. @ VITU ACADEMIC
PUBLISHING PTE LTD

PHRER A P e N

@ FRET
1.5 BAEMRER FEAT 810000
2. 58 KEMEERATRERESN] FiEWT 810000

M E: iR (BTC) Z—FFREBRNE, »ARER. RERPEE R, TR REFEK, KEHK
BTC %45 W A R Ttk AR, A BTC ¥ RA 20%—30% & A T H M Tk iEm, &RFRInEm
PG R BTCE—THIG W 7k, RRSHBFZREGAL, WeR£Z, Ak, BFRPETARSAER
FW BT, B TBTCAMFEIL, BFRKIAST 69 AL G AR Y . ERIEM—IRASCOTRIEF, 537
BF R4, BICWHRELZ LRS- 1ML TRERZTEEAE, ERAEWE, S-1 B WA S ZAFE G H BN
T E, M TREERTRELAMEER, E—RINHER (KHBO1401 ) £, & HEFIRLMmS-1 (GCS)
CRARHBTC HAREST 7 E, GCSAIRSH T EAEAE, MALFHERZOARE, £ 8 A0 —FREAIHRX

 (JCOG1920) *F, IR T GCSHEA T BTC KT #4879 /52K, EXBER Y, ZMNELET B HNAEL

AT AT AT BTC 89 45 B A 37 4 B AL 77 69 16 SR X3

KIBIE: wESE; MRE SR, RESR; REE; BF RAMLT

]

feiE g (BTC) A—FF RS HMNE, aiEie
. g EA SR, LR R e AR 35 A I A 2
ER. A BRE FEAZEEEY, BTCA A Z
WY . B B R, BICH & A B b g6
3%, FWZ T, BTCAEB A, R LFefp BIARE L, R
A 20%—30% I BTC ¥ it T e, K % #BTIC & %
WL AR TIh REEHEEB Y, £ ABC-02iX 5
b, FEEE (GEM) BAII4AE 7 (GC) 4E AW
BTC#—Z&A7E% 575 GEM £ 2587 347 Y. R GC
5F. GEMAe 2 IR EE 7T 257497 (GS ). GCA=S—13477
(GCS) AN A R —ZARERT 7%, £ 8 ARG
RPERE R, SF LA B A LG RBE 5 P -Eig m
N, RAEAF AT T #k, 1EBTCERAAFAEN K ET %
FO RAR, PREARS (OS) MAH1EDT,

F R A BTCR— A 2657 7 ik, IMHFRH
Ry g, kb Eikfe B F KA EE, Him
T Ttk & T EE0TUE", FRGEME, #*
BB A IRIZ A AN OSH Lm £ A (DFS) #)
FEREM, RERTTHRERIGR, 2K 4 BER
EEE, MBMAREA, sHEEFRE<SWT, BAFR
MR R TWRBTC B H5 0 —&KET 7%, 24 TK
EFREHKRPTAE, BFRBLT CHAR., £XE
iR P, RAEL T Bl EABRAT4 T BTC BF K

92

BT 6906 X e . 4% ) PubMed 3% B 34T Lkt &,
B R FME IR L, @A Tk AE LK)
F TR A K I R AR IR LA AN

—. HEsr

TFARYIGRE BTC ME—IRI TR+, (B A%,
I, TEIFRALH BT R EARARTG. BT
BTCAHXT 55 0L, i Bh AL 7 A UE 95 2 3 T — e T I IR
256 LR A B L 1986 4F E 19924E (8], 1 Uk ik
17 7 BEALAT RO S, DAPPAR R AR (n=158 ), R4
(n=118 ), AH#EE (n=112) SR (n=48) " FH B
N FERCHMFUIRELE (MFA ) 504iF AR (X 1R
) WIS A R R AR Y
SHEOSFISAEDFS R LG 1T 2 5. MR MF 4] I 22 95
1) 54E 0S 3 (26.0% vs 14.4%, P=0.0367) HI54EDFS%
(20.3% vs 11.6%, P=0.0210) A Fre, HAE=E AT
M A n G, AR AT, ZERERL I
WA P IT T LA B LIT T 5.

