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WaNISANL @ {1V 143 au 1g1ade 59 + 8.14 T W umansiade Sovas 57.30 drulng)duvia

intrahepatic ($egaz 65.70) lufnenguilldsusiniv dngnsass Iszeznasendin (median overall
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LA WBC = 10,000 cel/mm?, NLR = 4 uag Total bilirubin = 3 g/dL wazn1slasuenadvidngnsass
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ORIGINAL ARTICLE
Second-line chemotherapy and factors that affected overall survival in patients with
metastatic cholangiocarcinoma progressed after Cisplatin and Gemcitabine as first-line chemotherapy

in Chiangrai Prachanukroh Hospital

(SECOND-LINE CHEMOTHERAPY AND FACTORS THAT AFFECTED OVERALL\

SURVIVAL IN PATIENTS WITH METASTATIC CHOLANGIOCARCINOMA

PROGRESSED AFTER CISPLATIN AND GEMCITABINE AS FIRST-LINE
CHEMOTHERAPY IN CHIANGRAI PRACHANUKROH HOSPITAL

Ekkapong Tharavichitkul, M.D.*, Nuttinee Inworn, M.D.*

ABSTRACT

BACKGROUND: Patients with metastatic biliary tract cancer who progressed after first-line chemotherapy,

especially Cisplatin and Gemcitabine regimen, has not specified for Second-line chemotherapy protocol and

result of that protocol

OBJECTIVE: To study the result of second-line chemotherapy and factors that affected overall survival

in patients with metastatic cholangiocarcinoma progressed after cisplatin and gemcitabine as first-line
chemotherapy

METHODS: This retrospective study included patients with metastatic biliary tract cancer who were

previously treated with Cisplatin and Gemcitabine regimen or in Chiangrai Prachanukroh Hospital between
2014 and 2018. Survival analysis was done using the Kaplan-Meier method and the log-rank test. Factors
that affected overall survival were analyzed with univariate and multivariate analysis.

RESULTS: Atotal of 143 patients with metastatic biliary tract cancer that failed first-line chemotherapy

were included, the median age was 59 + 8.14 years and 57.30% of patients were male. The intrahepatic
subtype was more common than other subtypes (65.70%). The median overall survival (OS) was 6.20
months in patients who received second-line chemotherapy and 225 months in patients who did not
(hazard ratio 0.25; 95%(Cl, 0.17 to 0.37). Factors that affected OS in multivariate analysis were history of
primary tumor resection, achieved the post-treatment status of at least stable disease after first-line
chemotherapy, white blood cell (WBC) > 10,000 cel/mm3, neutrophil-ymphocyte ratio (NLR) > 4, total
bilirubin > 3 ¢/dL and received second-line chemotherapy, especially combination regimen.

CONCLUSIONS AND RECOMMENDATIONS: Patients with metastatic biliary tract cancer who
progressed after cisplatin and gemcitabine as first-line chemotherapy had a benefit in overall survival

after receiving second-line chemotherapy. These findings may support adding Thai guidelines for

second-line chemotherapy protocol for metastatic biliary tract cancer.

\K EYWORDS: cholangiocarcinoma, second-line chemotherapy, overall survival, factor j
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LLazr}\laﬂﬁm‘Uﬂﬂiﬂ (Disease control rate; DCR)
NanTIIM9vesU JuRmMsTAeTes IduA wa CBC,
AFP, CA19-9, CA125, CEA, LFT, HBsAg Ly Anti-
HCV iwﬁﬁuﬁﬂﬂw%a%m (nsdifdeTin) waz
fin139avh identification log Wieldlunsnumniu
Joya

N1sJIAS1:Kupyana:ananly
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wUs Yayaszeziansentinlagsin Anulagly
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HCV) msewniladedidnasie overall survival
wuufulsifen uasihtadeifideddynieada
wAmkuUniIkl s Ingld Cox regression
model A1 P value 9EAUILUU two side
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WanNISANUI 4110 intrahepatic (Yo8ag 65.73) 1 0971013
Wisuiieudnuazsily seuiegiaenguilldsy
iniitningnsiiaos uaznguitlalldduense wuin
Fuasnguitlesuiniivtagnsiiaessie & ECOG PS
olunauia (0-1) BMI 1degandn wagilan CEA
waganingud Ll funfivivaseas e

NNSAUNITey anq U Ule aula
Tuszezianaaua 1 3., 2557 83 31 5.A.2561 19
Frurueratal AT amua 337518 AnYoya
p1anainsig1daueen 16 318 Y uAnveya
HUden1uinusi A uazAneen aAdnge o e A

o ¥ 4 P TedAgn19ada Dawingunlasuenaivntngns
DIANFNATYINVLA 143 978 (FUN 1) uenidungquy A : . R
v oao o o oy w w fidowio 2xd91UIUTOUTRIN TTUBUATIUIUAENS
Iaaiundngnsass 31U 75 918 waznguinlyla T R , v
No o . Cisplatin kag Gemcitabine agu1NNINUsEUU
wiv1dngnsaes 311U 68 518 . o
1 59U WiRan1smIuANlsANegnsusniulad

