EURVE I R i E BRI R Vol.32 No.2

202342 H China Journal of General Surgery Feb. 2023
PT4[E] doi:10.7659/j.issn.1005-6947.2023.02.005 ’
By : - B EHEF T -
s % hitp://dx.doi.org/10.7659/j.issn. 1005-6947.2023.02.005
3" " China Journal of General Surgery, 2023, 32(2):200-210.

= B {4 R 4 AT AR AN AT P BB B R Y Il R A R F A TS
ML, BRI, BRI, P,

(LAFTFTNRARER E@ M, T 102300; 2. PEARMBAEZLERS LESF P8 AFRasr4, 367 100039)

W = S5 EE: (7 OUR & A T 40 M5 AT A A9 (sdpHCC-ICC) MO . 7EL, B H s 9
sdpHCC-ICCHR B 2GR 72, RHZOR AU IG R 2 TR TS, AR R IR R IR
F5iE : B ISCAE 2016 4F 1 —2022 4F 12 7 Hfv BN R 045 50 12 B8 265 0 12 27 Pl 9 181 28 R Ji5 s BIE 55
A sdpHCC-ICC (B MG AR YERE, AP G R LB . AR bLE . 1% SRR B AE & TR BUS -
SR TAREYNEN, WEIMEMWTR, K 8 Hh 4 BT R Ry, 764 KR s, T
200 98 F0RE P9 BB S R AR AR B R 2 0, R ATRAR I R BEIE RIS W, T A A HEZ FRIGT,
28 AR 5 9 B 2122 SE ¥ R sdpHCC-ICC, 6 1) 8 35 T P s kb [R) IR 36 35 eD34 o AR 5 Bl 1 i 1] Sy 2~
S8AH, 2603 FARGE6NNHE20MNMHE R, BT EEMARILE k.
£51% : sdpHCC-ICC (1 g A ML TR —, AT SRy s e R, ] Ry 2wl bR, M )
e REZ —, TRV BT Ik, 9IRS 988 o B H Booga 43 191 Sk 52 o = A 1A 1)
FEMNEZ—, WOLSTEERAT ARG, FF 3 Bk i 206 40 M i 0 2

KR JFIRR s o, BFA0ML; ARG s FPLANN; BUS
FESES: R735.7

Clinical characteristics and surgical prognosis of synchronous
double primary hepatocellular carcinoma and intrahepatic
cholangiocarcinoma

GAO Yuan', LI Hucheng', SHAO Yanling’, YAN Jin’, CAO Li’

(1. Department of General Surgery, Beijing Mentougou District Hospital, Beijing 102300, China; 2. Department of Hepatobiliary
Surgery, the Fifth Medical Center of Chinese PLA General Hospital, Beijing 100039, China)

Abstract Background and Aims: Synchronous double primary hepatocellular carcinoma and intrahepatic
cholangiocarcinoma (sdpHCC-ICC) is extremely rare. Here, the authors report the diagnosis and
treatment process of 9 cases of sdpHCC-ICC, and investigate the clinical characteristics and post-
operative prognosis of this condition, so as to raise clinical awareness.

Methods: The clinical data of 9 patients with sdpHCC-ICC (as confirmed by postoperative pathology)
treated in the Fifth Medical Center of Chinese PLA General Hospital between January 2016 and

December 2022 were retrospectively collected. The clinical manifestations, pathogenesis, imaging
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Results: All patients were male with a history of chronic hepatitis, including 8 patients infected with
hepatitis B, 7 patients with long-term alcohol consumption, 2 patients with elevated hepatocellular
carcinoma and intrahepatic cholangiocarcinoma markers. Preoperative imaging examinations failed to
make the correct diagnosis in all patients. All patients received surgical treatment and were identified as
sdpHCC-ICC by postoperative pathological diagnosis. The intrahepatic lesions in 6 patients
simultaneously expressed CD34. The postoperative follow-up was conducted for 2 to 58 months, relapse

occurred in 2 patients on 6 and 20 months after operation, respectively, and no relapse occurred in the

Conclusion: The tumor cells of sdpHCC-ICC have different origins, which can be a monoclonal or
multiclonal origin. Long-term alcohol consumption may be one of the risk factors. Surgical resection is
still an effective treatment. The tumor stage of the intrahepatic cholangiocarcinoma components is one of

the main factors affecting the prognosis of surgery. Lymph node dissection should be included in the