(—) ESPAC-3ik4s

XIS He B T 428 491 45 i J] 16l DX ( R
MG (n=297 ) FIFAMBEE fE (n=96 ) " B & il F
A5 FS-FIRWERE (5-FU) + W2 (FA) 57 P51t
HE (GEM) FRZGifyr. iRird SpaiF R4 iy, £%
LS 0S, AL FARAHN0SHIS2AH, fbyrdld



7208} 4314 A (X L [HR]0.86, 95% 1l {5 X [H] [C1];
0.66~1.11, P=0.25), JoAbyr ¥, SR, W% T HAb
TE R Z CAAEESY . MR o Rk A5 IRES ) ry Uk
SrMr N, IR B U 254 (HR 0.75, 95%
CI; 0.57-0.98, P=0.03), GEM4] (HR 0.70, 95% CI;
0.51~0.97, P=0.03), {HMEENIE, FERERGT (ITT)
SIFTHCEIER] OS g Ak, A2, PRI ek
AL

() BCATiRY:

IXIAE H AT TG R A T 225 i VI
P4 JEF T3 i 961 R 32 v R 5 s B 2 1 B 4 - R R GEM PR 2%
BT, FELE RN 0SS, HLal T ARYL 47 0S 2 63.8
~H, mMGEM4 /6234 H (HR 1.01, 95% CI; 0.70-
145, p=0.964 ), GEMZMH{ TLE K EAEN (RFS) Ky
36.01H, HaiF R4 #3994 H (HR 093, 95% CI;
0.66-3.32, p=0.693 ). GEM ZH A MELH TG 25 A4L

(=) PRODIGE 12/ACCORD-18 %3

TXIGAE L [ AT %) T I A F A T 196 1 U1 B
B BTC - (AR ) Bl FAR 5 CEMEX & B F|
H1 (GEMOX) M7 "™, sXIRFIE N A T 29 45% W RF
fEAS R, LGN N RFS, GEMOX 4 1 H 7 RFS 4 30.4
A H, TR A TR 4 N304 A (HR 0.88, 95% Cl;
0.62-1.25, p=0.48), GEMOXH4 fy 1 {708 K 7581 H ,
M4l F AL 4 50.84H (HR 1.08, 95% CI; 0.70~1.66,
P=0.74 ), #i W GEMOX & A L #. 7& W 4 43 #r
GEMOX . 7~ ) %% %5 9 RFS (HR 2.56, 95% CI; 1.04—
6.32, P=0.034) F10S (HR 3.39, 95% CI; (1.17~9.83,
P=0.017 ), {HiX 8Ly 20 5 AE D Aky7 RCR vl g
RN E 2L SRR, O TR A A2
Zorbrdh, TARYIZ MM (HR 1.99, 95% CI; 1.13-3.50,
P=0.017), #4584 (HR 2.31, 95% CI; 1.53-3.50,
P<0.001), il =40 (HR 2.33, 95% CI; 1.55~3.51,
P<0.001 ) 5H 221 RFS M AHIC

(P4) BILCAPi%:

XGRS R T A LI RIS e T FARIEIT 5
e d At 7 AR AE SR AR S BT B R T Y, R
LS 0S, TEAT B E ITT b p, Rl
HFRLOSHSLAA A, BAF AR A 4708 K364 H
(HR 0.81,95% CI; 0.63-1.04, P=0.097 ), FEWHFHGEK,
AL L, BRI, X430 61 35 (4% 07 50t (HEBR
ANABAFF G SR 2 RGN R E )
N, SRMTARM, REEREEL TS (534
Hvs 364 H, HR 0.75, 95% CI; 0.58~0.97, p=0.028 ).
FEITT 3 Hreh, KB4 B i RFS N 24440 H,

MREFENE | 52%/55118 a

Advances in Mordern Medical

M T AR A AERFS 1754 A (HR 0.75, 95% CI;
0.58~0.98, p=0.033). LRI EHH, RIGMbE
AL RFS 25940 1, M FARAR AL RFS N 17.4
4~ A (HR 0.70, 95% CI; 0.54-0.92, p=0.0093), & &
ITT 43 B i OS Rk BN Ge it 2 S, AHHR T Z5rHrh iy
0SB EHm . TR bR 38 WS 7 1 i) 2
FH . E A2 I DR e 27 25 48 p 4 E R B A iAo iR
VIR R HE AT 64 A WALy .

