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Hunsinwdeundauuludramii (retrospective cohort) lugitheiilésuns
adelsnug LiammvauaﬂmumaLLWﬁmumaLLauimumsiﬂmmamLﬂumum
FOLFOX4 tJugnsusn sz swhefudt 1 NINYIAL WA.2557 83 30 WwIeY W.A.2563
Tuisa‘wmmaasummammﬂs avsnmaessaliudn FOLFOXA §m31A15
ABUAUBINONITSNYY SEEEIaINITIVNTN SreEIaIAIuALlsA warileduiia
Nafan1s wensallsa
mhemLsmmz:uemmiﬂﬂmmmumau 38 579 Wwnevie 31 518 (Sovay 81.6)
mmaaa 58.1(x10.0) ¥ wudledeidsdlsasuanmsindehyasusniaud
20 918 (5ovay 52.6) hisanudniau® 5 919 (5p8az13.2) woaneded 8 518
(Fowaz 21) fhednlvgfinnigdiuuds 31 e (Gevaz 81.6) svazuadlsauzisy
fiusnu BCLC nutduszey B 1 518 (Sewaz 2.6) svey C 36 518 (3euaz 94.8)
warszer D 1 999 (Geway 2.6) fananswes AFP 1wy 2109.8 (IQR,60.63-18810)
fgnsnsmevausswisenaiivdn (RR) egaz 29.2 wagdniinismiunulse
(DCR) $ovay 41.7 fldnansszeznafinuaulsals (PFS) egdl 2.9 Loy
(95%Cl, 2.2-4.1) KA¥AINANNTLELIAINITTOATNTIN (OS) 4.2 1heu (95%Cl,
2.6-5.0) Jadoidesiifnanoszeznainisseadniivosniildun inands
BCLC Stage C uax D msfndohiadusniaudvieduasnguiien AFP unniy
400 ng/ml lethiladeundinswizuuu multivariate wuind 3 Yadeiidawaste
sepvian Seadniivesnirednsiieddaldun sverlsn D mm BCLC (HR 231.83; 95%C,
6.42-8370.24; p=0.003) MsAnalI3aRUSMIEUT (HR 4.39; 95%C1,1.01-19.00;
p=0.048) waznsindelasasusniaud (HR 30.93; 95%C, 4.56-209.69; p<0.001)
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guAfiuntn FOLFOX4 fiuszansamlunssnundiieuziSwivsvezananuvie
uwnsnszane annsoliidumadenuiidumsinwnsditguieliaunsade
gujathl wasitandtoglungy BCLC stage D finsfnidelsarusniautvio
520 e uag AFP fiinnndn 400 ng/ml wuidudadesenisnennsallsa
iilaif

uzi39u guafivndn FOLFOXA Uadawennsal szeziiainissendn

To determine efficacy of FOLFOX4 regimen (oxaliplatin + 5-fluo rouracil/
leucovorin) in terms of overall survival (OS), progres sion-free survival
(PFS), response rate (RR) and explore prognostic factors for survival in
Thai patients with advanced hepatocellular carcinoma (HCC) who cannot
access targeted therapy.

A retrospective cohort study was conducted in Surin hospital between
July 2014 and April 2020. All medical records of 38 patients were reviewed
for demographic data, risk factors, staging, treatment and outcomes.
Kaplan-Meier model was used for survival time analysis. Prognostic factors
were performed by flexible parametric regression model both univariate
and multivariate analysis.

The mean age was 58.1(+10.0) years and predominant in male (81.6%).
Hepatitis B infection and alcoholic consumption were common risk
factors. Most of patients were BCLC stage C (94.8%). Median PFS and OS
at prespecified time point were 2.9 months (95%Cl, 2.2-4.1) and 4.2
months (95%Cl, 2.6-5.0), respectively. The response rate (RR) and disease
control rate (DCR) were 29.2% and 41.7%. Female gender, BCLC stage
C and D, hepatitis B infection, hepatitis C infection and alpha-fetoprotein
(AFP)>400 ng/ml were poor prognostic factors by univariate analysis.
According to multivariate analysis, BCLC stage D (HR 231.83; 95%C|,
6.42-8370.24; p=0.003), hepatitis B infection (HR 4.39; 95%Cl, 1.01-19.00;
p=0.048) and hepatitis C infection (HR 30.93; 95%Cl, 4.56-209.69; p<0.001)
were independent prognostic factors for poor survival.

