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Background: Cholangiocarcinoma is the most common
malignancy in North-Eastern Thailand. While surgery is
the only curative method in patients with early stage
disease, chemotherapy is rarely curative in advanced
patients. 5-FU based combinations are commonly used,
resulting in response rates of 20-30 %. Capecitabine is an
oral fluoropyrimidine that generates 5-FU in the tumor site,
is highly active and well tolerated in patients with
gastrointestinal cancers. Therefore we evaluated the
efficacy and safety of Capecitabine as first line therapy in
patients with advanced cholangiocarcinoma.

Methods: Our study was an assign stepping evaluation.
In the first step 12 patients received six cycles of
Capecitabine 1250 mg-m? twice daily on days 1%t -14%,
every 3 weeks. The primary endpoint was overall response
rate (evaluated after the 3 and 6™ cycles of Capecitabine);
secondary endpoints were time to progression (TTP) and
overall survival (OS). Patients with partial response (PR)
or stable disease (SD) after 3 cycles received 6 cycles of
treatment. Patients are to be enrolled in the second step if
there is at least one response in the first 12 patients.
Results: Of the 12 patients enrolled in the first step,
9 completed 3 cycles of Capecitabine. Reasons for not
completing were progressive disease (PD) after 1 and 2
cycles (n=2) and lost follow up after 1 cycle (n=1). Intention
to treat analysis after 3 cycles of Capecitabine showed
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2 PR (17%) and 3 SD (25%). One patient with initial PR
still has a PR after completing 6 cycles of therapy. Median
TTP is 4.4 months (95% Cl, 1.5-7.3). Median survival has
not yet been reached. Stomatitis was the most common
adverse event reported (58%, 7 of 12) and 2 patients (17%)
developed grade °/, adverse events (diarrhea, hand-foot
syndrome, skin cutaneous ulceration and stomatitis). All
adverse events were manageable and resolved after
Capecitabine dose reduction. There were 5 deaths con-
sidered due to PD and 7 patients were still alive at the
time of analysis.

Conclusion: Capecitabine appears to be well tolerated
and has modest efficacy in patients with inoperable
cholangiocarcinoma, which is highly resistant to chemo-
therapy. Further investigation with larger numbers of
patients is warranted to confirm the benefit of Capecitabine.
Keywords: Capecitabine, cholangiocarcinoma, advanced
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A15199 1 4 asanwazugudilaelunisdneg (N=12)

N (%)
Gender Male 6 (50.0%)
Staging A 1(8.3%)
1B 2 (16.7%)
VA 2 (16.7%)
VB 7 (68.3%)
Primary tumor T2 2 (16.7%)
T3 6 (50.0%)
T4 4 (33.3%)
Regional lymph node No 5 (41.7%)
Yes 7 (58.3%)
Number of distant metastasis 0 5 (41.7%)
1 4 (33.3%)
2 3 (25.0%)
Organ of distant metastasis Pulmonary 5
Lymph nodes 4
Chest wall 1
61’1‘5’1\117; 2 ?’]ﬂ@;ﬁLaﬂﬁm’]ﬁ/ﬂ‘]‘_‘f’]LL@Zﬂ’Wﬁl’ﬂ‘U um&i@mﬁnm(Nﬂz)
Response After 3 cycle(N) After 6 cycle(N)
PR 2 1
SD 3 1
PD 6 2
Unknown(lost FU) 1 1
PR= partial response SD= stable disease PD= progressive disease
l}ﬂ’a"Nﬁ 3 N17AaU u’ﬂ\ﬁmﬂ‘ﬂ@\i’ﬂﬂﬂﬁ/\m’]ﬁ‘/ﬂ‘]ﬂﬂ 6 78U
Response after 6 cycles
Response after 3 cycles PR SD PD Unknown Total
PR 1 0 0 1 2
SD 0 1 2 0 3
PD 0 0 6 0 6
Unknown 0 0 0 1 1
Total 1 1 8 2 12
PR= partial response SD= stable disease PD= progressive disease