(7)) ASCOTiAYS

filE, —3iS-15 M A M U1 BR BTC 8 34 19 Bl AL I
W AF 5% (JCOGI202: ASCOT) % £, 7E20134E9 A
F20184F6 H HATH], 4404 i35 9k Bl AL 4 Bl 4% 52 S-1%#
AT (n=218) oW (n=222), FEEL SEEYIR
(BTC B, S-1HFE LT L THRAaiF AR, S-14134F
RN TIN D, 8T RHHK67.6%, TEITT4rHrH,
S—-1fJOSHETF WAL, HR K 0.694 (95% CI; 0.514-0.935;
P=0.008 ). S-14134ERFSN62.4%, PALiTF-R4HHN50.9%
(HR 0.80, 95% CI; 0.61-1.04, p=0.088 ). 5 #fi BiS-1
A 3L A YN R R AE IR (7.2% ). 1815
(29%). BRECFRE (2.9%) FYESF (2.9% ), XFIGIT
W2 PE R4, I, BB S-11697 & B0k H ACFIH
A TUASIE I [ ZE U0 BTC AAREIRTT 7 .

MR A B, 2R BEF AR UIBR AT H T BTC,
AR 3R VI BRAR S RIF VIR AR . 7E45 T4k
JPIHAZU/ING LIRS AR Z5 401 52 1 R 4 LGN BRI
FEASCOTIRER T, FES-1HBhfbyrdlrh, 424 & sz
T RIS TIBEA, 165 F 5132 T AR I VIBR AR
BRI VIBR AR GG 58 CRAR T 4 VI Bk
R (59.5% vs 75.8%, P=0.0733), KFRE5 VIR AR 4H
r A7) a5 BE AR T AR R DIBR AR 4L (90% vs 100%,
P=0.0358 ). MR B . Kipia . & A i
ARIEIEMIE, HBTCHF AR EARR, HILBTC LY
FRAE BT I FH I FAR B AR A T

=, EfE#HITRHEBL T IR RIS

— SO EAE I T I RIS O e F 58 T BTC A B fbyY
. ACTICCA-1 BF9E 2 — I TG R s, |
TEVPEA, GC O B 5B R B LY Y7L, BaTIE
FEEAT AR G HAth v LR ] Y LA GEMFTR B b 5 5
R R A ) IS A A T . BBy T T e —
Tl A S BING T AR E T 5

EKHBO1202 858 v, & T GCHIGS 4 B A7 18
AT I ICHB VI AR () BTC H 3 v 8 ] 471 2 4 e
BB B GO GS R B Ak iR R . H AT IE FE
Fr—TRBENL LI R ( KHBO1901 ), LT GCARh

93



. @ VITU ACADEMIC
PUBLISHING PTE LTD

16375 CSHE LI 7 IE AR TR A VIBR A 1Y BTC 35
BT RORN 2 41k

=. @

BT B R s AR R . AR E
A S5 I K AE B 3222, TCik 58 LT AR VIR = 144 B
b7 . EBILCAPHFZE 1, HAT 55% 1 (8 &% 52 i T 84
TERIE W4T BhIAYT 2 M2 R, BB ey r 44t T
— LB, BN Ca) BEAR DR & I 04 43 10 9 52 31 B
Pi%; (b) RS T2HIRIT; (c) M2 BIRYT7
ZWMes (d) IRY7 IR R TCIE R ) B R s (e)
G I PR R TR LB R . Rl By
BN Ry e At B BB R AR . B A
9 ) ROVIBR AN A4 S5k ms 2 2, i kg, nf
eSS AR . Bk, & EA 705 s 4 il (48
ML BTN BIEATCA LR, A TR s
HBMEST 5 AT ARG FEAE AT UIBR Y BTC.

It , fEEGE T ARG R ™,
AL ST 35 PEABIE + 40 (GC) vsRTIITAR, %05 B 78
FH 55 333 (5] 2 0L 92 ) ok A R BE A 9 i 19 4R % B ) I
i (GBC) M. i B4l 7e 55 1 K 5 8 K i GEM
1000 mg/m’ A4 25 mg/m®, B3 HEE —K. RATHIA
JE o3 B GCIRYY 3 R TERTIIFR4L, mhiFsa it
TFIEYY . FEA L N O0S, WEL S NEETRE. 1
BERAAA (PFS). ROVIBRR ., #tk. BT ARELE
FFET 3R,

FE— TR I PRI 3 ( KHBO1401) B8, LU
PEAL T 78 A5 + 4N +S-1 (GCS) 7EHE I BTC 35 11 4
LT GO, 7E0STTiE, GCSZEM LT GC
B 97 8 (b A20S: GCS A 1354 A, GC 1264 H;
HR 0.79; 90% CI; 0.628 - 0.996; P=0.046 ). GCS#4 FI
GC YL A RCR I3 41.5% F115.0% ( P<0.001 ),

K, GCS T 5k 1651 BTC B 35 0 bR VAT 5 12
HTARCEER, GCSHA 3HIHFT T H4RTR, MGCHT
BEI T TFAR . FATIEAE KHBO1401 3R 56 A9 .43 4
WF9E T IR g /MR R AE 7R R ™ 5 GeMEL, GCSHYMp
JEAR/NEYR . TR, AR, SR, 20% HBRFTE6
A FEYUE HBEA, RI, XHFRTUIBREIBTC 4, GCS
P BN ALST TR T AR A 1 B A BRI ROVIBRR .