Along with these results of PFS, OS and RR, suggests that FOLFOX4
regimen may confer some benefit and can be an option for treatment
advanced HCC in patients who cannot access targeted therapy. BCLC stage D,
hepatitis B or C infection, female and AFP > 400 ng/ml are poor
prognostic factors for survival.

hepatocellular carcinoma, chemotherapy, FOLFOX4, prognostic factors,
survival

Ut 36 20U 1 unsA-E 2564

Vol.36 No.1 January-April 2021



MNIEsNsumdlsmenuaiasing giuns yiud
MEDICAL JOURNAL OF SRISAKET SURIN BURIRAM HOSPITALS

wé’nmmaxmqwa
lsAuzSeiunse hepatocellular carcinoma
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" uag
\uamanismeanuzifadududuil 3 Teya
UssL‘Vlﬂimmﬂmzmwmﬁ’ﬁmqﬁw.ﬂ.2551 WU
undwiuiduamnuomadeiaasdutheFess
uduavgnismeneuiosumsgadududiui 1
Hadoduaiddnliun nsindeh3asusniauinie
%3051 uaznshuneanosed®? iflensranuiiney
Tusgerineveslsadsnsinwdeudisdriauasle
adnsliR dUaedslaisunssnwnuudssAulseaes
Dudadng® Tutie 10 Iewusnfinnudiani
Y9I 33NW08131N Tnsanizengad (targeted
therapy) itaeLfinszoz AT TNVB TN
4-6 \wowdu 8-10 WWeuilalfisuiunisiniuuy

UszAuUsenaa®e”

= o [ o
Fedaduninsgiunisinenlu
U290y wsgnguiliisianas JadigUleiiesdiutiey
wihrdunlasuen
guAlv1Un FOLFOX4 (oxaliplatin +5-
fluorouracil/leucovorin) WWugaiviaildsnwm
IsauziSadldng lignihunldSnuvlugduae
Y = 1A a a cl'
159U NNN15AN®Y EACH wuniluseansand
fnnNsieativrdn doxorubicin®® Fasudinisua
FOLFOX4 uusuldlunissnunlsaueseduluung

COM ygimsfnwuszansam

Uszinasinauseinelneg

¥99 FOLFOX4 §afioniililsnnuazlulssimalneios

galdnuiinssenuanneu
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WeRnwUszansamvessnaiviva