ANRALNINTTANE8 TALAZANBALILLZIIANTEA
e o d o oa o . .
190 (30N 1 wazgUn 2) UAeABLRY time to disease
progression WiNAL 132 J14 ANN9NANNNIIRATIR AB
11 ey
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NATN9LAENTB9NTTFNEAR8IEN Capecitabine mono-
therapy ﬂ@’lw,ﬂmm"mqmmmumﬁm@ﬂ Tnaunniuna
4191AeI grade 1 TNt A Aannazlanaiialanaiin
ANt U (hand-foot syndrome) Gﬁdwuimunﬂim_lmﬁﬂwﬁ
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Number

Cycle 1
(n=12)

Cycle 2
(n=10)

Cycle 3
(n=9)

Cycle 4
(n=5)

Cycle 5
(n=4)

Mild juandice

Pulmonary dysfunction -

Cardiac dysfunction

Mild constipation

Cutaneous

Mild

Moderate

Diarrhea

Hair loss

Mild stomatitis

Infection

Hand-foot syndrome

Mild

Moderate

Mild anorexia

Mild nausea, vomiting

M99 5 NsANEsesd 2 N0 5-FU luguanlunnsinmdihauzisaviatnanddaldliraunsnszans

. o BRGNS .
ao o AMUIUK1I8 ANNNNANY
ﬂ’l‘a‘ﬁﬂﬂ’l ATENLANLILMA b ABU URAILLUU “ -
u Tuns@n | 9 FAATIR (LADU)
n@uq‘u (9n89a)
Falkson et al’ 5-FU 30 10 45
Takada et al’ 5-FU 18 0 NR
Choi et al* 5-FU/leucovorin 28 32 6
Glimelius et al° 5-FU/leucovorin/etoposide 37 N 6.5
Gebbia et al’ 5-FU/leucovorin/hydroxyurea 30 30 8
Taieb et al’ 5-FU/leucovorin/cisplatinum 29 34 95
Raderer et al® 5-FU/leucovorin/mitomycin-C 20 25 95
Patt et al’ 5-FU/interferon 32 34 12
Ducreux et al" 5-FU/cisplatinum 25 24 10
Ellis et al" 5-FU/epirubicin/cisplatinum 20 40 1
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meafaﬁ‘lui”ﬂwmiu mwmm:mmﬁmimmimhﬂ%uu
’Lumammmﬂumsﬂﬂmqamv 812947 3 (Phase Il trial)
A mLﬁﬂummmumﬂﬂmumLﬂmmumiu
filaany Li\immmmiu unsnensalavTentluscey
UNINTZAY 34memmnmrpﬂmmLmsjmumumnﬂi
dsinlugthanziivieniabuihnuazguinuaziudon
gilaelunnsAnmauau 139 9e Maiitinga mitomycin-
C uay 5-FU mamumﬂﬂmummﬂm Wummﬂfmw
VLm‘umLﬂumummmmwmmwmnmmemwmmmmm
mﬁm LIN9TA8 6 ALY 2.5 hau wasldnsnsen
37 5 T sndnedneiltes Anypederar 26 ey
faaaz 14.4 Lwimmvl,iﬁmmj@ﬁnmﬁqLﬂumiﬁﬂwﬂﬁﬂ
sxeiz997 2 (Phase Il trial) ﬁaﬁuﬁiaiﬁﬁﬂ’mg’w’mﬁﬂwﬁm
A9 WAnEde e Tneilsndsait dnyie
NNIARL WASLLLABUELAMNA visaNINnInFatas 50
(response rate) LL@vm'ﬁ'mmqmﬁ@m%ﬁmimmqmmﬁﬂw
ELummm:m mmummwummnmmnm Alugilag
uziSevierng Ae 5-FU ‘Lmﬂm@mm”lmﬂl,l,uummm 38
hmmummumumum@u Ralfintlsy “nEAn "
(13197 5)

