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Abstract

Hilar cholangiocarcinoma (hCCA), also known as Klatskin tumor, is a malignant tumor that originates
from the biliary epithelium between the secondary hepatic duct and the opening of the cystic duct.
Surgery is the only potentially curative treatment for hCCA. The nature of the surgical margins is the

most critical factor in the long-term survival of patients undergoing resection. However, as the most
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common subtype of cholangiocarcinoma, the pathological type of hCCA is mostly low to moderately
differentiated adenocarcinoma, which is highly invasive and malignant, with no obvious early symptoms
and no effective means of detection, so most patients are already at an advanced stage of the disease at
the time of diagnosis and have lost the indication for surgery. Although neoadjuvant chemoradiotherapy
combined with in orthotopic liver transplantation has been demonstrated to be an effective treatment
modality for some locally advanced unresectable hCCA, it cannot become a treatment option for most
patients because of the strict inclusion criteria, shortage of liver sources, and loss of transplantation
condition in some patients due to tumor progression while waiting for liver sources. Although
conventional chemoradiotherapy prolongs the survival time of patients with unresectable hCCA to some
extent, its efficacy remains limited. Some researches have indicated that neoadjuvant chemoradiotherapy
can downgrade a previously unresectable hCCA into a resectable one and improve the R resection rate,
but it lacks credibility because of the limited amount and obsolescence of the relevant data. With the
advancement of technology, photodynamic therapy and new radiotherapy techniques including
stereotactic radiotherapy, three-dimensional conformal radiotherapy and radioactive particle implantation
have emerged, local treatment of hCCA has entered a more precise era. In recent years, with the
development of genetic testing and in-depth research on tumor microenvironment, inhibiting tumor
progression at the molecular biology level is a popular direction for research on various solid tumors.
Targeted drugs for different targets and immune checkpoint inhibitors (PD1/PD-L1 antibodies, CTLA4
antibodies) have emerged and made rapid progress, providing a new direction for the treatment of
unresectable hCCA. However, as far as the current research is concerned, although targeted therapy and
immunotherapy have achieved excellent results in the treatment of intrahepatic cholangiocarcinoma,
their performance in the treatment of hCCA is still unsatisfactory. A single treatment of unresectable
hCCA is less effective, the combination of multiple treatment modalities is the focus of current research.
This article mainly addresses the progress in the treatment unresectable hCCA and the feasibility of
neoadjuvant therapy in achieving R, resection, hoping to provide some reference for the treatment of
such patients.
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045 98 (cholangiocarcinoma, CCA) J&— Fli i
U5F NEAE b R 40 i A S v b, A o T Al b e
(9 3%, i T RECE A b R B 10%0~15%! 5 AR B fi 351
AL EMANE, CCA A 43 R JHF N CCA  (intrahepatic
4k ceA
(extrahepatic cholangiocarcinoma , eCCA), eCCA X 1]
g R 1T &8 4 9 (hilar cholangiocarcinoma ,
hCCA) & it i i % % (distal cholangiocarcinoma,
dCCA) o hCCA 2 i CCA 1 609%~70% , 7E 74 J5 {5
(9 K2 A 24 29 1.2/10 T3, 7 S 9 [l 5 v ) 0 3%
g, JU IR R E AR 29 15 000 B BE 2 Wl
hCCAP™ . APRE TR I hCCA ME— 1T B A AR YA 7 1k
XF T4 B g B2 T s o 1) Jm) 0 G 1 9 hCCA 72 357 4l

cholangiocarcinoma , iCCA) Zi|
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By ik Ak 97 5 A7 IR AL B B A (orthotopic liver
transplantation , OLT) T #IEsLREFRAE ] 132 1) 5 4F
H: 1% (overall survival, 0S) R, {HH T T 5 % Gk F
PR AN ARRUE , 25%~31% B 5 16 25 £ BT IRt
W Uk R KB RIR AR, T T B RS BE AL R
R ZEhCCA B 3R 7 Jr X U) % 1% B 2 hCCA
BFIRAFA T KA A7 0 S8 . SRR Meta 43 HT
R Ry VIBRAL S R, VIBRAL A 5 4F 08 R HAT Wl 3% 2%
5 (38.68% vs. 12.84%, P=0.000 1); M T R, Y]
Br, Ry VIBR ARG & &R B EL, Komaya 55U
17 B9 BA S BIE 58 43 B T 340 4] R, U1 5% F 62 451 R, YT
[ hCCA BB H ARG R LB, fErEvimE, R4
52 kR BAK T R, 4 (582% vs. 80.6%, P=
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0.001), HR AARGEEKBIEITER, % T hCCA 7
PRI BT, Ry UTBR AR, AR 18%~42%" .
bR X hCCA AN 0] I B 19 3F A 2 R H Burke #7
HECON () — MU I 2 4 X REAE L T Sl k)
FIK Tz 2 R (2) WU 2 9% I8 I A ER W] B 32
B (M@ B R UmMPE); QN#kETZE
>3 em; (4) UM 3l ik B 1) & Bk 14552 35 (5) fi g
R (o) =B EM () WIS ALE,
MELLT 52 TR . 2% (i fbin sy i E £ 1t
WO(2021 fiR) ) M AN AT OIBR A E L, T
B E T 5 S R R AT DR g, Ak
g R e ) (1) | dmAb R . E Sk SR K
ML R i B ARl TR R AR e KR
TAMRE AN AT D) B s, B AR A IR — I T A
2 BRI EBUR 255 N w52 AR . X