FOLFOX4 TufUaelsauzisadiussasqnanuviouns

ﬂizmaﬁiﬁ%'vmi%’mﬂ’nﬂuqmmﬂLﬂuwaé’wéwé’ﬂ

(primary outcome) wagdumiladenenseififing

pasruzaNssentnlunadnsses (secondary

outcome)
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AMsANYA
sULUUMSANEN
\Dumsnwuuy retrospective observational
cohort study
Uszwnsiidnen
FUredildsunsitdedelsausiiedusses
Ejﬂamw%al,mﬁﬂizmﬂ (hepatocellular carcinoma,
HCQ) wazlasunissnwmeeaiividn FOLFOX4
Dugmsusn semineduil 1 nsngnan n.m.2557 A
30 Wwgu WA 2563 lulsaneuiaasuns
nasiAainn1sAn (Inclusion Criteria)
dUaelsauzisefiuszazqnaluniowns
nszaweny 18 Thuly fadeeldsunssnwuuy
WwIETisnnou (K16, RFA w3 TACE) wéalsandu
Hugh vielilaelFuuinudusverananuviouns
nsreRuABATafouar i sunshvdase LAl
Ui FOLFOX4 1lugmsusn egatles 1 sounIs
$Nw1 TENIINABUNINYIAN W.A.2557 DaLhDY
WIWIEY W.A.2563 WaTaINNIARNAINNITING) Lﬁa@
szeznaIMsIIRTNieiul 30 dguieu n.e.2563 16
W9 AnBaNINNTSANYI (Exclusion
Criteria)
Fuaelseuzidsiviimsidadouarszovos
Tsalinsunuinaugives Barcelona-Clinic Liver
Cancer (BCLC) Staging System 12 LLam:{JaEJVI'L'%iJ
Supuaiivndn FOLFOXA wausiliasu 1 souns
$nwn idlesnninadnafeaviofasmsinuludeu
35NN
5smUsE IR U naeinisAne

° =

ATUIMTTEZLIAINNTTEATN tnetUNNTLNAS L LAl

o o

$1Un FOLFOXA funsnuassountssnundl 1 audls
FuitithedeTinvieTuil 30 Tuieu n.e.2563 n3dl
79T Uszifiudasinismovaussianissnw
(response rate) M1uLAae RECIST version 1.0
udeyaiiugiu dadeidedsaiu sservasiuude
5¥e¥UedlsANSIAIL BCLC @n12es19n1e9es
&J:ﬂaﬁmm Eastern Cooperative Oncology Group

(ECOG) fansusduziSe alpha-fetoprotein (AFP)
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Inglduuutuiinainlusunsy REDCap wanideya
WATIEINeEaR nsAnnilekunsiuTe e
ARIENITUNNTITUTTTUNITBVRTINEWIAETUNS

ANTHANALAZNITIA

AMsiama lawn sreznainissendnuay
gnsnsmevaueiensSnwvestelsaussiu
srgzgnatuvIounsnszaeild Suguaiivnla
FOLFOX4 10ugmsusn

fanuslun1sAnen

Fauvsdu ¥ud eng e thuifn Jadedes
TsAfU Aedude sruvvadsaduuds ssuzvadsa
Uz5UAIL BCLC an1az3nanievegUisniy
ECOG nsénuniitagldsusnneu mansustueis
AFP fadios

AUTAN T2YZIAINITIOATNULALINT
NIRNDUAUDIFDNITINY

nsATEdaya

dayadnuenendin Ainsgiilagldaia
\BensI0UU1 (descriptive) JagalBedniau (numerical
data) Wiade (mean) AideuusngIu (standard
deviation) nsdififinsuanuasuuund wazldean
nans (median) Msgvinalesidulng (interquartile
range, IQR) dmsudayaiuanuadliifuuuuund
Joyaliadnune (categorical data) wanawaidy
Sowag (percent, %)

N1INTLULIAINTTIATN Auadlaely
Kaplan-Meier model Tnetfuszagiananniuficy
guafividn FOLFOXA Juusnueiseunsinunil 1
wheTunEedsTin w3eTull 30 fiquiou w.a 2563
n3aifgITin

msmaduideaenisnennsalsaduin
hazard ratio fuM3ILATIZRLUL flexible parametric
regression model ‘17?& univariate ag multivariate

o v A

InefioinditedAgyile p-value 0.05

ﬂ’]ﬁLﬂiﬁ%ﬁ%@yjaﬁgﬂwmﬂaﬂﬁEJI‘UiLLﬂi@J
ANUIUNNEDRA Stata/SE 15.1
NANTSAN®N

9INNIINUNIUNYIEID susEUI e Tudl
NSNNIAN W.A.2557 89 30 lwweu w2563 Tu
Tsaneunagiund wuduaedidrinasinisine,
Sunuisay 38 510 Wumene 31 510 (Govas 81.6)
wazinendls 7 518 (Yewaz 18.4) fengiads
58.1(+10.0) U twtiniads 57.4 (+11.0) Alan3y
wuiladeidedlsaguannmisanide lhiadusnaud
20 578 (Seway 52.6) hisadusniaud 5 510 (Seeag 13.2)
weaneses 8 318 (Gewaz 21) uarlinuadeides
5 918 (Feway 13.2) fUredlngfinneduuds
31 918 ($08az 81.6) LUIMINUTULIIWNY Child-Pugh
score S¥ey A, B way C g 17 579 (39uay 54.8)
12 518 (Soway 38.7) 2 51 (5088¥ 6.5) AUA1U
Famnseit 1