2
features, pathological characteristics, treatment strategy, and prognosis were evaluated.
other 7 patients as of this manuscript writing.
surgical plan. Transcatheter arterial chemoembolization is effective for HCC components.
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AT 40 i 9% (hepatocellular carcinoma, HCC)
B N B4 988 (intrahepatic cholangiocarcinoma, ICC)
W a e i N D R s i R (S D )
F HCC FICC 15 Ff 1 o3 (9 198 32 O 2> DL, 1949 4F
Allen A Lisa" B YCH 1 Ff 8 B 1) g 23 289 3 4~ 32
AL HCC F1ICC AE i P9 A Ta] 8457 2 57 A K1 23
JirdEE s BB Sy 9 A R o B % S Y R 5 C B Y
i ji 3 A [6] — iR NIR & o Goodman 55T 1985 48
e S B L N B P B SR £ 1 R | B B
AT VE M s TR R 2F 4R AR 2 bsd o AEtE 5 AR
HAEIT YW AL R GE IR 3 2 vh 0, Allen C A
Goodman 1I #! Fx i 1B & A I %
hepatocellular-cholangiocarcinoma, ¢HCC-CCA), AR
kR R A AR 1.0%~47%, HETE A —
BT A4RIE , 1 Allen A Bl Goodman T8, &
28 Fl cHCC-CCA X33 53 IF - i O[] B 4k X 1k
JH 4t B 95 A N IR 45 98 (synchronous double primary
hepatocellular carcinoma and intrahepatic cholangiocar-
cinoma, sdpHCC-ICC), FEWRENFIL, 1L A5
KR T 9 0.239%~0.8%,  H i & T sdpHCC-ICC
MHRIE 2 A58, HOW H PR A A B TR 1S 189
WFFE D o AW S0 T A b BN R A i 4 L R
b 26 S 2 0 2R 5 R B2 1 9 ) sdpHCC-ICC
i 0G5 RE, 5 A U 23 A Gl PR R K TR T
J5 ., AR e R IA R
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41 A 2016 4F 1 —2022 4% 12 7 78 b [ IR fife
JBCZE S R e 5 T R R0 R i o B2 N sdpHCC-
ICC R 9], NI Bt L 1~ 0405 26 /11 A6 20 913 5%
AR AR . AT IIRE . IS IR bR RS K
L RIIRIE R O A N T R R A
K/NFIECE, SN )R BRI 15 5 R IE
1.2 B A%

ARG RF 7 FHAE R B E 8 48 7 B R 3t
REEIRYT, BT B HRIT ARG, RIGHRA
HEAT IR ARG L0 (HE) e €8 0 4 i 2 24k 2 e
@, KA o AL, LA RS O .
145 42 4 (microvascular invasion, MVI) 743 2% M HT
JIE TS 5 o K I 1 fo 8 A 2 A 2 bR 7R L S Y G AR
F (AFP) . H4EHiE (hepatocyte paraffin antigen 1,
HepPar-1) . # g Mt L B &5 (1 R B% 3 (glypican-3,
GPC-3) . A XE &2 Wi 1 (arginase—l, Arg—l)\ B
Ik iz W (glutaminase, GS) . I 40 §fd 4 1k 7% Bt I
(CD) 34, FHEM 1 (mucin 1, MUC-1). 401 &
& (eytokeratin, CK) 7. 19 %
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HAFP, R E B MR EZ AW . KPR
(carcinoembryonic antigen, CEA) . B 25 $i{ J& 19-9
(CA19-9) . J& #B CT = MRI 14 38 % . Ffi U %
WL T2 E A S ERE A, v E
2022 4F 12 H, AEAERFE LA A, RENHZE
FET-H M. feJa VIR DTS SR 45 R B ), 2R
B )8 MR 5 112 2 g &2 % H A .

