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Gemcitabine

EREETE ICX I FEDEE

Entrectinib

Entrectinib for NTRK
fusion-positive
advanced solid tumor

First-line GemCis for
advanced BTC

Pemigatinib for FGFR2
fusion/rearrangement-
positive advanced CCA

Larotrectinib for NTRK
fusion-positive
advanced solid tumor

Larotrectinib

Pemigatinib

Gem + S-1

GemCis + S-1

HATERBINTWS

ERE

Ivosidenib

Ivosidenib for IDH1-
mutant advanced CA

First-line duvalumab
+GemCis foradvanced
BTC advanced BTC

Duvalumab+GemCis

Futinatinib for FGFR2
fusion/rearrangement-
positive advanced iCCA

Futibatinib

Dabrafenib+trametinib
for BRAF V600E-

mutated advanced solid
tumor

Dabrafenib+Trametinib

Selpercatinib for RET
fusion-positive advanced
solid tumor

Selpercatinib

A

Pembrolizumab+GemCis

First-line Pembrolizumab
+GemCis for advanced BTC

B AR at KHSC

HETIE
2024FH

Trastumab-deruxtecan for
HER2-positive (IHC 3+)
advanced solid tumor

Trastumab-deruxtecan

Zanidatamab for HER2-
positive (IHC 3+) advanced
BTC

Zanidatamab

Repotrectinib for
NTRK fusion-positive
advanced solid tumor

Repotrectinib
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AEETE ICXF T % a0 (B E-IRE-RFK)

Empirical cytotoxic therapy = Gemcitabine-based therapy Immunotherapy combination = Biomarker-driven therapy

(1990s-Early 2000s) (2000s-2010s) (2020s) (Precision oncology)
GemCis
( )
Gemcitabine + Cisplatin KEYNOTE-966 Trial m
ABC-02 Trial -ew 15t line standard HER2
- - Zanidatams
o ] Durvalumab +
Limited efficacy Global standard of care GemCis NTRK Eusion
Adapted from Gl cancers - N Repotrctinib
S| R&z =M IRV AN -
No established s s RET Fusion
standard regimen AEELTEL Selpercatinib
5 st |;
X 51220201 A Y w 1%t line standard
| Paradigm shift B2 Z - 7=, | Improved overall survival Q)‘w.

SAERE Y-

Kochi Health
Sciences Center
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S8 (GemcitabineD & 15)

+ IETVR
Phase Il EAEBRDIEAER

« Z=FER: 10-30%
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« EFHARPRIE: 6-90°H

- Bt HBNEETERRER
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fEETE R E at KHSC

Phase II trial of two-weekly gemcitabine in patients with advanced
biliary tract cancer

M. Penz,' G.V. Kornek,' M. Raderer,' H. Ulrich-Pur,' W. Fiebiger,' A. Lenauer,? D. Depisch,’
G. Krauss,” B. Schneeweiss* & W. Scheithauer’

"Division of Oncology. Department of Internal Medicine I, Vienma University Medical School, Vienna! *De;mr.'nmu of Surgery, Wr. Neustadr
General Haspital, Wr.Neustadt; * Department of Surgery, Stockerau General Hospital, Stockerau. * Department of Internal Medicine,
Kirchdorf General Hospital. Kirchdorfa d. Krems. Ausiria

Single-agent Gemcitabine in the Treatment of Advanced Biliary
Tract Cancers: a Phase Il Study

Jong-Sung Park', Sung-Yong Oh', Sung-Hyun Kim', Hyuk-Chan Kwon', Jae-Seok Kim', Hyo Jin-Kim'
and Young-Hoon Kim?

'Department of Internal Medicine and Department of Surgery, Dong-A University Hospital, Busan, Korea

A phase II study of gemcitabine in gallbladder carcinoma

J. 0. Gallardo,' B. Rubio,> M. Fodor,' L. Orlandi,’> M. Yanez,' C. Ga.margua1 & M. Ahumada'

'Huspital Clinico José Joaguin Aguirre Universidad de Chile; * Facultad Crencias Quinncas v Farmacéuticas Universidad de Chile,

YClinica Santa Maria. Santiago. Chule
)

12:183- Y =
Penz M. Ann Oncol 2001;12:183-6. U .E.*.%DEJ?T_?)’S’—

Park JS. Jpn J Clin Oncol 2005;35:68-73. Kochi Health
Gallardo JO. Ann Oncol 2001;12:1403-6. Sciences Center
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Gemcitabine + Cisplatin §f A%

100
TEFY2R \ s (5% 032-0a0
ABC-02 5B N P<0.001
WR: BATET X 7= 3 =GR Z2ET 5 3
LXY ;
Gemcitabine: 1000 mg/m?2 3 "
Cisplatin: 25 mg/m?2 Tﬁ
q3W (d1, d8) O e
B4
0S:11.7 vs 8.1 mo (HR: 0.64, P<0.001)

ﬂE%%u ﬁl] g ’ L] lll é 112 llﬁ- EIU 2I4 ErE :'IIIE
81.4% vs 71.8% (P=0.049) Months since Randomization

| Mo. at Risk
EJ1’Em Gemcitabine 206 151 97 53 28 15 4 3 2

IFhERE A, BREFEICIIBEESEELRL Cisplatin-gem- 204 167 120 76 51 28 17 8 2

citabine

Gold standard of care
0
EAERE S —
Valle J. N Engl J Med. 2010;362:1273-81. S Elatider Canter
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Clinical trial [reference] Phase Population Treatment regimen mPFS mOS Tumor response

ABC-02 (2010) [ BTC (n=410) GemCis vs. Gem 8.0 vs. 5.0 months 11.7 vs. 8.1 months ORR, 26.1% vs. 15.5%
(HR, 0.63; 95% Cl, (HR, 0.64; 95% Cl, DCR, 81.4% vs. 71.8%
0.51-0.77; p<0.001) 0.52-0.80; p<0.001) (p=0.049)

BT-22 (2010) Il BTC (n=84) GemCis vs. Gem 5.8 vs. 3.7 months 11.2 vs. 7.7 months ORR, 19.5% vs. 11.9%
(HR, 0.66; 95% ClI, (HR, 0.69; 95% Cl, DCR, 68.3% vs. 50.0%
0.41-1.05; p=0.077) 0.42-1.13; p=0.139) (not significant)

PRODIGE 38 AMEBICA (2022) 1-11 BTC (n=191)  mFOLFIRINOX vs. GemCis 6.2 vs. 7.4 months 11.7 vs. 13.8 months ORR, 25.0% vs. 19.4%