v oA

dUreflsauziSegnaiueg iduiiissegng
WA 23 518 (Fewaz 60.5) uag 15 78 (Feuag 39.5)
Tsruzidldunsnszaeldseionzdu svozvaslsn
uziSauay BCLC wuilussey B 1 918 (Fosay 2.6)
szuy C 36 57 (Sovay 94.8) uazszes D 1 518
(oway 2.6) annizianevewtie 36 18 (Fosay
94.7) aglu ECOG 0-1 uagdl 2 518 (Fowae 5.3) ECOG
daus 2 Pl fraglunsinunadalugllaldzuns
Snwnuutamiziiunneu 34 51g (Fevay 89.5)
AndfsgIuresansUstuzds AFP Wiy 2109.8

(IQR,60.63-18810) (715197 1)
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A13199 1 wansdoyarluvesithelsauzsadiussasananuviouninsgans (n = 38)

o ﬂy Y1
anwusNugIuNUe

UMY (%)

918 (V) ALade £SD
WAy ,
Wit (Alansu) Anade £SD
Uadgideslsnsiv
Anplrsasudniaud
AnaliFadudniaud
woANeTed,
lufitadedasdsadu
AMgduLds
5%#U Child-Pugh score
A
B
C
anwarvelsAuwlie
ananuneludy
WWINTERE
sye¥13AnIL BCLC
B
C
D
ECOG
0-1
>2 .
MssnyanzATlasuNIneu
HAR
Radiofrequency Ablation (RFA)
Transarterial Chemoembolization (TACE)
$edsnw
a3UTUI39 AFP (ng/ml) engisegnu, IQR

58.1(x10.0)
31(81.6%)
57.4(x11.0)

20(52.6%)
5(13.2%)
8(21.0%)
5(13.2%)

31(81.6%)

17(54.8%)
12(38.7%)
2(6.5%)

23(60.5%)
15(39.5%)

1(2.6%)
36(94.8%)
1(2.6%)

36(94.7%)
2(5.3%)
34(89.5%)
1
1
2
2

2109.8(60.63-18810)

9RTINITADUAUDIADNITINYN

Uil ueaiiiaa FOLFOX4 ansnsa
Uszilluwale 24 518 (Sowaz 63.2) f9mIIN13
MOUAUDIRBNITINYINTD response rate (HATI
ﬁﬂwﬁmuaumuw complete respone Wag
partial response) Wiy 7 518 (Seway 29.2) uay
ansIn1sAIuANlsANTe disease control rate
(maimﬁﬂwﬁmauauamw complete respone,
partial response Wag stable disease) (iU 10 518
(fovaz 41.7) euvsmunaugasidaeiiing
MOUAUBILUY complete response 0 318 LU
partial response 7 518 (§owaz 29.2) LUV stable

disease 3 518 (Fowaz 12.5) Lagluu progressive
disease 14 578 (Saway 58.3) UAINA9INUIU
saurpAlUIUANlASUWNAU 4 SaU (1157991 2)

S2YZLIAINTTTOATN

fihelsaugiFauildzumsinusegad
UnUm FOLFOX 4 ﬁﬁhﬂmaisijL’Jmﬁmuqaﬂwﬂﬁ
(progression-free survival, PFS) asﬁi 2.9 199U (95%
confidence interval (Cl), 2.2-4.1) kazAINANTLEY
LaIN15590TN5 (overall survival, OS) 4.2 Lhay
(95%Cl, 2.6-5.0) 3137971 2