2 % R

21 IERFESRA
9 {5 sdpHCC-ICC 8 & ¥ B (100% ) 5 4 i

40~73 (54.4£9) % ; KisrBEYTCER (77.8%),
HOEER A LB (11.1%) , 8] Wi & #% 1 4)
(11.1%), FIaeRw 44 (44.4%), LTI R
B Y 8 ] (88.8%), It HBV DNA X ft 5% 4 f4i]
(50.0%) , WY 9% w5 2% 4 149 (11.1%), HCV
RNA SE R IEH , KIWKE 76 (77.8%), HAREAE
FA (20~30) 4, V3 (264+48) 4, &K
(40~200) g/d, K (943 +£58.6) g/d. I3 il 5
PRa&¥) AFP A (B0) ¢ &M AE s (PIVKA IT) F
5B (55.6%), CA19-9 F1 (5% ) CEA Ft & 4 4
(44.4% ) , AFP/PIVKA TI/CA19-9/CEA ¥ [a] if FI &
20 (222%) (F1),

#1 9fsdpHCC-ICC BEMIG RS
Table 1 The clinical features of the 9 patients with sdpHCC-ICC
1 L 61 14 (=)/(+) I X 19.6/154.89 15.8/2.66 J (=)
2 L 73 51 (+)/(=) 304F 200 7.81/AM 63.55/4.5 7t 1.45x10°
3 3 40 36 (+)/(=) ¥ J 541/ 14.4/4.07 [F] T 2 A 3.60x10*
4 3 59 25 (+)/(=) 204F 80 40.73 /A 1.89/1.5 ¥ <40
5 C 50 31 (+)/(-) 204F 40 4.7/1219.2 5.69/0.47 780 <40
6 5 52 24 (+)/(-) 254F 140 3.6/ 6.07/2.3 Jc <40
7 % 57 41 (+)/(-) 304E 60 14.8/317.41 73.1/8.33 b <40
8 3 50 48 (+)/(-) 304F 100 IBVEST 104.9/2.37 ¥ 2.20x10?
9 % 48 55 (+)/(-) 304F 40 52.6/A 2.35/4.44 Ja 4.12x10*

F:1) ZFE (@) =IRE AR (mL) X Z B (%) %0.8

Note: 1) Ethanol (g)= alcohol drinking volume (mL) X ethanol concentration (%) X0.8

22 RBFMALFEE

9 4] F 35 By HEAT T R BG 5R CT A1 B MRI K3 £x
(E 1), 2R 5 #4121 % iE 52 35 24 sdpHCC-
ICC, RETYRBEIETIZE, ZBREW N L KM
HCC 6 il (66.7%), £k I1CC 14 (11.1%), ¥
JEH (11.1%) , HCC+IML &R 16 (11.1%), }F
WG 2k, 2k 8 1] (88.8%), 31k
K1l (11.1%) , 319 A kb, 05 kR 17 58 1k
24 (105%), R ICC, ASHyA) el i b B B i g
174 (895% ), i TZAMSA (263%), H
HCC 44 (80% ), ICC 14> (20%), i T4
144> (73.7% ), HoArHCC 54 (35.8%), ICC
84 (57.1%), 14 (7.1%) Jw kLA @A IT %R
B, HCC % 4> Mg K/ (2.0~7.0) em, FH K
(37+£1.9) em, AL EY ik, 1CC B4
b g8 K /N (1.3~10.0) em, F3 (3.9+29) cm,
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7 (77.8%) Warfk, 261 (22.2%) RiKsrik, ik
ELER 1 H (11.1%), MVIBHPE 15 6] (78.9%) ,
HfrHCC 841 (53.3%), 1CC 74 (46.7%), HFtEfk
B 70 (77.8%) . AL R E/R, HCCH E
BLH PE AR B W L B 43 51 O HepPar-1 88.9% (8/9) ,
GPC-3 77.8% (7/9) , CD34 77.8% (7/9) , Arg-1
66.7% (6/9) , 1CC H 43 4] i CK19 100% (9/9) ,
CK7 88.9% (8/9), CD3477.8% (7/9) (#£2).
2.3 RIrfE

