHMX i YHOTUPbOX NicNSonepaLinHUX 2-TUXKHEBUX
umknis gouetakceny 50 Mr/m?, okcaninnatuHy 85 mr/m?, neiiko-
BopuHy 200 mr/m? Ta 5-BY 2600 mr/m? y Burnaai 24-rogMHHoi
iHdysii y 1-% peHb (FLOT; ekcnepumMeHTansHa rpyna). lepsuHHO0
KiHLLeBOK TOYKOH AO0CNIIKEHHS Byna 3arafibHa BMXKMBAHICTb
B ITT-nonynauii (Bia intention-to-treat — yci nauieHTn, aKi oTpu-
Manu NpuHaiMHi 1 403y focnifxysaHoi Tepanii).

Pe3ynbtamu. Y nepiop, 3 8 cepnng no 10 ntotoro 2010 poky B 38 kii-
HiYHUX LeHTpax HiMeuunHu 6yno paHmoMi3oBaHo 716 nauieHTiB
(360 Ta 356 ong nikyBaHHs 3a cxemoro ECF/ECX abo FLOT Bigno-
BigHO).Y rpyni FLOT 3aranbHa BUXXMBaHICTb 6yNa BULLOK NOPIBHSAHO
3 rpynoto ECF/ECX: BinHocHM# pusnk cmepti 0,77 (95 % pnoBipunit
iHntepsan 0,63-0,94), MeniaHa 50 Mic (38,33 Mic — He JOCATHYTO) VS
35 Mic (27,35-46,26 mic). KinbKiCTb NaL€EHTIB i3 BiIHOCHO TSXXKMMU
HebaxaHUMM NoAiSIMK (BK/THOYHO 3 TaKUMM, LLO Biadynmcs nig vac
rocnitanialii 3 MeTor XipypriyHoro BTpy4aHHs) 6yna 0aHAKOBO
B 060x rpynax: 96 (27 %) y rpyni ECF/ECX vs 97 (27 %) y rpyni FLOT,
TaK CaMo §IK i KinbKiCTb BUNAAKIB CMepTi BHACTIAOK TOKCUYHOCTI
(2 Bunaaku, abo <1 %, B 06ox rpynax). locnitanisauii 3 npusogy
TOKCHMYHOCTI notpebyBanu 94 nauientv (26 %) y rpyni ECF/ECX
Ta 89 xBopwx (25 %) y rpyni FLOT.

BucHoBku. [Npu MicueBonowmpeHilt pesektabenbHiin ageHo-
KapUMHOMi WNyHKa abo LWNYHKOBO-CTPaBOXiAHOIO 3€AHAHHS
nepionepadiitHa ximiotepania FLOT nokpaluye 3aranbHy BUXKM-
BaHiCTb MOPIBHSHO 3 NepionepauiiHum nikyBaHHam ECF/ECX.
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Perioperative Chemotherapy

with Fluorouracil plus Leucovorin,
Oxaliplatin, and Docetaxel versus
Fluorouracil or Capecitabine plus
Cisplatin and Epirubicin

for Locally Advanced,

Resectable Gastric

or Gastro-Oesophageal Junction
Adenocarcinoma (FLOT4):

a Randomised, Phase 2/3 Trial

Al-Batran SE et al. Lancet. 2019 May 11; 393 (10184): 1948-1957.
doi: 10.1016/50140-6736(18)32557-1.
Epub 2019 Apr 11.

Background. Docetaxel-based chemotherapy is effective in
metastatic gastric and gastro-oesophageal junction adeno-
carcinoma. This study reports on the safety and efficacy of the
docetaxel-based triplet FLOT (fluorouracil plus leucovorin, ox-
aliplatin and docetaxel) as a perioperative therapy for patients
with locally advanced, resectable tumours.