M. it

Y64 Mk, WA S AR SRR Bh ALY X BTC
BA RO SR, 78 ASCOTIRIE e, S-14T B fky7
B A B T EIARHEIRTT ik . BRI B ALY 97 RS
FEWFFE, AR R Bl A7 76 P9 09 1E ZE R4 T 1 I R
B ZE AT S5 . AR ZRIR YT IR 75 A SR

94

BTC B H TG, ib3E R BTC 5 3 (1% 4 ZE I ] J A 1%
AR B — A KRR

S 3Lk

[1]Valle ] W, Kelley R K, Nervi B, et al. Biliary tract
cancer[]]. Lancet, 2021,397(10272):428—444.

[2]Krasinskas A M. Cholangiocarcinoma[J]. Surg Pathol
Clin, 2018,11(2):403—429.

[3]Rizzo A, Brandi G. Adjuvant systemic treatment in
resected biliary tract cancer: State of the art, controversies,
and future directions[J]. Cancer Treat Res Commun,
2021,27:100334.

[4]Rizzo A, Brandi G. Neoadjuvant therapy for
cholangiocarcinoma: A comprehensive literature review(]J].
Cancer Treat Res Commun, 2021,27:100354.

[5]Valle J, Wasan H, Palmer D H, et al. Cisplatin plus
gemcitabine versus gemcitabine for biliary tract cancer[J]. N
Engl ] Med, 2010,362(14):1273—1281.

[6]Morizane C, Okusaka T, Mizusawa J, et al.
Combination gemcitabine plus S—1 versus gemcitabine plus
cisplatin for advanced/recurrent biliary tract cancer: the
FUGA-BT (JCOG1113) randomized phase III clinical trial[]J].
Ann Oncol, 2019,30(12):1950—1958.

[7]Ioka T, Kanai M, Kobayashi S, et al. Randomized
phase IIT study of gemcitabine, cisplatin plus S—1 versus
gemcitabine, cisplatin for advanced biliary tract cancer
(KHBO1401— MITSUBA)[J]. J Hepatobiliary Pancreat Sci,
2023,30(1):102—110.

[8]Bridgewater J, Palmer D, Cunningham D, et al.
Outcome of second—line chemotherapy for biliary tract
cancer[]]. Eur J Cancer, 2013,49(6):1511.

[9]Shindo Y, Nagano H, Kanai M, et al. Clinical
outcomes of secondline chemotherapy after gemcitabine and
cisplatin plus S1 treatment for patients with advanced biliary
tract cancer in the KHBO14013A study[J]. Oncol Rep,
2023,49(2).

[10]Noji T, Hirano S, Tanaka K, et al. Concomitant
Hepatic Artery Resection for Advanced Perihilar
Cholangiocarcinoma: A Narrative Review([J]. Cancers (Basel),
2022,14(11).

[11]Nakahashi K, Ebata T, Yokoyama Y, et al. How long
should follow—up be continued after R0 resection of perihilar
cholangiocarcinoma?[J]. Surgery, 2020,168(4):617—624.

[12]Miyazaki M, Shimizu H, Yoshitomi H, et al.



Clinical implication of surgical resection for recurrent biliary
tract cancer: Does it work or not?[J]. Ann Gastroenterol Surg,
2017,1(3):164—170.

[13]Woo S M, Yoon K A, Hong E K, et al. DCK
expression, a potential predictive biomarker in the adjuvant
gemcitabine chemotherapy for biliary tract cancer after
surgical resection: results from a phase II study[J]. Oncotarget,
2017,8(46):81394—81404.

[14]Siebenh tiner A R, Seifert H, Bachmann H, et al.
Adjuvant treatment of resectable biliary tract cancer with
cisplatin plus gemecitabine: A prospective single center phase II
study[J]. BMC Cancer, 2018,18(1):72.

[15]Takada T, Amano H, Yasuda H, et al. Is
postoperative adjuvant chemotherapy useful for gallbladder
carcinoma? A phase IIT multicenter prospective randomized
controlled trial in patients with resected pancreaticobiliary
carcinoma(J]. Cancer, 2002,95(8):1685—1695.