U 36 2TUT 1 unsAu-EY 2564

Vol.36 No.1 January-April 2021



P msenedssiniamusseuaiivatn FOLFOX4 Tunisinunidaelsauzidedu
sspzananiBaunsnszaneuazladefifinadenisnennsallsa

Efficacy of FOLFOX4 Regimen with Advanced Hepatocellular Carcinoma and Prognostic Factors for Survival

AN5199 2 LARASANWEIENITADUALBIABNITSNYILALILELRAINITIOATN (N = 38)

ANWAILNISADUAUDIRANITINE

U (%)

Response Rate (RR)

Disease Control Rate (DCR)

Complete Response (CR)

Partial Response (PR)

Stable Disease (SD)

Progressive Disease (PD)

Not evaluable

Median cycles of FOLFOX4 (range) (IQR)
Median PFS, months (95% Cl)

Median OS, months (95% ClI)

7(29.2%)
10 (41.7%)

0
7(29.2%)
3(12.5%)

14 (58.3%)
14 (36.8%)
4 (1,12%) (2-8%)
2.9 (2.2-4.1%)
4.2 (2.6-5.0%)

Jadeiduesianisnensailsa
dlethdadeiifinaseszernainissendn
N NUIBULIBU hazard ratio (HR) Wailas1gsinuy
univariate wuindadeidesiifinaseszezinan
mssenTnditesndnlaun wevd (HR 1.15; 95%C,
0.47-2.83) syezlsa C 13 BCLC (HR 1.62; 95%Cl,
0.22-11.95) szezlsm D m1u BCLC (HR 41.69;
95%Cl, 1.96-887.42) Aniola¥agudniaud
(HR 1.84; 95%Cl, 0.54-6.21) Amdol%a
AudnLEud (HR 8.02; 95%Cl, 1.83-35.24) uaznasl
fifn AFP 1100971 400 ng/ml (HR 1.72; 95%Cl,

0.77-3.85) duAn albumin IuLﬁamﬁanﬁuﬁa g/dL
wuinaneszuznaIsendniiuinnia (HR 0.75;
959%Cl, 0.42-1.35) (11571471 3-4)

agslsfinudiothdadedinanidneduun
ATILHRUY multivariate wuindl 3 Yadeiidanaste
szuznansendniitesnitegadivedAyvnisada
loun szeglsa D a1y BCLC (HR 231.83; 95%Cl,
6.42-8370.24) fndehifasusniaud (HR 4.39;
95%Cl, 1.01-19.00) warfndolasusniaud
(HR 30.93; 95%Cl, 4.56-209.69) (Gl’liN‘ﬁl 3)

Kaplan-Meier survival estimates

0,75 1.00
-~
e

0,50
]

0.00

0.25

P=0.810

10 15 20

srnmmTaRdn (Eau)

wiH |

A 1 srEEnaIn1sTendnveieilau U
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Kaplan-Meier survival estimates
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& h
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. X P<0.001
= .
]
=]
= T T T T T
1] 5 10 15 20
TECTTIoREn (o)
— RCLC Stage B BCLE Stage C
= BCLC Stage D

2NN 2 SpEznaINTIenTnYeIUleLilouynnu BCLC Staging System

Kaplan-Meier survival estimates

1.00
L

075
L

&
° |
. ey P=0.002
s —
g —
=] T T T
o 5 10 15 X0

FEATTIRRER (Mou)

— liiadeduwbnd—— Alcoholism
HEV Irfacton HEY Infection

A 3 sreznaIn1ssendnvetheilisudwudadededsasiu

Kaplan-Meier survival estimates

1.00

Q.50

P=0.220
ur
g ] L \—

1] 5 10 15 20
TOECAINTTSDAW (o)

AFP <400 ngimi AFP =400 ngimil |
= a v a | ' X <
AINN 4 ‘3383L’Ja’1ﬂ7'§§@®5{]W‘U@\1%ﬂ’38LN@LLUQ@WNﬂWﬁ’]i‘UQ%N%LiQ AFP