o}
E1 FEEfEE hCCA

e R ERAR UK R ge, ARSI, BRI
Fbk . Pk iz 2 R, R P IBA L Uk A
REf S R VIBR, B AT Nk g5, iz H R
KB, WL A VAN S A SR O #E AT
WEFAR, BHRMECT . 7 B —ERE LT
K T hCCA A A ), (HACRAN W% o 783 4 Bl
BIT I, BARA Z A58 R WAL ST RE 98 K A
A UTER 9 hCCA iU ), JF SR, VIR, HRZ
PR PR IH B = KOALRT BE PR AR E IR SE . B
#sh 7197 (Photodynamic therapy, PDT) . 374K
SEMBOT . PURF A BBIEARYT . RPEIR YT AR
P T L6 T O 2K JIE TR M R 0 3R O b U
TR, ORI YIER 19 hCCA IR 7 $E 4t 1 3
Z iyl RETE

D

A — MU ZE AR X IRAS | BFSh Bk e TER K2 % R B XU 2 ZARAEI A IR IR I 52

C: I'EkETZE>3 em; D SUMAThIK ST ks 32 2

Figure 1 Locally advanced hCCA

A: Atrophy of one hepatic lobe with extensive involvement of the contralateral bile duct,

hepatic artery or portal vein; B: Involvement of bilateral grade 2 bile duct confluence; C: Portal vein trunk

involvement >3 cm; D: Involvement of bilateral hepatic arteries and portal veins
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by B B A NG O 22 F RSN, AFIIRER 4
PN RNV PR N SR o N R 3 oS
1.1 F4BFE&F (future liver remnant, FLR)

) 4% FF AR R AR o TR AL (future liver remnant/
standard liver volume, FLR/SLV) <30% #% 1\ & & R
Jei K HE I T e s 0 1Y e R X TR R R
JF RS Ak, . 98] 4 15 min W R ORS10% 09 E,
L3R FLR/SLV>40% , 5 W N 8 28 F AR o 1 #k ik ke
FER (portal vein embolization, PVE) J iz i T AKHi
FLR S & A RR 95 35 o PVE RS FLR 34K 3
g, RERTERK, WHE T E 46 A A REA B KT
AREBEAE, — % Meta 53 BT T PVE R J5 FLR
-2 0] B4 0 8%~27% . A 8t PVE 3] [8] fil 988 7 7% iF J&&
MR RE, XTI o R T BRA 4 B TF B ik Ak T
P g€ T bR 2E T Bh Bk b L A5 it 42 i ek e
HE R IF PE— A #E FLR 3900, {5 B A 4 BT
Ty 1 3 vy 5 I R0E 0 ME R A Bl 2 3G . BRI A
F A0 T #E Mk 45 L (associating liver partition and portal
vein ligation for staged hepatectomy, ALPPS) W] if i
- IRF VI BR 5 5 FLR PRl 3 K, ALPPS W] 7¢ 1~2 Ji]
LA 47%~192% 11 ) 4 BF R 3 /B R, T
PVE, PHWIFA a1 BE 58 e R 0 /b i e 0F
AR B ALPPS R JF R . IR
FEIEe . BRI e . MR AT A R R RE R A R
KA BE R 5K 68% Ml 12% , B K Bl 3 A =X 10 N T 2l
HE, IF RONE B SRR BRI, HAE hCCA (1
N AR R R i L] (R LR IR H ) .
[ B ALPPS Bl /F 4 75 2017 4F X% % 48 7 vh 29 4] 17
ALPPS F1 257 5] B 4 F R 1) hCCA /& # #E17 [ #4¢
ALPPS 41 90 d % 58 R J&: 9E ALPPS 41119 2 fi%  (48% ws.
24%) , H i 0S A &2 4k ALPPS 41 19 1/4 (6 4~ H
vs. 29 4~ H, P=0.048) "I [H ik PVE H @i {5 &
hCCA &I FLR W 3% 77 7%, ALPPS 7E hCCA 9 i
MAEABR, L PVE RN TE T % .