DCR, 66.3% vs. 69.9%

SWOG S1815 (2025) [ BTC (n=452)  GemCis + nab-paclitaxel vs. 7.5 vs. 6.3 months 14.0 vs. 13.6 months ORR, 31.4% vs. 21.2%

GemCis (HR, 0.89; 95% Cl, (HR, 0.91; 95% ClI, DCR, 77.6% vs. 67.1%
0.71-1.12; p=0.32) 0.72-1.14; p=0.41) (not significant)

TOPAZ-1 (2022) [ BTC (n=685)  GemCis + durvalumab vs. 7.2 vs. 5.7 months 12.9 vs. 11.3 months ORR, 26.7% vs. 18.7%

KEYNOTE-966 (2023)

IMbrave151 (2025)

I BTC (n=1069)

I BTC (n=162)

GemCis + placebo

GemCis + pembrolizumab
vs. GemCis + placebo

GemCis + atezolizumab +
bevacizumab vs. GemCis +
atezolizumab + placebo

(HR, 0.75; 95% Cl,
0.63-0.89; p=0.001)
6.5 vs. 5.6 months
(HR, 0.85; 95% Cl,
0.75-0.97)

8.3 vs. 7.9 months
(HR, 0.67; 95% Cl,
0.46-0.95, p=0.004)

(HR, 0.74; 95% Cl,
0.63-0.87)

12.7 vs. 10.9 months
(HR, 0.86; 95% Cl,
0.72-0.95; p=0.0034)
14.9 vs. 14.6 months
(HR, 0.97; 95% Cl,
0.64-1.47)

DCR, 85.3% vs. 82.8%

ORR, 28.7% vs. 28.7%
DCR, 74.9% vs. 75.6%

ORR, 26.6% vs. 26.5%
DCR, 87.3% vs. 79.5%

(O L

EAIERE /S5 —
Kochi Health
Sciences Center

13

Valle J. N EnglJ Med. 2010;362:1273-81. Okusaka T. Br J Cancer. 2010;103:469-74. Phelip JM. J Clin Oncol. 2022;40:262-71. Shroff RT. J Clin Oncol. 2025;43:536-44.
Oh DY. NEJM Evid. 2022;1:EVID0a2200015. Oh DY. Lancet Gastroenterol Hepatol. 2024;9:694-704. Oh DY. J Hepatol. 2025;83:1092-101.
Kelley RK. Lancet. 2023;401:1853-1865. Finn RS. 2024 ASCO Annual Meeting; abstract 4093. Macarulla T. J Clin Oncol. 2025;43:545-57.
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| PR [E S 1tHELER (TOPAZ-15ER)

TOPAZ-1ii52 : EIRItESE MAM/ER(L —EF/ R SR B

e (LTG5 FRRARY {574 SHIRB
. Eggﬁimatiﬁﬁﬁﬂﬂﬁﬁ (FFRRBEE. FFot JBRMEE. SA8YA 7)) 48 feifeibm
ABEE. lBERE A= T4 THL 4 GCH2EYE
. RBR (EBES YRR RS a3
%?)iﬁﬂ’;iﬂatf'%ﬁﬂhﬁ“ﬁ 6nB LR DT R—
- RiaFinE3iit FENSehHEL o= ”
(CnEOAmETIEE) ke
* WHO/ECOG PS 0&/clé1 PO F T (A ETER BN RSN TIRS
— TEFMAE (RENEES) R TR IR
. 24HR (0S) . BERR
. \ - R BE .
ﬂ{{gﬁ%&%&g?f%ﬂ%ﬁ% EEQERWEAE (fiomiiae) o BARERR
Eﬁﬂ;ﬁﬂw RE VS . IEEAEER (PFS) at
. AT I =1y IV
- (FFRREERE vs AFYMIBEE vs IBESE) ?mggg{gggl?im

« Z3RAME (DoR)
‘ + BRETORARE

= PD-L1FIRIRRBIOBZE
MrbhbsIEiIRENE e
#1404 21500mgREY{ IILDIBEICIRSTS

%2 1HESLUBHBICZATSF (25mg/m?) . FLSSE (1000mg/m?) OIETEASHIILIERMETIES T2

#3 EEEBITIIRECISTHAEI4 2 v1. LiCE T

‘ B AMEIAEIOPD-L1 RS EFERORRIC

(20214881187 - 9hu kA7, 24— REGIC S 30SEMMAR ch B T2, + GCEY 13.7080 (86 : 0.4~ L w Q

27.208] . 750K+ GCE 12,6088 [#F : 0.7~26.0081 ) L‘)

ECOG : Eastern Cooperative Oncology Group. PS @ performance status. PD-L1 : programmed cell death —3 ~

ligand-1. GC : 4 L35+ 32755, PD : EEiltiT ﬁ?g%ﬁtj 5-
Oh DY. NEJM Evid. 2022;1:EVID0a2200015. sl L LI
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BEE = (TOPAZ-1515R)

AZ715 + GCE¥ T'S5tR+GCE
(34141) (34441)

FiphiE (FEE) .= 64 (20~84) 64 (31~85)
145, &% & (%) 172 (50.4) 168 (48.8)
A, # (%)

FITF A 185 (54.3) 201 (58.4)

BA 131 (38.4) 124 (36.0)

BAFEEFINRTAIDA B (2.3) 6 (1.7)

FAINGREEEEATFIANGERE 0 1 (0.3)

Fmfth 17 (5.0) 12 (3.5)
thisk, # (%)

F=T 178 (52.2) 196 (57.0)

FFLLAY- 163 (47.8) 148 (43.0)
WHO/ECOG PS5 0. # (%) 173 (50.7) 163 (47.4)
[RFEREBEML, # (%)

i ER= ] 190 (55.7) 193 (56.1)

B E R 66 (19.4) 65 (18.9)

il 85 (24.9) 86 (25.0)
EBRODEE, # (%)

HEERF U BRA~ e 274 (80.4) 279 (81.1)

B 67 (19.6) 64 (18.6)
REiERE DEEFTRE 1, §1 (%)

[T E2ka 303 (88.9) 286 (83.1)

JEPREST 38 (11.1) 57 (16.6)
PD-L1FEIRMR*2, # (%)

=FIA (TIP21%) 197 (57.8) 205 (59.6)

{RFIR /BB (TIP <1%) 103 (30.2) 103 (29.9)
#1: WIEKT Y 2 A-ASUEOTYICET —SEETEF - ELTLE
GC : LS8 + 2 2T05F 2, ECOG : Eastern Cooperative Oncology Group. PS : performance status. TIP : EEHIE LU/ R REdRcEts (PD-L1) BERS ° \w.