mmm:rwm Falkson® uaz Takada® 74 5-FU L'ﬂu
gfen Ry Laand aLeFaea 10 winttu
‘Emﬂwmmmnmwiﬂmamimu usuLieug LAY
LariiAnfananssaniantszanns 6 wew el Su
Usz"nBn e 5-FU #ae leucovorin Wui18msInng
AaL um@ﬂm@mv 30 WAANAINANITRATAAWINANAS
6 (e Wafiuensaf iy A9ENLTURIN Etoposide,
Interferon 1138 Clsplatmum Wu8msINNIAaL uaglile
mmumnuﬂ @E'Vli“ﬂf;lﬂo, 20 ﬂﬂi@ﬂ@w 40 Wil ylade
AnAenanssendinfianlngedstlssinn 912 ey
wanan 5-FU udaenaihiinanafiaviiedilésuaany
u%timﬁnmmniuﬁﬂwm SaviarinAAe Gemoitabine
wmmﬂmﬂummﬂfﬂummmmﬂ @”‘Lu@mﬂﬁmu GN
mefauaumumamv 8 D 3 mm@mv 60 WaiAn
AananeTandaud 6-16 Lmﬂu“” usaeinglsfnnuiield
Gemcitabine mmumﬁmm@u (combination regimens)
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Wudemsmen uedlagiedailszunndesas 3050 uaz
AfenaneTandiniiflineu o e 15.4 LReu
fsngarwmaaaiifunisinmaindsznalnalae
Thongparsert AT ALY AN®81 Gemcitabine 1,250 mg/m’
Tusud 1 uaz 8 sauuen Cisplatinum 75 mg/m” Fudt 1 15K
NN 2w “Uand Banuaugilaalunis@nm 40 MY WU
1@%@?WW@U ueauUUfaugLTREAY 27.5 LAZRANRNAN
F3mh 9 e’ ’ﬂ?_l’]\'ivl,iﬂ[ﬂ’m Gemcitabine 1fugNAR
mummmwmmummmq m%m wlaiine Capecitabine
faifhuen 5-FU wmﬂammmmu U yuilalsr vBnw
nsinwskaviiuegduuuiuilseniu Insusazseu
n19fnEAY i“uﬂi”muﬂivmm 14 Juuazidu 7 94
mimmimﬂLmuumam@mlﬁlmmmﬂummmmm
n m@ﬂLﬂummmumumﬂmumimmamiﬂLmuam
‘w%wmiﬂmrmqmﬂmmimmwmmmmm TGP
nanTsAnEUTeLWeLiunnslden 5-FU $9ufy leucov-
orin gUanlugilrenziiaanl ugjszazunsnszane wudn
emsmey ummzﬁﬁmmwam%ﬁm"l,mmmhﬁu
aeinailsle °’1ﬁ”m1n'1<1 R’ Lmemn\‘iLmﬂmnmﬂumﬂw
N ﬂMﬂWWﬂj’mﬂ"lluLL@vaN *LutlAnarn1Fane lunnsuen
mma‘ﬂﬂu‘mwmm@

mnm@maﬁﬂmmﬂ%m Capecitabine 1HaLAE 11
mmmmmmﬁmm 2,500 mg/m a1 1usui 179 14 15
NN W ﬂm’m wmﬂuemmmu uassaay 16.7 m"l,u
mﬂmﬁmﬂfﬂ 5-FU WLILAR it ui@ﬂ@“luma‘ﬂﬂmuu
ANAINATINNI3ATAR L0911 Lmu mmmqmmﬂmw
NaN9491961 81 Capecitabine Hinadnafesd 'Wmm
wu”l,m AYTiBaL" 8l Imamnimmm Femaniaiaviea e
7 mmiumqmuﬂmLﬂuﬂfmmum\ﬁvmu 3 uay 4
faeny 5 Wint LLmslumafﬁﬂmmquiuwmqmﬂw
mﬁ‘l,mmmmmmimu £l N19E hand-foot syndrome smuﬂu
e aAtaRa Nz I dSanas 34 WANHAIINUUIS
svAu 3 uay 4 wuldtlaandnFasay 10

31l

sldeATtngm Capecitabine Faufugn 5-FU gtluvy
Futlszmnulugiloeny Savievinalusvasilyl qmmmmmim
m@ummwamvmﬂﬂmmmvau Wnameu uasd
ﬂ@umqmmm@mmwmﬂmumﬂmm 5-FU Tugilan us
‘Lummnm\w@mmmw Jindnauauwiniuniglden
Gemcitabine ‘1/1LﬂummmmumumimLmv@glugmmu
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