1.2 PEES|HR

hCCA {7 B FF ok, TEAEGIFA MMM EE ., R
FIT ELE 5 | 9 AS A0 AT U IR A B, % A RE R, 4R
mARJE PR AR RE ), BCE AT IIRE, BRACR ST
TERUES , 0 RE S B X 2 AT T A2 v, A
T ARBIACST 55 4 & 2593697 MU #E 47 . H AT,
AR NAIE 5] 0 8 AR R A AR, R A A
By J& . (1) Il ¥ & B 20 % (total bilirubin, TBIL)
>200 wmol/L; (2) B JH 7 22 I W K5 B) R 5
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FLR<40%; (4) &5 Jf AHIE /2 5L . BE i 20 fig fe i . I
A LA A P Ay RO A BB T )
BB INEF I REAN 4, TR SUH LR K
<IEH BB 2K 1.5 /%, B TBIL>200 wmol/L
AN REAE R B 4 Bl IR 7 BT GE SR I FR AR, BN
R TR AT 4 2 08T R B R O B R A LR AT IR E 5
i, A A R 2T R K F B 2 34.2 pmol/L LLF .
B IE 51 5 O 2 3 B A 248 K 28 B A R I A SR
(percutaneous transhepatic billiary drainage, PTBD) .
NEE T & 048 513 (endoscopic nasobiliary drainage ,
ENBD) . JHH 325851 o 2015 4F v [& 41 88 B 2
hCCA B2 1A % AL B S [T I B2 25 hCCA
L Z IR, PTBD AT REARER AR KUK 5 A A
QU HPTBD B R I AR B,
17 PTBD fF: 4 hCCA A i IH & 51 3 4 1 2% 5 X
KA HAHY BB HL A TR BT PTBD A1 ENBD
519 77 26 hCCA B BRI, 45 342 78 PTBD 2
AR A A7 03 R0 b e A9 T8O A% 0 g S A B R,
H ENBD A g A iy JH T8 5108 89 e £ D7 7% o AHGE SO
Sl AL 45 T AT IE A XSRS (endoscopic
retrograde biliary stent drainage , ERBD) J PTBD 5| %
THIE SR T . I IE SR AT SR SR A K
% JB ¥ 4 (self-expandable metallic stent, SEMS) ,
SEMS [ 3 1% i 8] I T B0RE S22, 0 SCRBI G o
3, HEAE T SEMSP 2017 45 R 1 4 %
ol R A8 BT LA v A5 JB A Y IR 4 9 ZUARE TR E
B TR H AR 10 mm 1) SEMS F 418 1 A 36 A
BH A AR H R E 513 o AF AT 22 2 A AR i E
B SR 52 A AR ROV BR ], JEHOE SEMS, R
HRTAl R 4 PR R RE IR A, MO R, VT BRAE L .
hCCA I I8 A BH £ ' %2 % , ENBD K ERBD j{ # [
e, HZBRT ARG 5 kA A 58 SR ik 42 55 0 &
$iE, I PTBD K H A S 9 IH T8 S 85| 3 T fE 2 B 4
AR £E, X T UIBR TR AT AT JHGE S8 AR 1Y
TN A BE ATy 5 i — 2P R R

2 MEFEAAYIRREIEST

Xf T R 2 AN AT I BR A9 hCCA L BR T B 3CHR K
A AEIE 51, 4 B e Jm ¥ B8 0 B R N 7 R I 2K IR
HRRITOCHE . B TR R AT AL, DLSL AR E
WYY . S HEEAT T . PR 4 AR AT A
Y. PDT. $ja . SR aFiRsr i Xy B, A
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A YIBR A hCCA B3R YT B AL T8 9 77 Il o X T3 43
F A5 M5 B2 T b 0 1) J=) 356 S S TT B0 9 11 hCCA HR
B, 2k A B AR T S TR A BT RS A B Bl S
AATI TS, REMEARASHH Y RAS I S 4E 0S K, A
R B AR 0 A bR o B T SRR FR
W, AUDECRF RIS HESZ OLT . B A T e Fr il
16 PE VI BR F AR & A T 0 R hCCA By 38 78 A A1 5 20,
EDNERIIORT A S 3 i DRI RS R E R
PEBRIA B = TR P B 52 A0 S
21 Mt