U SFER -
Oh DY. NEJM Evid. 2022;1:EVID0a2200015. B

NBM in BTC Pts 15




fEETE R E at KHSC

FEMIE R : 24 78 (ToPAZ-15{ER)

m OSMKaplan-Meierfli#f (FRAfREITISER)

GC E'; 123456789 TOPAZ-1iIRICBBI-SATT1—=)b (1118)
g T R e o S — >
1.0 oStk IF -2
[95%EMER] . B | [95%EMERI]
0.9 12.9
0.8 IEIJEDSEX3: A=ET42T+GCEE (341) [11.6~14.1] 0.74
0.7 54.3% TStk +GCBE (34481) 11.3 10.63~0.87]
a47. 2% [10.1~12.5]
£ 0.6
% - {37425+ GCBE
0.5 . == TStrfi 4+ GCEE
1 0.4 24nA05%"
| - 22.9% 365 HOSE:
0.3 13.1% 14.6%
'D.Z E‘."-.l:llj-"-;:'
0.1 H
- b el Kaplan-Meieri#
0.0
0 3 [} Q 12 15 18 21 24 27 a0 33 36 39 42 45 48 51 54 (A
At sk E|IER BN DS ORERS
A=+ GORY 341 309 268 227 184 140 118 a2 75 67 53 50 43 31 21 15 7 1 0
FSth+ GCE 344 36 260 199 159 110 B2 59 43 37 20 25 12 11 a8 4 4] 0 0

#1 : {EWERZBroockmeyer-Crowley ZERLTRELE %2  HEBOIRNE [FEHURTEE vs BR] SLURBEMEML [FABER vs FAHEEE vs B8E] THEEELILER CoxEMNAY - FET L ERUTERAL,
EWREMETOIPOLAEEERVTRELE %3 : tosEHERS

(2023%F 102387 —9hy A7, OSEFERBSRES T3> 5+ GCBf 42,9088 (8 : 39.8~44.3n8] . 750 +GCEf 41.80A [ : 36.7~46.2081 ) .w.
GC: LAY+ 2ATFFS Q)
EAIERE /S5 —
Oh DY. J Hepatol 2025:83:1092-101. S Elatider Canter
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AEER (TOPAZ-15HER)

m R EE T IEREFA ORISR~

MEAEES (RetwiEEST)
S
EEOTH"
HILEZEL
FRYAAREEREE I
B AR RETTIE
E EAERES
T EFERERS
1 B ERRA
P e IR - 2
P EIEAEE 5t
ElES
fink - BT A REARE
s
EEfERNERDIE
IS i A AEE
ey
fiEss
BEOESEE
MFEE (£ /(L-EREEES)
Infusion reaction
FEMENT PRI ME

* : Grade3kl E@TFH
* % : Grade3L! F D MglRE

o FEETCFNREESSEINEENESENTLE
GC: NI+ 2 2T5F

NBM in BTC Pts

(TOPAZ-15tER)
AZ04>2+GCEF o hR{E |— GEH]
(n)
4 | e | 190.0 (11~529)
1 ®95.0 (ZREER146)
4 |— o] 118.0 (48~134)
1 043.0 (FRSESI141)
26 | Y | 104.5 (1~394)
10 I = |96.5 (41~246)
4 ; = | 206.0 (86~511)
1 ®326.0 (ZREMESILH)
1 ®1586.0 (FESAEM1HE)
57 —e | 35.0 (1~428)
o |-
0
0
0| +—FIRZL
0
0
0 _]
3 } ™ | 139.0 (72~421)
3 5.0 (4~37)
21 |l o | 65.0 (4~403)
14 | P | 93.5 (1~543)
0 |BELL
4 |e#—— 205 (6~89)
0 100 200 300 400 500 600 700 1100 1500 (H)
\w.
EAERE S —
Oh DY. J Hepatol 2025:83:1092-101. S Elatider Canter
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| PR [F) FE nHE R (KEYNOTE-966351 B5)

1~8H 4 7 )L \ oY A 7 LUK AN

~NL7RYXv7+GCHA ~L70) X 7+6HA N NN

LT & o4 L7AaY X
[FHA>] EREFAREAL=ETHREIERRERrHR] e “L7R VAT o e X7
(&1 EDRRIER F—ahvbA7E:20214€12158) 200mg FAEHE 200mg SR AR
(REBITHER T—42hvb4+78:2022412H158) 33ER S 38Rk

[ & 1 FRABOBEUVIRTFESBEEZ(FA/FAEEERS
ABERE)EE1,0696(BXAN10261ZET)

EGEANEE
« EEFRIC2 S W oBRYIBRTREAFA - FFAEE
EXIZEERE

* RECIST v1.11Z & Y SH{HA] &€

« bEEEE LW &

+ ECOG PS0X 11

« SR EDL3n BDEFIEEM

L ERIEF

Poe HbiE (TP T XIET VT LS
Poe SEDIREE (RATETXIZERMN)
Lo BRI (FFAISBEILEFA)

. e 75tHR

]
[ ]
®

(B394 71)

D1 D8

] ———

\l 1&4‘ 720 (3:5]3? J . \— 14#‘4.’:’)[/ (35@F'Lﬁ) J ¢
75 & R+GCHE 7 7 RGN \

SURENTE SRR E
AR FE bR 3 EEE R
NLTRYART (BAsst A 7 1)
7R . , . -
FLOAE Y (Gem) N — S N ) R R S :

cxrsry (o |GBD | @ | @ |0 |
VA7 ZF (Cs) 144 7L (3AR) x8 \— 194 7L (3:8H) J

GCHER © 7 L3 & £ 1000mg/m? S EHEEMMR ABBERUVBEE) +¥ X 75 F v 25smg/m2 @i F3BMEME BB RUBHE. &A8Y (7

LET)

GHtA : 7 L & £ 1000mg/m2 R E3BMMER AABERUSHE) (hEEHICEKELAWRY, HEOERAL)

£ =1 {h > . = £ _ £
R A L ZBZICBET 22  HOVREEE RV DY b B — LI NHBVEREE CRREYVEIERS OSBRI LRI, SHBVICH T 217 1 L A& ?ﬁﬂ%ﬂﬁﬁﬂ : EIB%J#IFJ% ]I[*E.ﬁ.;ﬁ(KEYNOTE 96635)
EEBITHEY . Ho. AREIERSH OHBYY 4 L 2 BA100 IU/mLKETH 2 BE) FARBICEANTAZE SN Kelley RK et al. Lancet 2023; 401: 1853-1865 ‘w.
;ggg;cgm%ﬁ?fgi#;;{;g;;sz/175?/75&53 N7-BH, RUTERYIBREE & 20 S N7 B SUUBT 06 » A R ICHTET LT Kelley RK et al. Lancet 2023; 401: 1853-1865 Supplementary appendix . -
HERLEBES (D) . HECEALVAEHR, ARELEFOUI, REMBOLRA Soh LW U3 £ TR L7 ARERIIMSDH DE IRz LYT T, TRTHDEELRLYEEREZ4ELTINS, SiEEEF-
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FELE R (KEYNOTE-966: ITTEH)