AR AT 4 0] H 2 BP9 5 DNA E B THE, B4
TRERFB KWW EIRST, OB HERZ TR
BT ARUIER, AT ARIAT N . FREHFIRIT,
L (4°%5) & 02 Wi R A3 32 TACE 1R 9T .
FARARHIFE . B . Pl N iE ks T F
AR Tr 3, AR A AL A R A A8 D e AT R
) B R U0 B, Hrp ZE b U)BR L AR D
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A5 BE YR B 5 KkORE KRR 3 AE
T-, 85 MVI FHPE 8 & 75 AR S5 1~2 /> A7 1B 4 A
NIGIT o RIGREVIRT R R 2~58 A~ H , THIEASKRE
K, BR200, eS8 SHE, WRINIFNL
gk, BREREG ARG 204 H e~ H, i

1 sdpHCC-ICC BEEBGRIN
Figure 1 Imaging features of nine patients with sdpHCC-ICC
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BIT, 1N AREER “QFREHE" AfTERE
R, MR BMEREERE, 250N
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BRI, A AITHR T RYT, RES 1210 H
FET; IR 2 B BE U5 F 2 AR ), Ay 7 4
BEANF 6N . VFEMAF RN 100% ., 85.7%
(#£3),

Study Time: 12:34:08

A-L: G50 1~9 5 BB AR Bk

A-1: Imaging findings of case 1 to case 9, respectively
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Table 4 Genetic test results of ICC component in case 5
3.1 sdpHCC-ICC Ty A2 EFNE E A L it
TERT 5'UTR 2&7% c.=53A>T 18.87%
1CC S — B LA 5 RE T A L LR
sdp ‘HCC f;m . B 5 L 9 Jit 2 A {ﬂi G % CBLB s 5B ¢.929G>A(p.S310N) 12.43%
Jﬁ“j‘*ﬂ ?ﬁu l_é‘j KY% rE %?H*@éﬁi E@ B"Ji‘@{}/ﬁ—‘ﬁﬁﬁ SLIT2 %X%?ﬂi (‘2504A>T(pN8351) 12.38%
HRKMBAIE, —M A h HCC FICC 19 iz 41 LATS2 B Y geE ¢.1823A>T(p.Q608L) 11.57%
L2 A S RS VR AT, S Y R P i R R R RUNXI R ¢.974C>G(p.P325R) 10.71%
HCC, AEEA 9 HCC 40 M B A s 48 4 1CC 41 Jifd (g 1] AXIN1 Tl 2As ¢.1734_1737del(p.Y578fs)  10.45%
n . . GRIN2A 5 AR -.869C>T(p.A290V 10.31%
. BICC S5 BLREE A HOC . AT 5 5 A8 T e
) e N o TP53 s L ZeAR ¢.318C>G(p.S106R) 9.52%
W B AR XF 580 A~ 5 9 AiE & A= & R v BE RH O i) KR VICNI  HEXRAE  e.539T>G(p.V180G) 5.12%
L E AT TR B )Y (A ZUAEAS . 1 000X, ctDNA ;
10 000X ) , %5 5 1 7 PR b AN [5] B 96 g 43 1 28 72 1% x5 5EREFHCCHAMEERNER
AR [F R H B TPS3 45 L 2848 (#24-5), TP53 &—> Table S Genetic test results of HCC component in case 5
MRRRE L 24 75% 1 R AR A7 TPS3 SR K %8 N e BREGR +tE
- ZAP70 s X RAR ¢.1107G>T(p.K369N) 15.36%
Al B AE BT L R R L Ji
?[iﬁ_]: th 3 45 JiF ;/\ ! Ej:_r ‘jffﬁ i n?L }if; RHOA 4l L e ¢.265C>T(p.P8YS) 15.96%
SEUEL AR AR R T G A A B CTLA4 HEY G 15105C(p.R51G) 16.8%
LR R VR N I VA (A -3 S P53 BV e.854AST(p.E285V) 16.32%
Fifi 25 %F AT AL 40 il Chepatic progenitor cells, HPC) #f STATSA  HEMZE  c.446A>T(p.E149V) 15.54%
FEMTRA K BLHPC BLA AL P Bk AF o JGFIR SR e30ICARPIONT) 0145
Y AR AR A
WA 985 100 B LAk JFE O a2 B 4 CSMD3 %fo ¢.1229C>T(p. T410M) 13.42%
- " C i AR A NTRK3 e QL ety c.1679T>A(p.L560H) 6.18%
HHER IR T HPC B AT, HPC #iA Dy /2 S SDHAF2  HENZ  e.388G>A(p.EI130K) 9.37%
éﬂiﬂ@ﬁ%‘é ’ ﬁE IEJ Hﬁ%‘%ﬂi??[ﬂ H@ N HE%?E H@&)ﬂ: éﬂiﬂﬁ SPTA1 At Y g A c.4583A>T(p.Y1528F) 11.65%
SR 7/ B T B A R R e = LRPIB BRSO 645TCA(p.G2153S)  13.04%
B30 H I, L HPC A S 04 1T 40 B B A= L2 I G R ACVRIB il L GEAR ¢.1270C>T(p.P424S) 12.48%
. HPC T AR 4% 150 20 B 4 ALy T 200 e 2 I BRD4 5 X 5AR ¢.2606A>T(p.Q869L) 10.97%
s L4 ot B S D 1 4 o . PRKDC s X GRAR ¢.9441A>T(p.Q3147H) 16.86%
AR BLE R SE I, Lee 25018 1ok 2 37 440 1 A 45 LRPIB BEY G e 147TAST(p.S493C) 9.76%
1/)‘3 7"% Y P 7i W ?fll ﬁ?ﬂ HPCs i ﬁﬁ nJ /}ﬁ b HEF 9?%7 E/‘] Jﬂ: JiE ) KIT ik ) ZR AR ¢.1093T>A(p.S365T) 9.4%
I HPC 7] fE & sdpHCC-ICC & A= 11y — R & I8 . PGR TMAE . 1805T>A(p.L602%) 18.42%
HPC i % m CD34 fil CDI133 fY % & & X, H
CD34 (+) [ HPC BB 72F BT 40 i 52 5 J5 14 1524 10, -~ 4
ALLIAT 6 ) (66.7%) 4 FF ¥ HCC FIICC 5 g N v ¥
KL 2235 CD34. ([12), 2%k H 3% 6 1 58 19 s~ YRR A LR
HCC 11CC K VAR A7 T8 0 oS L LK B 78S TS
HPC 5P A L35 92306 — 259 R PR 56 N A ke R
Xue %1% 6 ] Allen A B (5 My 4 57 B cHCC- ' r ‘
CCA) FBHIEATHEHMIF , &M R T s o 4 e
N ‘4 ) -
NI AN 3 SR 7 N 2 |
J =y - 4