Joyariluvesgureidnwiaiulugilu L v ¥
AULANANNALEE TR INERA (3197 1)

WAy (Seeag 57.34) dengafe 59 +8.13 Ul
BMI agluinausiung wazuziSwothannundu

Patient identified
(n=337)

Patient after duplicates
removed (n =321)

Patient excluded (n = 177)

- Other types of cancer (n=59)

- No pathologic confirmation (n = 38)

- Early stage (n=17)

- Received first line chemotherapy from
other hospitals (n = 13)

- Received other first line regimen (n = 42)

- Missing data (n = 8)

Patient included in study
(n=143)

§Uﬁ 1 Study flow diagram
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01S0N 1 Feyavialy

. o nauilaasividngnsaes nguitlalaasivrdndnsaes P
Jayanalu : v : v
? (n=75) (n=68) value

21 Ry 59 + 8.00 59 + 8.34 0.951
WAYIE - AU (3882) 41 (54.67) 41 (60.29) 0.504
BMI - kg/m2 21.99 + 3.85 20.67 + 3.13 0.027
Funisrdurasusise - au (3ogas) 0.622

Intrahepatic 52 (69.33) 2 (61.76)

Perihilar 4 (5.33) 4 (5.88)

Distal 6 (8.00) 0(14.71)

Mixed 13 (17.33) 2 (17.65)
m3snudiaeldsu - au (Gowaz)

N3N 22 (29.33) 1(16.18) 0.075

MssEUEARAe PTBD/stent 7(9.33) 8 (11.76) 0.786

nMssnwLasumeLATivUn 7(9.33) 3 (4.41) 0.332

MIINYUETUAILNITAY A 1(1.33) 0 1.000
TTUTUNINTZAY - AU (Govaz) 73 (97.33) 4(94.12) 0.424

nsgaelU omentum/peritoneum 15 (20.00) 4 (20.59) 1.000

nszaely lung/pleura 28 (37.33) 1 (30.88) 0.482
ECOG PS 0§14 1 - Au (Fowaz) 2 (96.00) 1 (45.59) <0.001
HBV infection - Au (Fowaz) 2(2.67) 4 (5.88) 0.21
Median CA19-9 - U/mL 879.00 3,756.75 0.211
(IQR, min-max) (6,968.05, 2.00-303,137.00) (14,114.55, 2.00-120,000.00)
Median CEA - ng/mL 9.57 451.23 0.007

(IQR, min-max)

(175.42, 1.66-341.28)

(429.10, 30.53-827.02)

eazBunvessaiivdagnsaesiigiae
183 (113197 2) fUwdlng (Fosaz 96.00)
lasvgnaivrdauinnit 1 viia lasuengns
5FU/LV §11au 34 au (Beway 45.33) gnsenail
U19ndi 81 oxaliplatin 1 uesd Usznau $aumuy
17 Ay (Sogay 22.67) LLaSQG}’i%u 9 91U 24 AU
(Yowaz 32.00) nasanbieaivrvnansaes
Tt lioninsousvdiuamsunsilsald 8 au

W olUFsuisusninissonding
syozian 19 seminagvaeilesuenaivads
ansfians uazgUhedilildSueaiivada nui
fnuuana1egltudAYNIEna (p-value <
0.001) In 8l median overall survival 6.20 Wa
2.25 \fiou muaeu aedl HR 0.25 [95%C1 0.17
- 0.37], P value < 0.001 (5 Un 107 2) Taed
srEEaIMIAIUANLIAINMSLIAsUERT U TR
grsaeunde 2.10 ey wariinanauaussianis
3w (partial response) 1ed 1 AL (1.49%) 970
Fuaefiansnsausefiunansuauesien s3nun i
67 AU
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01SIVN 2 vuaividngasaesigiaalasu

galvnUngnyaas

U (AY)  wan1sAuANlsa (DCR) (Fauaz)

Single-agent*

5FU/LV

Oxaliplatin-based chemotherapy
Antimetabolite combination
Other**

3 0.00
34 29.41
17 35.29
13 35.29
8 0.00

*Single-agent = Capecitabine (n=2), S-1 (n=1)
**Other = 5FU/MMC (n=7), rechallenge (n=1)

Kaplan-Meier survival estimates

Survival probability
0.50 0.75 1.00
1 1 1

0.25
1

0.00
1

T
0 60 120

T T T T
180 240 300 360

Time (days)

| ————— Best supportive care

Second-line chemotherapy |

SUN 2 31w Kaplan-Meier wisuiisusswinnguitldsueiaithdh (duiiv) waenguilldsumsin

wuUUsEAUUTEARY (EUUsE)