¢

EAC))
ANL7OVX27 +GCE 75t % +GCE ANL7O0VX27 +GCE 75tFK+GCE#¥
(533f1) (536f1) (533f) (5366)
65 K 269(50.5) 298(55.6) JaBXBAE R HY 62(11.6) 43(8.0)
; 12 ALRAD
FHEy 65 L E 264(49.5) 238(44.4) S E L 471(88.4) 493(92.0)
R {E[EEH] 64.0[23, 85] 63.0[28, 84]
ReEE 56(10.5) 49(9.1)
gk 253(47.5) 264(49.3)
5 BUEEESH L) 205(38.5) 191(35.6)
B 280(52.5) 272(50.7) R4
. BMERELL 272(51.0) 295(55.0)
hig 7T 242(45.4) 244(455) porer 0 1(0.2)
2 4”%) 291(54.6) 292(54.5) ey 50(9.4) 48(9.0)
2} 98(18.4) 105(19.6) {LZEEE ' >
Tl 483(90.6) 488(91.0)
[RZEEBAL k3 115(21.6) 118(22.0)
CPS21 363(68.1) 365(68.1)
A 320(60.0) 313(58.4)
e o PD-L1%18 CPS<1 113(21.2) 110(¢20.5)
BT ETT 60(11.3) 66(12.3)
EDREE — ¥ N 57¢10.7) 61(11.4)
[ TR 4kd 473(88.7) 470(87.7) B 157(29.5) 162(30.2)
0 258(48.4) 228(42.5) SNEFHE : -
Tl 376(70.5) 374(69.8)
ECOG PS 1 274(51.4) 308(57.5) -
o 102 0 2450 MSI-High 6(1.1) 4€0.7)
BEER T _L - o7 i o MSS 433(81.2) 422(78.7)
BE XL &Y 33(6.2) 414767 FREEMSD | xpg 94(17.6) 110¢20.5)
BERLF— | BL 500(93.8) 495(92.4)
— hw.
* jl:ll:gl_—)bgﬁ _ . __ L.) =
MSl-High: S$E< /20373 hAREY  MSS: 240047531 MREM SHEERESF—-

Kochi Health
Sciences Center
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® 0SMKaplan-Meierthi(ITTER) Bt

(%)
100 =,
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713.7%
N [69.7, 77.21
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BRHHEHD

30
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10+
0 T

80.7%

[77.1, 83.8]

44.1%

40 [39.9, 48.3]

91.6%

[47.3, 55.7]

28.0%
[243,31.9]

33.0%

[29.1, 37.0]

18.1%
[148,21.7]

ANL7OYX2?7+GCE 77t K+GCE
(53341) (536f)
AR HEHI (%) 414(77.7) 443(82.6)
LA FRR(0S) R fE 12.7 10.9
[95%CI1*1, A [11.5,13.6] [9.9, 11.6]

NP —FL[95%CI] *2
ME*:&

0.83[0.72, 0.951]

p=0.0034

OSehR{E:12.708
0SthR{E:10.958 8

24.9%
[21.2, 28.8]

1
0 2 4 6

at risk#

RLTaYyXw T+
GOR 533 505 469 430

374 326

275 238 204

FS5+tA4+GCE 536 504 454 394 349 287 236 213 181
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— RLTAYXTT+ECH
m— IS R+GOH

[1:95%Cl

*1 $THEYTF —4(Eproduct-limit (Kaplan-Meier )&= E-5¢
*2 EEROAERTELL. (T UTF. 7UTLN). BOREBR
E1T. EitE). RREA (4. B, FR)EBAIEF(EELLLE
FIEF)ELE=EBICox e ffl/ \H—FETFILIZE T
*3 BRInI S okEIcE IBHREFREALBAREF LR A,
HEK#E a=0.0200(F5A+GCHIHTIALTONXTT+GCRO
BRI EhT)
F—ahub47H 20224128158
[EhERRE s {E:25.60 B (MG $EEH:21.7, 30.4)]

3¢ (/)

3B 21 16 8 5 0
28 20 14 7 1 0

AR & 4 - ERR 3L F5 M 485X8% (KEYNOTE-96658%)

Kelley RK et al. Lancef 2023; 401: 1853-1865
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Bl %
ALTOYXTT +GCBE 5k +GOR ALTOYXTT +GCB 754 +GCH
(52961) (53460) (5291) (53480)
£Grade Grade 3-5 £Grade Grade 3-5 2£Grade Grade 3-5 £Grade Grade 3-5
REBEGE kAR 3(0.6) 0 0 0
BiEEY<E 1M7¢22.1) | 38(72) | 690129) | 2139 v 2O o) 5 5
RIS E T 46(8.7) 1002) | 14(26) 0 FEE% 200.4) 100.2) 200.4) 1€00.2)
W% 26(4.9) 6(1.1) | 101.9) 1002) B 20.4) 0 1002) 0
R IR AR 193.6) 1002) | 10(1.9) 0 & % 200.4) 0 100.2) 0
EEORERG 10019 | 1001.9) 3(0.6) 3(0.6) BRDERH 1002) 1002) 1€02) 1€0.2)
KB % 9(1.7) 5(0.9) 6(1.1) 200.4) D % 1002) 1002) 1002) 1€0.2)
e 9(1.7) 5(0.9) 71.3) 7(1.3) Bk 1002) 0 0 0
Infusion reaction 8(1.5) 2(0.4) 6(1.1) 0 B R R AR AEE T i 0 0 100.2) 0
B g 4(0.8) 3(0.6) 6(1.1) 40.7) SEM 0 0 2004 0
SIS METS 3(0.6) 1(02) 2(0.4) 1(02)

F—4hvbAoH:2022412A158
Grade [ZCTCAE v5.0. MedDRA v25.1

— : ; O L
RS ERS: EMARS IRRBRKeNOTES66iE) o(0) =
Kelley RK et al. Lancet 2023; 401: 1853-1865 EAIERE /S5 —
KEYNOTE-966 5 BRIEMSDEL DB &R HEI LY iThh 1= Soiamcbe Conter
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B EEEEICHITAGCDEGCPDHED T

cQ23 YIBRABEEEIEICT L T7 7—R 74 Y OEYEEIIAIFHEREINE D ?