.00
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A15197 3 LARINAIATIENUAT L EININARD L ULIAINITIONTNAIY univariate way multivariate

o Univariate Multivariate
Uady n
HR 95%Cl p-value HR 95%Cl p-value

27 @) 38 1.00 0.97-1.03 0.969 1.03 0.98-1.09 0.211
LNAEY 6 1.15 0.47-2.83 0.759 3.33 0.82-13.57 0.093
BCLC Stage

C 36 1.62 0.22-11.95 0.635 6.81 0.70-65.84 0.097

D 1 41.69  1.96-887.42 0.017 231.83 6.42-8370.24 0.003
Yoduidudlsasu

Alcohol 8 0.98 0.24-3.94 0.980 1.94 0.42-8.97 0.398

Hepatitis B 20 1.84 0.54-6.21 0.328 4.39 1.01-19.00 0.048

Hepatitis C 5 8.02 1.83-35.24 0.006 30.93 4.56-209.69 <0.001
Albumin (g/dL) 38 0.75 0.42-1.35 0.340 0.77 0.39-1.52 0.455
AFP >400 (ng/ml) 27 1.72 0.77-3.85 0.185 2.01 0.83-4.88 0.121

3158d

IsAuzi5adu (hepatocellular carcinoma,
HCQ) WunwiSeiinuvesdususuvasusamalng waz
Juanmenisidedinuazmeneuiosunisgadu
Suduil 11 flhesimsranuilens Ssogluszesiig
W@ msshwvdnanunuanensinwiutagdu
\Hunquensjaih (targeted therapy) lduA sorafenib
uaw Lenvatinb enguiiiisangedailifgtsdnlug
dlddwarsndudessnudmesnaividanai
g5 doxorubicin-based Fawanssnwlifvifians
uazinadradege Wleln.m2556 nsfinw EACH
970 Qin WarAnzNUIeLALiUITA FOLFOX4 %50
Oxaliplatin+5-Fluorouracil/Leucovorin &8n51n15
nOUEUDY (RR) ﬂ'wﬂmﬁwznmﬁ'muqﬂiﬂlﬁ (PFS)
fin11n191981 doxorubicin 1BeFILABIBYE 4
Nl Agyneana wazdunliAnaeszeznaInIg
sondndiaing1 (09)® ndswrnduainsenad
i FOLFOXA wrldfuunivansdulugdasdd
Yeymnsidfeesjath enalivrdaiisnangnniiuay
wingAuLAEAUNISTANISHATILAES Wesnndu
ammmmmuﬂmﬂwﬂiﬂuuLiﬂaﬂé'lmu“

m’mmﬂmmadm%mmﬂmmﬂumsﬂnw
wsnlulssiaiinuess A maeseuasiuntn
FOLFOX4 luihelspuziSeiuszasqnanuvsouns
N32918 WUIEAT PFS aq"ﬁ' 2.9 Weouddlndifestu

M3ANE EACH usinuen OS fitfesninde 4.2 e
(EACH 6.4 tiiow) Feonadumszlunisdnunils
dnduvesfinenfiameiundageienas 81.6 (EACH
Soway 55.7) 1 Uuszozduuds B-C Sovaz 45.2 (EACH
Seway 11.4) uay BCLC Stage B \ilasiouay 2.6
(EACH 30882 21.2) uaamauummaaammwﬂwlu
mMsfnwadannnd (58.1 3 ey 49.5 1)

atalsfmanduiiviaulainuseansam
TudvDIsNIINITNOUAUDINTD Response rate (RR)
Yoway 29.2 HugsnitlunisAnuinound Wy
MsAnwsreeil 2 ﬁﬁﬂui{ﬂw%umm Qin wazAY
WU RR Soway 18.2 n300813lu EACH WU RR
Yoway 8.2 Faddluannsaszyanuvniiuudald
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