Jadeiiinaroszornamssendingiae
TEHLUNINTEANY Mé’qﬁamﬂmmﬁﬂwﬁ’mqmmﬂ
FENTIATIZILUU univariate ey multivariate
analysis Jadefidtudduniadfiannnsinge
WUURLUSR 87 (Univariate analysis) taun Useid
MIH A Useifnmsaiunulsala fieedaswsn
ECOG performance status 3NAMWINAU 2 Haden
WBC > 10,000 cel/mm?® A1 NLR > 4 A1 albumin
< 280 g/dL A1 total bilirubin > 3 g/dL MslasueN
widUUngnsaes LLazmﬂoﬁ’%’U&nqmamﬁ'Lﬂu
combination (151971 3)

SlenTinsevinas eszer aN153 AT 30
wuUFas (multivariate analysis) wuin tadei
INARDTEEE AN 530N IN 08 Wit AYVINeDn
IupﬁﬂaauzL%ﬂﬁ/iaﬁﬁizamwﬁmzma wdsioan
gniiv1dngnswsn laun UseiRnmsindn Usein
n13AuANlIAlARI8EIgATRIN HARNTIINY
WosUjUsn1s WBC = 10,000 cel/mm?® NLR > 4
total bilirubin = 3 ¢/dL Mslasueaiivnanseaes
Tneimzmslasusngnsassiidu combination
(lumsiasizidademsiasuenaivitngnsaes
wazmslesuengnsaesiidu combination i den
Yrwifiaz 1 Jede dWetlosfumsdin collinearity
PNMFIATIZN)
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01SIVN 3 Jadeiiiinasiaseezna1nIsIenTim LubUIBUZISVIDUNA SEEZUNINTEANY NAIADANNYLAT
Y

U1UngnIuwsn AIenTIAsIeiku univariate kag multivariate analysis

Univariate analysis Multivariate analysis

HR 95%Cl P-value HR 95%Cl P-value

21y 100  098-102 0992
LANE 127 088-182  0.201
BMI 095  090-101  0.090
welasunsEen 036  022-059  <0.001 035  0.19-0.64 0.001
wesnwiasuAIsguadvtn 045 020-102 0057
weldunisssunethi 132 074-235 0346
Usgifinismiuaulsalimesgasusn 059  040-087  0.008 047  0.28-078  0.003
ECOG PS flaus 2 Juld 419  281-626  <0.001 159 079-318 0192
NaLian

Hemosglobin < 9 ¢/dL 1.15 0.69 - 1.94 0.586

WBC > 10,000 cell/mm?® 322  21%3-486  <0.001 185  105-324 0033

NLR > 4 161 129-201  <0.001 157  110-224 0013

Albumin < 2.8 g/dL 416  234-742  <0.001 119 061-232 0610

Total bilirubin > 3 g/dL 421  256-692  <0.001 217 1.19-395 0011
nsldsuguaiiuntngnsass 025 017-037 <0001 032 017-061 0001
nslasuiaiivningasaeiieeaessiiniuly (Combination) 019  006-063  0.007 004  0.00-026 0001
Yiauase1 Combination

5FU/LV Ref. Ref. Ref.

Oxaliplatin-based 0.53 0.26 - 1.11 0.093

Antimetabolite combination 0.46 0.20 - 1.07 0.071

asuna:onusiaua

Mnuanidetl fisusieietndsyey
UNINTEG ﬁﬁa&iammﬁﬂwﬂ’@qm Cisplatin la
Gemcitabine fitadeiidwmafsoszoznansendin
pe 1 llyd AYN9EANMTIATIBTRUUNYGI
wls Laun Usgdnaelasunisiidn Useians
muaulsAlameegnswsn waemslaeaiivitn
ansaes lnlanizninld Yusnassaidaduly
(Combination)

faullludrsveansinedulsuzisae
thiszezuningzas deegnausnlumsineil
f31urusuveIn1s edeenitdnuiuseuly
sAde ABC-02! FadumsAnundnsdavesmsld
gupdivingnsusn (Aalseg i 5 SeU Weuiu 7 5eu)
wardldngdiuraanisaiuaulsa (disease control

rate, DCR) #a8n31 (34.97% Wguiu 81.40%) W

s¥er11a150n93alAgTIULRE 899155 NYA
TsruzdiathAszesunsnsyanedeengnsaesdy
mMsfnundl Llumnsetfunanisfinuaesauide
ABC-06° § i un1s@nw1dned wesnisldenad
Uniingnsaes IneflszosnasonTinlnosiads
6.20 Wou WisuipssiumsAnedounadludmin
Youunu'® uazdaminaiulet!

lusa1uT 'y ABC-06° 1aanlygnyen
FOLFOX Wuingniunsdnuludaninveuuiu’®
Tun13@ned wansliif udswualudiase
szozna1sendinlagsinainmsldgesenid
Oxaliplatin \ussduszney wavgnserildenlu
ngu antimetabolite $9uAu (bl Gemcitabine
wag 5FU 3 Capecitabine) ul i suffumshd
gn581 5FU/Leucovorin usilaliinanuunnsingeeng
HlpdAgyneana
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