O

VIR ARBEREEEICT T A7 7—R AV DOEYMEEL LT, FLYZREV+IRTIFV+s-1AEE, LY ZREV+SRTIFV+
TaANUITHEAEE TLAVREV+PRTIF/+RLA7AY X7 HEAEEEZHET S,
HEIREL (LRJILA)

7=72L, 25RECHEFEL EH, O LEERE/ESILRVEFICHL T,
TLYREV+ P RT7FVHBAEE, TLAY2EY +SAHAREEZRET 3,

HEIZE2 (L RJLB)

Primary Treatment for Unresectable and Metastatic Disease

Pref | Regi Other R iod Regi Useful in Certain Ci
* Durvalumab + gemcitabine + cisplatin * Gemcitabine + cisplatin (category 1)°"'7 * Targeted therapy (BIL-C 3 of 5)
(category 1)e-h4,5 « Capecitabine + oxaliplatin
* Pembrolizumab + gemcitabine + cisplatin « FOLFOX
(category 1)e.9.h4,6 * Gemcitabine + albumin-bound paclitaxel

* Gemcitabine + capecitabine
« Gemcitabine + oxaliplatin
« Single agents:

» 5-fluorouracil

» Capecitabine

» Gemcitabine

Mational
Comprehensive
Ic[®#cfl Cancer
MNetwork®
e
W

AAFBEAR Y S BEESENA 51V EREEL . SiEERESY—-
IETFYRICEDWBERZEN A KT 4 > RETFAR, EFREH AR, 2025 BOChLUICRIN ar
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NEYIBR DRI S
BQ12, FRQ5
[ IR TTAE }[ IR AL }

* l

AT, AL E
[ BEEFLF—, RFY b 1

BB K L — & PIRRERASHH
BT T TR HTRT LS R0E T L S S
BQ8~10, 13, 14, CQ8~11, 25, FRQ1

L
A 4 A 4 v Y
[ AR N Lok M RO - M —— H P (FPIBRSEEREDS) 1

A ——

BQ1l1l, 15~18, CQ14~22, FRQ4, 8 €Q23, 24, 27 A= Enp 3 s FRQ7
0 FRQ10
I I CRHA RS A TIREEARE - BEATRINALS OISR LT,
~ > o - ps I I
aAvN—2 3 VFH i i
FRQG6
V |
BRI {faz:zﬁ 5 L.)‘U’ -
ot mEEIEE, MR B ER 22 . — o . _ —
[ €Q26, FRQY, 11 BAFEEARZ = BERDENA 74 VERZER . EAIERE /S5 —
’ ’ IETFYRICEDWBEESENA K74 v RETFE4MR, EFHE LA, p10, 2025 e e
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High-volume center CO A F UIBR A E K

Author HEAR ELHER
Taniyama Y KBRADA B TR Z A, FEREAIE S FiT  ITR3FEIR TR FERELEL & BE
FXHE O BE & 7 AT Low volume center Cl31.6/Z
=>High-volume center C3ELETFH RIF
Kommalapati A NCDBT — X N — X & ) jiBz&Annual MEEZVolume & E4FHAEIICEEEH V)
Volume & &4 1F % FEMT OSHSRE: Hvs. lvs. L=13.1:8.1:5.0 months
=7k Y X7 H1.20E
Roderburg C FRIEFEICL Y ek 9 L. ABESt  High-volume center TD ABRIETER: 7.1%
TR 7% LB Low-volume center CD AR TK: 11.4%
(EFHEHDZWIZERTERI|MMETT 3)
Olthof PB FFPIERAEEfE D K FMTRIE T & ERX T2 90H L ==K
Volume D& (2D LN THEEMT High-volume center : Low-volume center = 12% vs. 14%
B HIEER DM AR HHigh-volume center TR LY

BADEEEZEHA L 74 [FURCESRTZHREVRIE. FINHBRDZWERTITI ZLhRESN D]

HAREBEAR TS BERZENA F 714 AMEREES K. ‘L’).
IETFTYRICEDWBEESENA K714~ RETER, EFHE AR, 2025
Taniyama Y. J Epidemiol. 2021;31:52-8. Kommalapati A. HPB (Oxford). 2019;21:379-86. SrEEE Y-
Roderburg C. Cancers (Basel). 2022;14:4038. Olthof PB. Ann Surg Oncol. 2025;32:1762-1768. e e
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B TS
o EEFENICEREOMEAEITFELZRWL

m Eif
- BBEEOREBEERICL > THRITZIRICHTZS
o FFARBEYIRR/BESE+ 38 B VIBR/ AT B U BR
o FFERRUIBRD D ERIESH H 5

B TR mEhEE
o RITIX6N BEDMES-1EEZITH T ENIERAE
« [EHPRAYIC (L Capecitabine H I #E

\w.
L.) SrEREES-
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i mBEENITET VR

AER% Hhig / TRIKE HERT VM AR FEFEEAEE ELER - Em

BREG L, TLYREEHE

":":'\:'ﬁ': Varax N > S A H )
BCAT H7< /2013 FFAEE SR 21118 TLYRE Y 24TFHAR (0S) DA LR &
PRODIGE-12 /| , = . YERBERE (A - | GEMOX (F L 2V |EBHXEFHHE|, . e
accorp-18 |7 7722015 |y mp i fBgesE) SRIITE v A E=HUFS5FY) | (RFS) RFS - OS&EHICHEER L

ITTEEMT T B EEL L712HN.
2477 (0S) |per-protocol T TOSHHE

IR Al eERE B E (AT

BILCAP =[H /2017 N - FFSABERE. B | B HRIZE Y

. AR ( ) 57 O S AR
UIkREEE (TR - AF e
e ol OSZHEICHE, AARICHIT
2022 BiEyE., IBERE. 3 1 -1 (4a3—X P4 FH oS P NP

ASCOT ElZIK/ ?E‘Ji ‘Eur_ H ;%r_ ?L CE *E ( ) £ @ HFEﬁ ( ) %ﬁh{ﬁ%ﬁﬂb%ﬁ,ﬁ@ﬁ‘%ﬁ

l"/\l:llan-Eu)

w2
Ebata T. Br J Surg. 2018;105:192-202. Edeline J. J Clin Oncol. 2019;37:658-67. SrEEE Y-
Primrose JN. Lancet Oncol. 2019;20:663-73. Nakachi K. Lancet. 2023;401:195-203. e e
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ffr#& Capecitabinef&i%

« IEFVR N

BILCAPERER T ™ s i
d *‘1%: *Eiﬁw &%?& (RO/ Rl)a)ﬂﬂi'é. EE%% s S ::i'{;l:ZIL;H{}:I 0-63-1-04); p=0-097
o JRFEBHL "

FFRREETE. FFABERE,. IBEE,

+ 16 RZZLEERR =
* Intention-to-treat (ITT)EZ 1

OSHHR{E: 51.1 vs. 36.4 mo (p=0.097)
 Pre-protocol (PP)f# 4T

EERKHICIEE ICER SN S E g omberat ik

HR: 0.74 [p=0.028] natongo 4O 1390 e
- E: VAR EAZEL L CEEMRE '

Crverall surdival (%)

BRKHA F T4 %EX -85
NCCN/ESMO/ASCO
B EEMNEHEEL L THRI X V6D A 2R

[FRET=2RIICIT T L —T2D5,
BRREVICIZ RS T4 7|
Q)\w.