1 G5 Tl )7 AE W3 30 hCCA (3697 RN (A R, Fifi
HREMEEF IR, B8R m T . S 4EE
FFHOIT TSR R 25 7 YRS i T B R A
hCCA w1y 1 FH Bk 2 L . A BF R R 1],
K F T I 2 SE R A2 R R 45 9 AR R B
hCCA A7 >k W] & (%) Jay 34 42 ) A0 A A7 4K 4% o ilCJT 7
hCCA G YT H AR A B i B, 7R 11 5 223K A L3R
FR 5 W BT P A ol SRR A ALY . i =R AR
30 151 s 0 1 30 A AT BT 19 hCCA S8 35 47 37 A 8 1) i
JYERA P IEALYT , B4R e B A A 1 ) A
HERE, KRB F A 16 Bk B E M, h LT
A E B (disease-free survival, DFS) H 18 ™ H ,
HRL 0SS 24 A H % WF 58 BT R B Ok 1Y 5 22
R, A NGRS E T Y & R A S E L R . AR
e, UKL AR NHGE TR IR s I, R
SHREMR, AR/, XSFIEWAHSMON, KA
JH 8 52 488 AFE hCCA AYIR YT 1 B AT e B A =B,
ISR AT RS R AT IR LS, A P A g A
fiE 1% 3 SiE K S S0 gy B )T A S AR 68 431
AT YIERYE hCCA 3T 4 W2 (38 ) A X) i
41 (30 1)), Horp UL B 41 AT 4 i IH G S 4R E N B
A PURT N BB SRR YT, X IBYL B Al 45T 22 7
W AE A, B9 BN WA ARG 64 H X4
KR E T RA (94.80% vs. 76.67%, P=0.03),
H W5 28 v 457 OS o B & fL T X R4 (20 > H ws.
1311, P<0.05) . R4 —I0 Meta 73 #7745 H JH 38
LHEA PR A E AR SRR IER XA
6] (4 22 53 TE G243 X, HR 5 JHGE i . BH T
AL MR R L AR R R TR U R T R
AT 240 o LA bW 5% 2 BIORS o 07 B R A2 A ]
VIR hCCA MR YT U B 3, XTIk T e /b IR
SHOT KW IR YT AL B AR, X TR
HALA L/, T2 R AF . BAR B R T4 e
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T AE hCCA 4 Bh v o7 vh iz iy e i g2, (HH
FEH BRI O R RS AT A A .
22 {kyr

197 J& A a] Y1 B 9 hCCA 1Y 28 M yA 97 7 2K
Valle S0 HE 47 19 T 109 BE AL X HEGKBG 45 R o, 3
VY Atb V156 G LA 1 6 7 O 58 1T AE K AL 5 hCCA 7E Y
RO A IE & 58 e (biliary tract carcinoma, BTC) [
0S (11740 Hws. 8141 H, P<0.001). [[ A4A21k
ST YRR, L2 W R R G, wT
VE R A e it 32 40 f8 2 i AR YT o Mizusawa 5507
fR — T 100 00 I DR 3 50 2 W 55 D A I R S B R
(S-1) MALYT BORAS 25 735 VU fih i/ 40 7 8 . B
It (CSCO B JE & 4t M 12 W in 97 & &K -
(2019 4F W) ) VOUHETE T VU M AT 3 PG A/
BB (IR SFHA) 1E 8] BTC 1 —Z3677
B ) BE AN 4 3 0]k B BV R AR S AR e B AR 2
YA H M ALY GEJEEYH 2A); FniZTEr
W 48 0 3 DU A/ R IR A | R/ R R . v
FIER/ R 55 Ath 75 55 PR 25 3K 5 A6 97 o AT AR A 168 48] BTC
M — 2k 88 CUEPE S 2B) o WY R4 8 A 5-FU
(mFOLFOX) J5 %8 R AP S % B & R 55 At 12 7 38 /R
fit % B4, {24 B E5 e B 78 o B SR AR
{HE 8 S K R B ek B AR AE I (progression free
survival, PFS) F10S, K IKAYAE e BTC ) — 2%
BT T RN, S 2G4k T B B AE K 1 ) BTC
() PFS F11 OS, U1 Shroff 25457 {1ty — 5 — 3 ifi PR a8 46 2
A 55 P4 At Y2/ U / 1 2 12 A2 I8 5 28 1 PES 1 OS 1]
WAL T A % (11841 H vs. 8.0 H
19240 H ws. 11.740H) o H = 2585 1077 259 %
Hom, et LR AN PR, 45
HEHE = 25 A AL N 7R 28 20 A 0 I IS R A5
(R HEAT