El2 ®EANLETRCD34EME (x400)
Figure 2 Immunohistochemically positive for CD34 (x400)
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T BT, 18 M % 5 PE T 4% 0T A & sdpHCC-
ICCEURMHEZ —, HARKEREHRE 2 8 &K
ZEIHNIFEG, OGS b, kO E
(1) 10 451 A0 38 =S4 38 1 35 1 B R 2 A 9 & IR
Yy MBI 2 2 S 0 R AT R R 4R 996 B 179 Ml 3
AREFA K, ERAWIFR T, 9p B EHEIF
e MR EE R, Horh 2 B R i R R 8
(88.8%), WHRIFRIEEEI 16 (11.1%), 5L
WG — 8. B TIPS R R e, o K
VAR RS 4 i 107 PR AR 2 7R R R M R 1 e e
W&, A 76 (77.8%) HBE KR, H
SRR (264+48) 4, B (943+
58.6) ofd, A WKE T RE AR ME (PR I 5 AF
B LR B =40 o/d) o 4B 7 I B8 (1 11 41
BE A WA RIS, Kawanor ZEP4E T 1 4
sdpHCC-ICC A I AR 1 HG 1 B 17 M I R s 491 . A<
YN 4 ) A I 29 5 BE A 0 SR AT TR BT
BEIRYT , MR BB E HEAT RO . T LA
o AAUNE PR B A, AR B AR R
JIE Js P i 55 R % S B0 M 48 A IR R A AT e 2
sdpHCC-ICC BAEMEZM R N R Z —, Hik,
XU R, HEUCPTE BEIA T R 08 ORS HEA
PUFEAR sdpHCC-ICC & A= A KU
3.2 sdpHCC-ICC SR Z %5 M rY I AR 4F1E . FRELFN