SAERE Y-

Kochi Health

Primrose JN. Lancet Oncol. 2019;20:663-73. Sciences Center
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fiTt&s-19 %

—— Observation group

« TEFVR -. T Sigrw
JCOG1201/ASCOTEABR
o MR RiatIERE (RO/R1)DIEEEEE
« [RHETRL
FFAEERE. FFABEERE. BEEE.
+ =55 ¥L SR AR
* Intention-to-treat (ITT)ﬁ@’I‘ﬁ Stratified hazard ratio for death, 0-69 (95% €1 0.51-0.94)
3%£0S: 67.6% vs. 77.1% (p=0.008) o
- SIBTHBICEFINE wrberacisk
BT Y X 731%HD [T:wn:iﬂrcle:?:ij 222(0) 211(0) 177(0) 149() 91(42) 49(75) 21(102) 2(120) 0(122)
. Ell‘i: y}¢;;ﬁi}&l}\: 14%\ HEE@%: 7% S-lgroup 218 (0)  209(0) 187(0 166(2) 112(47 65(82) 27(113) &(131) 0(139)

[s-1fEBhEED I O£ FHIR %
BICERL 7=

Overall survival (%)
- o (= a]
= = =
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o
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Nakachi K. Lancet. 2023;401:195-203. Sciences Center
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Narrative-based medicine (NBM) & [&

Guyatt G. AEICEADH 3 ERREDIGHE
EBM (1991) [IR8L] [#EstFE] [R=H]

Evidence-Based Medicine ZHEFALIETBREADRE

Greenhalgh T & Hurwitz B
e —— NBM (1998)
' - ‘ - Narrative-Based Medicine

ERMEEED R & Z2ER"IC

KEFELTELEEDOKRKETL
EROHF _ PN
-~ < .
EREREZ QE | [ Narrative: ¥J55| &L 5
JREER _ mahD. ChETO
v EEEEEOIERN * = EEZREZ S
v BE OB . A "
\w.
Guyatt GH. ACP Journal Club 1991 Mar-April, pp114. L.) EAIERE /S5 —
Greenhalgh T, Hurwitz B. BMJ. 1999;318:48-50. gggr:ciiaggnter
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Evidence: the key to avoiding POLF

-CT volumetric analysis

-ICG clearance test

\ 4

Inadequate investigation

-Chronic liver diseases

-Obstructive jaundice

-Portal hypertension

4

99mTc-GSA SPECT/CT fusion imaging

Volume rate # functional rate BREFAE- RSB TE @I L Q)‘g).
EAERE S —
Sumiyoshi T, Okabayashi T. Radiology. 2014;273:444-51. e Eonter
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Liver Function Assessment Using Technetium
99m-Galactosyl Single-Photon Emission
Computed Tomography/CT Fusion Imaging:
A Prospective Trial

Takehiro Okabayashi, MD, PhD, Yasuo Shima, MD, Sojiro Morita, MD, Yasuhiro Shimada, MD,
Tatsuaki Sumiyoshi, MD, Kenta Sui, MD, Jun Iwata, MD, Tatsuo liyama, MD

* Predicted R15 =109.607 — 106.857 x LHL,

* KGSA=-0.1431 x log (0.84456 — 0.82337 x LHL,)

e The receptor index LHL,; is a simple indicator calculated from three
points of data in the time activity curves (liver c/heart;c + liver,)

* remKGSA = KGSA x functional rate

* Hepatectomy was considered safe for patients with values > 0.05

NBM in BTC Pts
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Table 2. Operation-Related Parameters

Table 3. Postoperative Outcomes

Population Population
Variable of interest {n = 185) Characteristic (n = 185)
Propartion of future liver remnant, Hospital stay, d, median (range) 9 (4—116)
median (range) ICU stay, d, median (range) 1 (D=1}
Remnant % volume of the 90-d mortality, n (%) 1(1)
liver using _CT 77 (39—97) Complications, n (%0}
R:‘mnnpr % flun(:licn of Biliary leakage 10 (5)
the liver using galactosyl human - - - — —
serum albumin 78 (42—97) Pleural effusion/respiratory insufficiency 503)
Predicred score of future liver remnant, Perihepatic abscess 4 @)
median (range) Abdominal wall abscess 312
remKICG! 0.11 {0.03—0.41) Postoperative ileus 21(1)
remKGSA 0.11 {0.05—0.16) Cardiac complication 14(1)
Operative procedure, n (%) Hemorrhage from esophageal varix 1 (1)
Righr hcpa[ccrom}f 8 (4) Clavien-Dindo grade, n (%) 17 (9)
Left hepatectomy G (3) 1 7 (40)
Segmentectomy 61 (34) 11 4 124)
Other hepatectomy 110 (59) Illa 4 (24)
Extent of resection, n (%) 1Tb 0 (0)
Major Inepmecwmy 32(17) IVa 1 (6)
Minor hepatectomy 153 (83) IVh 0 (0)
Operative time, min, median (range} 175 (39—522) Y 11(6)
Blood loss, mL, median (range) 200 (20—15,165) PHLF according to ISGLS grade, n (%) 14 (8)
Blood loss =500 mL, n (%) 51 (28) A 6 (43)
Transfusion of packed RBCs, n (%) 26 (14) B 70500
Amount, U, median (range) 4 (2—44) [ 1(7)
Vascular clamping, n (%) 11 (6) PHLF 50-50 criteria 201
Total ischemia duration, min, median (range} 35 (13—80) PHLF p. s Bili =7 criteria 0 (0)
*Calculated as |1] isma KICG. PHLF (ISGLS definition
T( aleulated as predicred KGSA. or 50-50 or p.Bili =7 criteria) 18 (10)

RL\&.LUIJ][ of 3 or more segment of the liver.

KGSA, indocyanine clearance rate using galactosyl; KICG, indocyanine

green clear;znce rate; rem, remnant.