B B AR YT 7 hCCA VR YT T A VE ] o B = 2 T
Wl R B SE 25 L 3CRE, FEBH B T A OC SCk R B,
4 R Z2 A TR B AR ST RE B8 42 = hCCA (19 R, V)
FRoE o, 2208 e y7 B A R B AN B ST ik
JT (external beam radiation therapy, EBRT) SZFILAY .
B 4 Bh AR TT AR hCCA fe 1 19 R H b 22k H 5-FU,
IF7E 2 A~ Inl o M WF 5 P IE 55 5-FU+EBRT (19 % 4 Bl
IT T Z A R VIR R o McMasters 554 1) — I
] Joi P F 58 b, 5 4] hCCA B % 352 T 5-FU+EBRT
J7 R BRI, RIGUESE S BB FH 588 T R,
PIBk, R VIBRHRIE 100%, FH4 2 ik 55 2 & i,
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Az A RS TR . Nelson S BFFE 1,
Xif 45 151 3% 52 AL IT B eCCA B3 BEAT T [ 55 1 43
Br, 12008 FE (Hd10 68 AT 17 R Aj
5-FU+EBRT J5 2iA97 ., Ry VIBR ik 91%, FF4 3 4
BE AT TR, I3 R&H 4 BRIT 1 33 4
AWM R VIBR R R 76%, K TR . & v
A EBRT I AE hCCA 14387 5l B G y7 R BE A T
— R, TE—ERE LA T R VIR E,
Katayose S 'E AL HEAT A — 00 LA I RIS, 24 451
eCCA B H 252 T 3 VA IR K A 41 BRSPS 1) 30 4l B Oy
%, HA 1958 R F R, 17 415 8 R, VI BR
Ry VIR hy 89.6% , H B H N Z RIF. Jung 1
— T[] BRSSP, ¥ 57 I hCCA B3 43 b 38 %l B
BITA (1240) FEAEBHBRITA (4561), HW
ZH H AT AL B9 Bismuth 43 28 K2 TNM 233, 74l
A7 41 5 0147 5-FU+ I MR E5 +EBRT . 5 )47 7%
PO +EBRT . 1 47 7% PO fth i€ + 41 +EBRT . 1 41
17 R W BE B AN G+ EBRT , BIF 5% 4% S8 /R 3 4l BiG 7
2 R, YI BR F8 I 2K X R B Gl B 6 o7 20 90 A #
(83.3% vs. 66.7%, P=0.32) . Sumiyoshi 55" 7E — Tl
I e Sl O NS 177 N1 ) A Ol s
hCCA B3, T H IR S-1 4697 6 & o7 9 3 4l B 7
o Horbe B E AR B BIRIT IR TR, RS
G BRAIE 52 5 ) B F A B R, VIBR, 160 N R, 1
B, R, VIBR% N 83.3%, ifi il Ih#% 1k 3 52 8L R, VI BR
M HEREIR 62.5%, Ho3FIE Kk (B EHE50%) . L
2 A W AR 3 WL B A T AT R R N A U B
) hCCA 1 Ry VIBR %, #RIR IR FRA R /N, A
R H {1 i R B ML X R B IR S, e = T
O T8 4l Bl AR TY B 5 R AT B — L R R IT
PAESE S

2.3 5t5iiE Rt (radiofrequency ablation, RFA)

RFA H )iz W H T 2 Bl 5208 1Y/ #3697
o, X EAR RN R MR, RFA Y DES Fil
0S5 FARVIBRJC 8 22 71, RFA BR7F 1 B2
B /IN R S B R R RE S AR BRI W H AN, TR
5 D) B 04 ek ged B P ged R Je 2k 0 JR IR 9T TR RE
Al &4 EAE A . hCCA [ RFA £ %243 R 24 7 138
RFA AN B2 T IHGE RFA, 3 Job i A5 5 H 7 B fof i Je
HLYVIRFOMEI% , (0 IR BE 4 2158 7% J5 nT A i = JH 38
FEREL, Ak RFA 75 86 & R IE S48 LK B9697 H 1 .
HZ T £ W, RFA A R 220 n) g 2% 48
e NHIE GE R, I8 KO AR AF T E] . Wang S50
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X0 451 111 784 A1 TV RS T I BR 9 hCCA fB 35 17 48 iz
I RFA, A7 JIH 38 S 2858 i B 18] 24 100 d, A A
0S J 5340 H, ik RFA 76 A A Y] & P hCCA B %
(3G IT PR % 20 AT, {H Wang S5O 58 Gk = XF
W4, HIRPIBARR, BT Wangg:f[so]ﬁ", Mizandar
AP B RFA 1T DA SE K iR T8 A BEL 9 52 2% 1) 1)
Pereira 572 45 T 3 45l A 0] YJ B 19 hCCA i #5171k
JPECA RFAYAYT ., AN RFA 76 A o] Y] B hCCA (1)
BRI PR A HA TSN o 107 Strand 2854 1] 5 43 By
T A8 B JCIL VIBR ) CCA 55, 16 Bil47 RFA, 32 44
17 PDT, SRJGATNHE LA A, S5 Bonwidl i
AT B ih 2422 5, {3 RFA 41 7 (A B
K NAGE 92 K = W] B T & . RFA 4 hCCA /) — R
BRI, HA SO w2 R SCEkiiE , %A
R e o A= 1 1| = 1 TN P2
G RIEANTT B, T5EAEA SR KA B B iF
1o HR RFA ZE AR 0] PIBR £ hCCA 1 3RYT T R B
TARKAYME S, (HAE RFA JA 7 31 18] 559 nl REE 2
PR AE ok B b AT R RS 9 KU, PR RFA FEAS AT
IR 1 hCCA Hr 5 Biia 7 v i vl A5 AR % 2 b i
B PRI 58 2 — 2D RS
2.4 PDT