B RTR ST

AP ABEY B, SRS ZH MR
— 0 AT W, sdpHCC-ICC B % W, T 55 1k i
H o KFAY sdpHCC-ICC 8 # % A H5 S aE ok, A
WESE A i IR 2 B0 T 9 R R) I 2 445 1, 3
R R B, AT E AR E MR N 10 em, 5
6.5 em, RS R e 30 E RE Ko ] W BT SRORE OGS
Ko ARBEFEPAH 4G EE BT IIRE R, HRN
o ALT 52 1 Tt , HH b 347 HBV DNA &35 T}
JHF 2y BE S % 185 e B B W A C . sdpHCC-ICC
WA RSP I3 bR AR R, % IR B sdpHCC-
ICC [A] I} B A5 HCC F1 ICC 89 4y, FEiEe b oal LR
HCC 2 5 H 0% I J88 B 75 4 AFP Al PIVKA T1LL K ICC
5 H B i 968 FR 35 0 CA19-9 il CEA 14 45 S A Jy —
2%, KR TA 26 (222%) H3F& B HCC
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FICC MR AR W Rl B T i I 0, 5 2 s 1
Cao 25 IR 8 19 £E HCC P 5 9% A1 1CC " 5 6%, %
W\ HCC R ICC b 9 A5 75 ) W) BsF &5 A3 B T
sdpHCC-ICC 2 Wi, X 5 Z /i g fie S0 26 1, (R
% i VR A PE I R A 9E A HCC R ICC 19 AR
gy, BIE S & AR R 25 . T sdpHCC-
1CC AR Y &R 3, N =22 I PR B A8 %o (1 A THUAS
5, FEORFT AR F 2 WER AR, il R 2=
A BRE D99 Kk R 22 e e, A R s K e e A
h FBEWER AT IZW, BN RIS
a4, R H QR IE T A —5, |
15 2% e R R LR R R B . AR BF 5T P JE 1 R i 1S
FIEH W, W2 kP HCC 66 (66.7%), %
KM 1H (111%), #HBE 16 (11.1%) ,
HCC+ ML 16 (11.1% ), %32 M L5 i i &
45, Bk, 592, BEAETECIFEYYE T,
A K A 38 3% CT & 30 S8 25717, i kb 3l ik 19 =& D 5
o, TTPKBIRE R s, 5 08y NS RY 4590, &
Wi Rk IARA, 454 JE 5 A S8 4 1 i B4 W A
RS, NIk EMEES, RAABRETIEZ L,
15 7% iR AN B RY I AR, R SA R kb A, 2
“HRpbpe s, g HCC, 17T 3h ki iEm 24
S k¥ HCC, T TACEWRYT, 1 M JE1TS4. S8
JifgRs B0 B AR, AR JE 9% BR2 BF S4 i HCC, S8 i ICC
(KE3) Zrbrizwdl, fERE2 g, S8 451y
KANEBEIR—E A, [HEAR% RN b kA
AL A R AR SR AL, RIS Y kg £ |
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A: moderate enhancement of the S8 lesion in the arterial phase; B: Slightly high signal in

Figure 3 S4 and S8 lesions in the liver
the delayed phase, suggesting an atypical hemangioma; C: Significant enhancement of the S4 lesion in the arterial phase;
D: Low signal in the delayed phase, suggesting a HCC; E: Consideration of HCC for both S4 and S8 lesion by DSA;

F: Inactive S4 lesion considered by imaging evaluation after TACE
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Figure 4 Multiple recurrent lesions in the liver in case 6
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A-B: BRI @RI P, F BN HCC; C: DSA SRR skt

A-B: The pattern of "fast-in and fast-out" of the recurrent lesions on

enhanced MRI, suggesting to be HCC; C: Tumor arterial blood supply shown by DSA

A-B: JFNERWIERI A Z 0, HERHICC; C: DSAW ILIHE M Ht; D-F: TACE
ARJG 24 A S At /b =R, IR BT I G R
Figure 5 Multiple recurrent lesions in the liver in case 8

Es5 8SBEERAZAELRRIE

A-B: Hypovascular characteristics of the recurrent intrahepatic

lesions, considering to be ICC; C: Blood supply to the tumor shown by DSA; D-F: Deposition of a small amount of iodized

oil in the intrahepatic lesion and obvious enlargement of the original tumor on two months after TACE
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