Methods. In this controlled, open-label, phase 2/3 trial, we
randomly assigned 716 patients with histologically-con-
firmed advanced clinical stage cT2 or higher or nodal
positive stage (cN*), or both, resectable tumours, with no
evidence of distant metastases, via central interactive web-
based-response system, to receive either three pre-operative
and three postoperative 3-week cycles of 50 mg/m? epiru-
bicin and 60 mg/m? cisplatin on day 1 plus either 200 mg/m?
fluorouracil as continuous intravenous infusion or 1250 mg/m?
capecitabine orally on days 1 to 21 (ECF/ECX; control group)
or four preoperative and four postoperative 2-week cycles
of 50 mg/m? docetaxel, 85 mg/m? oxaliplatin, 200 mg/m?
leucovorin and 2600 mg/m? fluorouracil as 24-h infusion
on day 1 (FLOT; experimental group). The primary outcome
of the trial was overall survival (superiority) analysed in the
intention-to-treat population. This trial is registered with
ClinicalTrials.gov, number NCT01216644.

Findings. Between Aug 8, 2010, and Feb 10, 2015, 716 patients
were randomly assigned to treatment in 38 German hospitals or
with practice-based oncologists. 360 patients were assigned to
ECF/ECX and 356 patients to FLOT. Overall survival was increased
in the FLOT group compared with the ECF/ECX group (hazard
ratio [HR] 0.77; 95 % confidence interval [Cl; 0.63 to 0.94];
median overall survival, 50 months [38.33 to not reached]
vs 35 months [27.35 to 46.26]). The number of patients with
related serious adverse events (including those occurring
during hospital stay for surgery) was similar in the two
groups (96 [27 %] in the ECF/ECX group vs 97 [27 %] in the
FLOT group), as was the number of toxic deaths (two [<1 %]
in both groups). Hospitalisation for toxicity occurred in 94 pa-
tients (26 %) in the ECF/ECX group and 89 patients (25 %)
in the FLOT group.

Interpretation. In locally advanced, resectable gastric or
gastro-oesophageal junction adenocarcinoma, perioperative
FLOT improved overall survival compared with perioperative
ECF/ECX.
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I AAWAMKECT: OHKONOrIA

JLOBrocTpoKoBa BUXMBaHICTb nicns
LMTOPEAYKTUBHOIrO Xipypriusoro
BTpY4YaHHS Ta nepionepawiiHoi
iHTpanepuToHeanbHoOi XimioTepanii:
AOCBIA KNiHIYHOro ueHTpa

3i 1225 sunapxamm

Kyang L.S. ma iH. XXypHan J Surg Oncol. BepeceHs 2019;
120 (4): 794-802. Ony6nikosaHo oHnaiiH 16 nunHs 2019 p.
LI0 (doi): 10.1002/js0.25642.

Meta. OuiHUTK LOBroCTPOKOBY BMXMBAHICTb MALEHTIB 3 ne-
pUTOHEaNbHMMM MeTacTa3aMu, SKi OTpUMaANKU XipypridHe ni-
KyBaHHs (XJ1) Ta iHTpaneputoHeanbHy ximiotepanito (IMXT)
3 NPMBOLY KONOPEKTANbHOTO Paky.

MeTtoau. PeTpocnekTMBHO NpoaHanisyBanu AaHi Maui€HTIB,
AKi B nepiop, i3 ciuHs 1996-ro no 6epeseHb 2018 poky oTpu-
Manu XJT = IMIXT y nepuUTOHEKTOMIYHOMY BiAAiNEHHI
lfocnitans cB. leopris (M. CioHel, ABcTpanis).