PDT J& W 1] CCA 1y — Rl B Y7 7 ik, HR
B 28 Dk i 9 A AAE O 20RO ORI 3% 38 s
AR, MR KB IR, 76k
AR 7 S N =W Wi B 1 v B T A 1 37N
i 92 I PN R AL, O O e e i, AR B
il iR A H Y, R BRI R 2 8RR AR Ol
R, HIEHALIL A ZHG, TEA
PR PDT AR CCA YRR YT J7 vk, R/
MR, WA ARy X, IR — e R
JE b m HARIE YT YT A, BT E A 25 Sk
B T AEA T YA hCCA BIG97 T, PDT IS E
T AR RE NS 3 E K SR g ), s R
IAEAF TR o CCA 2 5 XHbyy r= £ it 52, PDT fig
AR i 9 e BA B a0 T R i R U7 R OB M o Hong
OB S T g N T 74 R AT D) R Y CCA R
Horpo16 647 PDT Bt 5 35 V6 3 1k yy , 58 il 4T
4fi PDT IR Y7, PDTEC B ALIF AL OS 1794 1,
fm THAEPDTAHM 111 H, @ZHESHEIA
M AT & PDT # Sh CCA Tl 5 #4457 5 i [] & 5
e T I O 7 N A
hCCA H % 7> 4 PDTBEA S-14ky7 4l (21 4)) i
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4iPDT A (224]), Ai&E M 14E OS R B AL T /5
% (762% vs. 32% , P=0.003) , 1 fi 0S & K
(174 H vs. 84 H, P=0.005), H PDTH4 S-114k
Y 2z e R AP, EAROR R Fi k& A R 5 4l PDT
AH TG S 22 55 Wentrap 25014 [ BT 1 AF 5 s 75
2 THEIELEE . BRIk s, PDTECAH ) | s
BT IR £ 2 56 TE . PDTBEGHE M VA )T BA — 210
PMRIVE T, Kim S5E7E (40 20 i 15 B8 52 56 v & B 5
] 245 W) Bk 5 PDT I 97 B8 B — 30 97 40 Jifd 3 % 15 1] B
WK, HARNSIE A BLPDTBEA R A KN T
2 A 1 50 P 2 P E B — 3R T RE T 4 A
Jidg A K o PDT B B B 32 G 2 A5 00 1 700 1T BBt A7 A2
D EVE o A W58 B 7R PDT AT RE 23 1 % i e
RS ek 2%, FE PD-L1 M b iRk, N
PD-L1 B (A $2 458 5, [6) B PDT 38 ] B $2 /&5 i g Xt
B A AT e B0 R AR, T — 2B 4 IR T
SR o TE — TG 45 W g 1) U 98 A Y (1) A 5 1)
& B PDT 16 & CTLAG fo 58 K A 5 10 i 551 mT o4 1K
Jir g £ g o FROAR DL B 5E 3R BH PDT BX A FE ) Bl A
PEIRIT T REAELE U ME L, S CCA IR YT $2 fik mT
REME, H LT B A DG I R B SCRe o 78 B 4 B
PDTRYY Jrmm, WFsREidiE =, Wagner %5 1°0E — I
I AR5, #0851 7 B 7E AR A PEAS R o] 1)
B 19 hCCA BB 76 28 6 J8 11 PDT I6 97 )5 1 T 198 49
B 1) 5 BT 2F 4k 4k 47 OLT 41, 4% 6 19 i 3 ¥ 51
BT R,UIBE, 2 0S A 3.24E, 54F0S KK 43%),
A7 0S J2 54F 0S8 % 5 4T R, VIBR 19 (35 ok 3R
U B 22 S o VA A TE AR 10N 3 BBl Bh PDT mp
DLz A gt A7, I HO AT LUAE 36 R 1 R A S rp s
R, VI B, EAT fike 20 AH O 19 I IR B8 S+, AR
FAAT TG A 16 3 I R 0 rh AT IR R,
2.5 FBEAYT