ICGHEHEERTIT A <.,
REEI(C

ISGLS, International Study Gmup of Liver Surgery: PHLF, |:u.l:t—]lt]::ztir_'

liver failure,

ﬂ97n9>??ﬂﬁ
FETE, RICHEBEHRHHET

Okabayashi T.J Am Coll Surg. 2017; 225: 789-97.
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Table. Characteristics of 30 hilar bile duct cancer

Liver function assessment using @) _ .
patients who underwent major hepatectomy

99mTc-GSA single-photon

emission computed tomography Age (y), median (range) 71 (42-84)
(SPECT) /CT fusion imaging Male, n (%) | 17 (57)
in hilar bile duct cancer: Preoperative biliary drainage, n (%) 30 (100)
R Drainage limited to future remnant 25 (83)
A retrospective study liver
e D e e D A o et M MO Drainage of whole liver 5 (17)
Ryotaro Tokorodani, M Yuichi Sasaka, MD," Teppei Tokumaru, MD," Toshio Nakamura, PhD" Preoperative portal vein embolization, 19 (63)
j , MD, , Jap
A n (%)
o NS o Right portal vein embolization 18 (95)
Right anterior portal vein 1 (5)
embolization
025 B Sugical procedure, n (%)
Type of hepatectomy
remkICG remKGSA Right hepatectomy with caudate 22 (73)
o2 lobectomy
Left hepatectomy with caudate 6 (20)
lobectomy
013 100% Right trisectionectomy with 1(3)
caudate lobectomy
Left trisectionectomy with caudate 1 (%)
01 7 lobectomy
[ safe (remKICG, remKGSAZ0.05) Extrahepatic bile duct resection with 30 (100)
o | S emkice romKGSA B Unsafe (remKICG, remKGSA < 0.05) hepaticojejunostomy

BEFTICE L CHREROAETHAS D= HAE C ERICTHET = AL e
: | | =HERE Y X —EE TSI THECE 3 2 & ATEHI - U I«

KICG KGSA ,
Sumiyoshi T, Okabayashi T. Surgery 2016;160:118-26. e Eonter
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Mobilization of Host Stem Cells Enables Long-Term
Liver Transplant Acceptance in a Strongly Rejecting

*

EAXAH =X LDAEA

Rat Strain Combination

T. Okabayashi, A. M. Cameron, M. Hisada,
R. A. Montgomery, G. M. Williams and Z. Sun

A 100 7
80 1
60 7

40 1

Rat Survival (%)

O Plerixafor (P} (n=6}
et Tacrolimus (T} (n=7)
e P+ T (n=13)

:

40

Saline

80 120 160 200
Days post-PLT
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=

o

7 dwys
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»
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o
2
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B-actin T
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Meiged
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Tdays e —
Bractin T e S— —
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3M-post-PLT

Nerged

)

Okabayashi T. Am J Transpl 2011;11:2046-56.
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Oral supplementation with carbohydrate- and branched-chain Preoperative oral supplementation with carbohydrate
amino acid-enriched nutrients improves postoperative quality and branched-chain amino acid-enriched nutrient improves
of life in patients undergoing hepatic resection

Apumin (3.8=-35.7 gidl)

(1] 2 4 é B 10 12
Postoperative time (month)

REIREDORE:
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insulin resistance in patients undergoing a hepatectomy:
a randomized clinical trial using an artificial pancreas

1 Rolephysical T T T T
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Okabayashi T. Amino Acids 2011;40:1213-20. Okabayashi T. Amino Acids 2010;38:901-7. Sciences Center
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Extrahepatic stem cells mobilized from the bone marrow by
the supplementation of branched-chain amino acids

Pre- blood . N )
ameliorate liver regeneration in an animal model A F F F; L,
Takehiro Okabayashi,*"' Yasuo Shima," Tatsuaki Sumiyoshi,” Akihito Kozuki," Tatsuo liyama,* E ' T ‘31 ‘
Teppei Tokumaru,' Tsutomu Namikawa,* Takeki Sugimoto,* Yuka Takezaki,* Hiromichi Maeda,* | E e
Michiya Kobayashi* and Kazuhiro Hanazaki* § w o | sl | e I—L
il 0., (00 .00 . b e Do e S car e et
D34 kit Sca D34 €Dy *Pco.on $CA-1 AL

Sy tP<0.05
(b) 1 T P <0.05 1 )
Blood post-PLT Liver allografts post-PLT
(@) 3 10 . el -1 T3
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g 8 —_— El 3 o
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Okabayashi T. J Gastroenterol Hepatol 2014;29:870-7.
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L-Carnitine Improves Postoperative Liver Function in
Hepatectomized Patients

Takehiro Okabayashi, MD, PhD' (); Kenta Sui, MD'; Takatsugu Mastumoto, MD';
Jun Iwata, MD?; Sojiro Morita, MD?; Tatsuo livama, MD?;
and Yasuhiro Shimada, MD°>

a b C
70, 110y 12,000¢
) = 3
g 60y £ 100} 2 10,000}
2 e w
@ 500 £ oo} £ 8000}
: ;
o 40} E 80} Z 6000}
5 £ g
£ 30t B 7o} £ 4000}
- e 2
20} g0} 2000}
0 1 3 0 1 3 0 1 3

Postoperative days Postoperative days Postoperative days

*P<0.05 Control group (n = 106)

mmmmmmm== Carnitine group (n = 102)

Table 2. Short-Term Outcomes.

Control Carnitine
Characteristics (N =106) (N =102) P-Value
Postoperative outcomes
Hospital stay, d, median (range) 12 (5-144) 10 (7-157) 0.048
1CU stay, d, median (range) 1(0-1) 1(0-1) 1
90-d mortality, n (%) 1) 0 (0) 0.985
Complications, n (%)
Biliary leakage 6 (5.6) 5(4.9) 0.948
Pleural effusion/respiratory insufficiency 4(3.8) 2(2) 0.713
Perihepatic abscess 2(1.9) 1(1) 0.973
Abdominal wall abscess 1(1) 1(1) 0.494
Postoperative ileus 1(1) 0(0) 0.985
Hemorrhage from esophageal varix 1(1) 0(0) 0.985

ICU, intensive care unit.