[16]Neoptolemos J P, Moore M J, Cox T F, et al.
Effect of adjuvant chemotherapy with fluorouracil plus
folinic acid or gemcitabine vs observation on survival in
patients with resected periampullary adenocarcinoma: the
ESPAC—-3 periampullary cancer randomized trial[J]. JAMA,
2012,308(2):147—156.

[17]Ebata T, Hirano S, Konishi M, et al. Randomized
clinical trial of adjuvant gemcitabine chemotherapy versus
observation in resected bile duct cancer[J]. Br J Surg,
2018,105(3):192—202.

[18]Edeline J, Benabdelghani M, Bertaut A, et al.
Gemcitabine and Oxaliplatin Chemotherapy or Surveillance
in Resected Biliary Tract Cancer (PRODIGE 12—ACCORD
18—UNICANCER GI): A Randomized Phase III Studyl[]J]. J
Clin Oncol, 2019,37(8):658—667.

[19]Verlingue L, Hollebecque A, Boige V, et al.
Matching genomic molecular aberrations with molecular
targeted agents: Are biliary tract cancers an ideal
playground?[J]. Eur J Cancer, 2017,81:161—-173.

[20]Primrose J N, Fox R P, Palmer D H, et al.
Capecitabine compared with observation in resected biliary
tract cancer (BILCAP): a randomised, controlled, multicentre,
phase 3 study[]J]. Lancet Oncol, 2019,20(5):663—673.

[21]Nakachi K, Tkeda M, Konishi M, et al. Adjuvant
S—1 compared with observation in resected biliary tract
cancer (JCOG1202, ASCOT): a multicentre, open—

label, randomised, controlled, phase 3 trial[J]. Lancet,

MREFENE | 552%/5118 a

Advances in Mordern Medical

2023,401(10372):195—203.

[22]Fujiwara Y, Kobayashi S, Nagano H, et al.
Pharmacokinetic Study of Adjuvant Gemcitabine Therapy
for Biliary Tract Cancer following Major Hepatectomy
(KHBO1101)[J]. PLoS One, 2015,10(12):0143072.

[23]Kobayashi S, Nakachi K, Tkeda M, et al. Feasibility
of S—1 adjuvant chemotherapy after major hepatectomy
for biliary tract cancers: An exploratory subset analysis of
JCOG1202[J]. Eur J Surg Oncol, 2024,50(2):107324.

[24]Yanagimoto H, Toyokawa H, Sakai D, et al. A
phase I study for adjuvant chemotherapy of gemcitabine plus
S—1 in patients with biliary tract cancer undergoing curative
resection without major hepatectomy (KHBO1202)[]].
Cancer Chemother Pharmacol, 2018,81(3):461—468.

[25]Toyoda M, Ajiki T, Fujiwara Y, et al. Phase I study
of adjuvant chemotherapy with gemcitabine plus cisplatin in
patients with biliary tract cancer undergoing curative resection
without major hepatectomy (KHBO1004)[J]. Cancer
Chemother Pharmacol, 2014,73(6):1295—1301.

[26]Cunningham D, Allum W H, Stenning S P, et al.
Perioperative chemotherapy versus surgery alone for resectable
gastroesophageal cancer[J]. N Engl ] Med, 2006,355(1):11-20.

[27]Al-Batran S E, Homann N, Pauligk C, et al.
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[J]. Lancet,
2019,393(10184):1948—1957.

[28]Goetze T O, Bechstein W O, Bankstahl U S, et al.
Neoadjuvant chemotherapy with gemcitabine plus cisplatin
followed by radical liver resection versus immediate radical
liver resection alone with or without adjuvant chemotherapy
in incidentally detected gallbladder carcinoma after simple
cholecystectomy or in front of radical resection of BTC (ICC/
ECC) — a phase III study of the German registry of incidental
gallbladder carcinoma platform (GR)— the AIO/ CALGP/
ACO— GAIN-—trial[J]. BMC Cancer, 2020,20(1):122.

[29]Kobayashi S, Wada H, Sakai D, et al. Impact
of Tumor Shrinkage Pattern with Biweekly Triplet
Gemcitabine+CisplatintS—1 Regimen for Biliary Tract
Cancers: Implications for Neoadjuvant Therapy from the
Data of KHBO1401 (KHBO1401—1A Study)[J]. Oncology,
2024,102(6):447—456.

95