CCA HA R @ i 5 e, AS [ 114 A 31 7 ) 4
AR, B T — R R
Wik J'e, T2 MR AW R B, B IR T
EL 2 W N IR 97 hCCA I RIF ST 305 o R KB e 2
ZF o 4 i A K I F Z {K (fibroblast growth factor
receptor, FGFR) B 11 | N1 i = ey | |
FGFR1~3, 7F &8 ) 2 s 11 I R i 56
(NCT02924376) "Hh 45 55 1 146 {5 6 19] CCA &35 i
frR kR )2 1877, 107 ) FGFR2 fl 4 o5 5 HE /Y 82 %
A 38 B GA B MG, B WM AR (objective
remission rate, ORR) ik #| 35.5%, ¥ 5 & il R
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(disease control rate, DCR) 55 ik 82.2%, H'{i PFS
K694 H, 0Sik2114H . Kok et F 2020 4F
4 A7E L E L g fE TR 9T &% A FGFR2 fil 5 5k
HHEM SN B CCA L, Bk H T 4 BR e Kt 2 o
— 3K FDA L #E 1Y) CCA $E [ 25 %) . FGFR 19 @l /%€
AR 42 % HEAEICCA, T 7E eCCA R FH WP L A H L,
B PR TR K B JE FE hCCA FR 3 i R A A
B o 7o Al B v, A A R B
P AE A B B ) 25 LRI N T £ Rl R
e, AR 2 R B R Je T 43 S BEL DB il N R
A K B 32 & (vascular endothelial growth factor
receptor, VEGFR) 1~3 Fll VEGFR-2 4 5 19 {5 5 1 J#%
AT 900 ) ek e 4 it 1 A 4, {H VEGFR 3 R 28 48 =
UL ICCA, J& iCCA 1Y ¥ 76 8 ) 25 VY, fE & 7E
hCCA WG I7 & #EAE A Ak TR K By Bt . ERBB
{7 T TR TR R % v A 4 R 4 i R T A7 AR ) 58 7R
Z WF hCCA, HREERKKEFZIK (epidermal
growth factor receptor, EGFR) /ERBB1., HER2/
ERBB2 (3G & AA Sy E 8, ih 22k fdr . Mz
PRELHUAE S HER2 B8 23 (9 400500, mT 400 il i Jeg 4 i
(R B 5 M, B H AT 7E hCCA BYIE T P i JC I R %
P S HF . EGFR #8309 3100161 59 2 36 7 hCCA Y 5 5
WE5E 7 1, 7E 2012 4F [ — 331 111 19 Bl AL X6 BE 3t 56
1, Lee ZEIPEAl T EGFR Y410 i 71 4% 2 %5 Je Ik &
PG A/ AR A U7 B CCA IR, X Lk T B gl
i FH 5 V5 A/ R4, ORR B85 (31% vs. 14%, P=
0.004), PFSHE K (5914 Hvs. 3.0 H, P=0.049).
HARBRE eI TP AU T A Ry, H
15 2 hCCA 1Y #E ] 36 97 2 K 1 BT 9 vl B 5 07 Il .
neratinib 1 2 —F A AT 38 ) EGFR 1 HER2 XU 417
A, THEZ R hCCA WG EA W . 22 R T
161 40 B S = R T B (MEK) [ FE7E eCCA
eIk, HAE N AN ME SE b R SR T, S
55 008 40 A A K . MEK1/2 (14300 461 571 ) 56 ¢ JE B L
F BB AT G AR YT IR YT M CCA 43 S AE P
A Ib I R L % (NCT01242605 . NCT02773459) th
A T — 8 BORL, WESE T EF Xt MEK #1514 25 ) 16
hCCA 136 97 w31 A1 O B 19 A 577, BR ERBB .
VEGF. MEK #b, PKA. P53. SA47 4 M i &
(isocitrate dehydrogenase, IDH) 1/2 %5 4B J& hCCA ¥
TEAERE A, IDHL B8 ) 25 4R 48 5 Je i HUAR T 4 ]
BT R, H H RS TR 5T 2 B H At A G FE ) 24
PIRETE hCCA IR YT h IS B 35 AR . IR R 3R
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531 4%

JT 76 M 3 CCA HP (9 /R FH S W g i 52, 3 2 22 5t
iCCA, H i i JC A o] BF 52 2 B ) YA U7 fig 6% 2 K
B 301 S 0] 1 5k 1 hCCA f8 3 19 AR AR IR, A Bl
B ) 245 10 1) AN W A5 B A I AR 3 36 14 A T A Ik
#3697 7E hCCA IR 7 19 1 /e 96 15 21 78 43 1)
HESE
2.6 REIRT