Pesynbratu. [lo pocnigxeHHsa 3anyuunu 1225 nauieHTis -
687 (56,1 %) xiHok i 538 (43,9 %) uonosikis. [liarHo3u Bk/t0-
Yyanu konopekTanbHui pak (n=363), HAMN (Hu3bkogude-
peHuiioBaHa CM30Ba NyxJMHA aneHaukca; n=317), LAMN
(BucokopmdepeHLiioBaHa CM30Ba NyXJIMHA aneHAMKCa;
n=297), me3oteniomy (n=101), pak geyHuka (n=55); MmeHw
nowmpeHnMun 6ynmn pak LWAYHKA, CApkoMa Ta HEMpOeHa0-
KPWMHHI nyxaunHu (pasom n=92). MepniaHa 3aranbHOi BMXMBA-
HocTi, 5- Ta 10-pivyHOi BMXXMBAHOCTI NpM KONOPEKTANbHOMY
paky ctaHoBuAun 35 Mic, 33 % i 8 % BianosigHo. MauieHTn
3 LAMN nopiBHfAHO 3 xBopuMu Ha HAMN manu Buly me-
LiaHy 3aranbHoOi BUXMBAHOCTI, 5- Ta 10-piyHy BUXMBAHICTb
(248 vs 63 mic; 82 vs 52 % 1a 59 vs 28 % BinnoBigHo).
MepniaHa 3aranbHoi BUXKMBAHOCTI MpU Me30TeNioMi CTaHOBMNA
60 mic 3 5-Ta 10-piuHoto BuxmuBaHicTio 48 % Ta 19 % Biano-
BigHO. [pn paky €4HMKa MefiaHa 3arafbHOi BUXMBAHOCTI
popiBHioBana 30 mic 3 5- Ta 10-pivyHOK BMXKMBaAHICTIO 26 %
Ta 10 % BignogigHo. MpK iHWKUX FiCTONOTIYHMX AiarHo3ax
MefiaHa 3aranbHOi BMXMBAHOCTI Ta 5-piyHa BUXMBAHICTb
ctaHoBunn 28 mic Ta 27 % BignoBigHo.

BucHoBKM. [JaHi, OTpMMaHi Ha BeNMKiN KOropTi, CBifYaTh, WO
B MALIEHTIB i3 NepUTOHEaNbHUMM MeTacTa3aMm racTpoiHTec-
TUHaNbHOro abo 0BapiasbHOrO NOXOKEHHS LUTOPEAYKTUBHE
XipypriyHe BTpy4aHHs 3 IMXT mMoxe Matn AOBroCTpOKOBI ne-
peBaru CTOCOBHO BMXWMBAHOCTI.
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Long-Term Survival Outcomes

of Cytoreductive Surgery

and Perioperative Intraperitoneal
Chemotherapy:
Single-Institutional Experience
with 1225 Cases

Kyang LS et al.J Surg Oncol. 2019 Sep; 120 (4): 794-802.
doi: 10.1002/js0.25642.
Epub 2019 Jul 16.

Background and objectives. To review long-term survival
outcomes of patients with Peritoneal metastasis (PM) who
underwent colorectal cancer (CRS) and intraperitoneal che-
motherapy (PIC).

Methods. Patients that underwent CRS, with or without PIC,
from January 1996 to March 2018 at the Peritonectomy Unit
of St. George Hospital, Sydney were retrospectively analyzed
from a prospectively maintained database.

Results. The study comprised of 1225 cases, including
687 females (56.1 %) and 538 males (43.9 %). Diagnoses
included CRC (n=363), followed by HAMN (n=317), LAMN
(n=297), mesothelioma (n=101), ovarian cancer (n=55),
and others including gastric, sarcoma, and neuroendo-
crine tumor (n=92). The median OS, 5- and 10-year survi-
vals for CRC were 35 months, 33 % and 8 %, respectively.
Patients with LAMN, in relative to HAMN, experienced a
higher median OS, 5- and 10-year survivals (248 months vs
63 months; 82 % vs 52 % and 59 % vs 28 %). The median
OS for mesothelioma was 60 months with 5- and 10-year
survivals of 48 % and 19 %, respectively. In ovarian cancer,
the median OS was 30 months with 5- and 10-year sur-
vivals of 26 % and 10 %, respectively. For the remaining
histological diagnoses, median OS and 5-year survival were
28 months and 27 %, respectively.

Conclusion. Our large-cohort data showed that CRS/PIC can
provide long-term survival benefit to patients with PM of
gastrointestinal and ovarian origin.
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