H A fo 5 K A o5 ) 3 A 5 0 & PD1/PD-
L1. CTLA4, 843 BH B 5 5 6 A o 3 A 0 5 P e
T gE , IRE G ik R 4 i 0k o e WL, R T AR SR BT
R VR T AT A RS RS T 1) . E— T
WIWF5E (KEYNOTE-158) U7efr | 104 {31] Heg 30 JIEL 38 0
PE i g8 A8 35 AT 0 R ZR AT R Z53R 9T, ORR AN
5.8%, o B2 G RE IR T R T R M R 0 5k
FORAE . B i RE T R Y e R YT S AT
BRI GIRYT, — LG R ", gy R
BB I G U Ml ENUA A AR A 36.7%, AL
OS2 1544 H , Jy7 80k T 90 R JG St 20 24
Bl PG A AR AT, el R R TR A AT
WP A (CSCO IHE R 58 i 2 Wit 7 & K
A (2009 b ) ) B9 — LRI BT A ) —
T Z G R B G e A ) L kT RS
T H B GE B B AT AL, X O CCA BB BIR T
PeAt TR R O ) . —WUEAE #E 4T A9 11 1] DEBATE i
55 (NCT04308174) ' #1355 19 45 1] K v] U] B /9
CCA S5 B ML 43 e 2 B A 0 B BT A 7 V4 i Vg -
JFLEF 36 97 B0 AT 35 P Al - LA T 0 2 AN T
BIGIF 4, WF9E 2 4109 Ry VTG R, %58 4 R 58
WMo R, —300 5 7E Ak PD-1 B 44 45 5 35 A1) B bt
XA GEMOX ALI7 1 A Bl Bhin sy M RAER A E &
T G PR Y AT BT R iCCA HR R ARG I3 0 R BIF 5
(NCT04506281) ™4 1E 78 A7 o He 2 A A A 917
il 3% 5 E B R PR R B B ey, Har
Ao A 5% 1% 3E e 7% B2 R 8 45 M ) CCA BB R
AR AR, X AT AE TR 41 4% PD-1. PD-LI1 Hipfk
BT 25 PR 56 o 4R 2R 58 T CCA U iR T 1Y BF
FEIETE KAIEAT, (AR SCIRIERE, W
PEIR YT AE CCA BYIR YT I A MRUAS 52 o Pk o e . AF
FESAGN N T 39 B A Sk A G R B R R, AT
WA PR G T AR BT (CTLA4 BRET) 897,
45 B R SR ORR N 23%, " i PFS 294 H
HAL OS N 5.7 A4 H o 1 55— 00 113 I PR AFF 5 1506 XL
BB R T RN B B A AR T A RS D i R o 8T
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M oEAT T EE, S5 R R MAREIT 4l (R
B A PHICARBYT) AL 0S{ R 834 H, K
F oA A Ay 4l (3 VG fth U /05 0 156 B 4 R I
HHr) 1 10.6 N H , $EOR RS AR IT YT AT
BB T WU IR YT o UM AE A= B 24 1 mT ol A% b g
TRIREE, B0 T 9k P 40 O A e e 95 P, O 4 e b
e M i X B 25 A AT A A A R0 A R L i I R B
GRS, SRR R nT LA o I A AR R 5 ik
B TR AT v T I L 40 1 A PR T AT B R e
PD-1/PD-L1 HTAK 9 5T M8 /5 FH o Zhang 555119 11 1
I R A 58 A 4 38 B 4712 b AN BT §1) I 114 JIR 93 A8
(iCCA 20, eCCA S, GBC 1341]), HRKHORKE
X e (K& >60 kg, 12 mg; K & <60 kg,
8 mg) &3 L 1k PD-1 40613 (b R Bk
BT TR ORI 2R B H0/F R B BT/ R I R 2R B T
200 mg B 45 Fis B ] BT 240 mg) , B 9T 45 R BN
DCR } 76.3%, ORR N 42.1%, 4 ¢ = 1F 4 17 1
J8OMH, A0S K177 H, 13 4] & ik
AT FARIBYY, 261 EF LR VI, FAREA
Rk F) 342%, R, VI I R KN 31.6% ., {H 5 )
eCCA B H AR IX BN E WL (ORR=0% ), H T
1 IR BT o Zhang [ WF 52 40 A 11 eCCA 8355 141]
Bk, WRBAEAE R A, R UE S G RO e Bk
4 PD-1 41 il 550 X AS BT U1k A9 hCCA B iR B, A
L AT T B R AR i S e AR 9 f UE S A R

3 N

hCCA 25 % UL CCA WA, ARIGEYI B2 H
HIhCCA B F KA KIATE M E 2 F B, ilUTIRA
PR I7 1058 4 Bh ¥A 97 O 28 2 9 2 A 0 9 0 S AT 4R
R, VIBR =, (AT # AL R A B o 7 M oy
RIS AT T SRS WE BT B R AE i CCA AR
AW UESE , A AT YT BR M hCCA 5% 1R 7 #2
BET —ADAEER LTS . PDT AE N CCA BT AL
BIF X, BFZWH RIS R R EeH
R, PDT AL AN frbJd A0 e A= K, B REAEBR &R
T SCHRIR YT B AR PR B BH A B[] . PDT X A 3% AR
A7} 6] () 52 W0 55 RFA A, {0 PDT 5 /Efaj o, wf
FEAR 5, 7EhCCA Ay o B4 T RFA. BEEH
A CCA BB IR T 25 W 3G K F Je iy i, CCA iR
S AE S HE AR A YT IR . {H CCA S o,
TR 43 UE S 1) Y6 T AR A 5T R 2 £ X iCCA B
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H o B G G A A R AE IR T B R R
SR A R R BIESE, PD-1. PD-L1 HLiR1E
CCA "1 R 4 32 AL, AF iy i 38 400 Al X 4 2
il 700 A TR 25 0, A Sk R B2 G A IT R TR
TE A R B RO AN . LR R, R
T AR e AE N BT I A8 A B2 W) T G A e A A
AU P OEAE CARR R BEA PD-1 LAk
Al A% $2 55 iCCA 1 R, I B %, (H I oK 1R ik 6% X
hCCA fB & & ¥ R RERCR v RE 5 % 0F 98 B AR i
AN LR R BRI Y A O, T R — 2B 1 AL i A
PERFSE T AAIESE .
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