NBM in BTC Pts

Neutrophil/lymphocyte ratio
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*P<0.05

m

£ ARB1E

v

Postoperative days

Control group (n = 106)

v

Carnitine group (n = 102)

Table 3. Postoperative Complications According to the

Clavien-Dindo Classification and an International Study H NvAs==] 57
Giroup of 1iver Surgery. Ammonia/PT IFHRERIE %
Control Carnitine
Characteristics (N=106) (N=102) P-Value
Clavien-Dindo grade, 0.382
= ANZTF Y ORI
! n a8 LAN=F 7D ¥
! ~ RS
la 7(6.6) 2(2) ° ™~ # —Ei
Illb 0(0) 0(0) Z )l/
IVa 0(0) 1(1) L N
s o o - LR b L XOBRRE
AY () 0O
PHLF according to 0.151 BEX Lk =
ISGLS grade, n (%) ® ﬂ? ﬁ *% Eb 0) % E%
A 3(2.8) 4(3.9)
2= 0 kY
B 8(7.5) 1(1) AN r
c 1(1) 0(0) ° 1il-‘]-1§ = 1# Eo)*mﬁu
PHLF 50-50 criteria 6(5.6) 2(2) 0.305
PHLF peak Bili > 7 0(0) 0(0) 1

criteria

Results are expressed as n (%)
Bili, bilirubin; ISGLS, International Study Group of Liver Surgery:
PHLEF, posthepatic liver failure.

Q)\w.
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Kochi Health
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Okabayashi T. JPEN J Parenter Enteral Nutr 2020;44:823-30.
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Should Lymph Nodes Be Retrieved in Patients with
Intrahepatic Cholangiocarcinoma? A Collaborative
Korea-Japan Study

Chang Moo Kang 17, Kyung-Suk Suh 2(*/, Nam-Joon Yi ?
Hiroki Hayashi 6 Sae Byeol Choi 7, Chi-Young Jeong 8 Takeshi Takahara ?, Shigehiro Shiozaki 10
Young Hoon Roh 11 Hee Chul Yu 12, Takumi Fukumoto 13, Ryusei Matsuyama 14 Uyama Naoki 15
Kazuki Hashida ', Hyung Il Seo V7, Takehiro Okabayashi ', Tomoo Kitajima %, Sohei SATOI %°,
Hiroaki Nagano !, Hongbeom Kim 222, Kaoru Taira 2, Shoji Kubo ?**" and Dong Wook Choi 25!
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Table 2. Topographical relationship between metastatic lymph nodes and primary tumor location of
resected [HCC.

Right-Sided Left-Sided

Tumor Side (N =112) (N =181) P
No. 7 Lymph node (LN) 0.013
No 109 (97.3%) 162 (89.5%)
Metastasis 3(2.7%) 19 (10.5%)
No. 12LN 0.065
No 47 (42.0%) 96 (53.0%)
Metastasis 65 (58.0%) 85 (47.0%)
No. 13 LN 0.024
No 93 (83.0%) 166 (91.7%)
Metastasis 19 (17.0%) 15 (8.3%)
Perigastric LN 0.052
No 109 (97.3%) 166 (91.7%)
Metastasis 3(2.7%) 15(8.3%)

) v NESRE IR TRE Db
Zh & b “TREAZZHT (staging) D= "R DH
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Pre-CRT
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Chemoradiotherapy for Initially Unresectable Locally Advanced
Cholangiocarcinoma

Tatsuaki Sumi}’ﬂshil - Yasuo Shima' - Takehiro Okahayashil * Yuji l’«Tegnm2 .
Yasuhiro Shimada® - Jun Iwata® - Manabu Matsumoto® - Yasuhiro Hata® -
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Duodenojejunostomy for endoscopic
management of biliary enteric anastomotic
stricture inaccessible via balloon-assisted
endoscopy: a case report

Shinya Sakamoto', Kenta Sui', Motoyasu Tabuchi' and Takehiro Okabayashi'”
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Characterization of Prognostic Factors and the
Efficacy of Adjuvant S-1 Chemotherapy in Patients
with Post-surgery Extrahepatic Bile Duct Cancer

TAKEHIRO OKABAYASHI', YASUO SHIMA', JUN IWATAZ, SOJIRO MORITA?,
TATSUAKI SUMIYOSHI', KENTA SUI', YASUHIRO SHIMADA®* and TATSUO ITYAMAS

!Department of Gastroenterological Surgery at Kochi Health Sciences Center, Kochi, Japan:
2Department of Diagnostic Pathology at Kochi Health Sciences Center, Kochi, Japan;
3Department of Radiology at Kochi Health Sciences Center, *Department of Clinical Oncology, and
S Department of Biostatistics at Kochi Medical School, Kochi, Japan
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Figure 2. Forest plots of treatment effects on overall survival in subgroup analyses. Forest plots show effects on overall survival of patients in each
group. Each black rhombus shows the rearment response.
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Indications for pancreaticoduodenectomy affected

postoperative outcomes in octogenarians

Takehiro Okabayashi®

Characteristics
Operation time (min, median [range])
Blood loss volume (mL, median [range])
Porto-mesenteric vein resection (%)
Postoperative morbidities (%)
Intra-abdominal hemorrahge
Intra-abdominal abscess formation
Postoperative ileus
Pneumonia
Delirium
Pancreatic fistula (A/B/C)
Delayed gastric emptying (grade B) (%)
C-D classification (1/11711/1V/V)
Hospital stay (days, median [range])
Pathologic demographics (%)
Pancreatic neoplasms
Biliary neoplasms
Duodenal neoplasms
Chronic pancreatitis

Duodenal perforation
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Institute Journal Blood loss Operation time
Cameron JL Ann Surg 700 mL 330 min
John Hopkins Medicine, USA 2006; 244: 10-5.
.1 . 1 . . 1
- | 3Kental Suit | Tak:lhlro Murokawa™ | JI;’O Kimura® | Bassi C Ann Surg 200-1500 mL 316-319 min
Jun lwata® | Sojiro Morita® | Tatsuo liyama®™ | Yasuhiro Shimada University of Verona, Italy 2012; 256: 674-80.
Octogenarian Blchler MW Am J Surg 771 mL 255 min
Younger Octogenarian Early period Late period University of Heidelberg, Germany 2011; 201: 166-70.
= = — — a b
n=s64) =122 =43 =77 Praluet Pualue Okabayashi T JOP, J Pancreas 349 mL 276 min
279 (153-817) 248 (146-822) 247 (146-410) 248 (152-822) 001 843
390 (20-15 017) 320(15-15330)  350(20-2990) 320(15-15330) .600 4687 Kochi Health Sciences Center, Japan 2015; 16: 41-44.
133 (28.7) 14(11.5) 6(13.3) 8 (10.4) 001 843
N
A . . — . . o
1569 204 122 109 s s [BsRElIE& A Y | Time is money = Time is life
10(2.2) 3(2.5) 0 (0.0) 3(3.9) .887 462 N N _ - -+ <
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EDITORIAL

Evidence-Based Medicine

An internist secs a 70-year-old
man whose main problem is
fatigue. The initial investigation
reveals a hemoglobin of 90 g/L.
The internist suspects iron
deficiency anemia. How might she
proceed?

The way of the past

When faced with this situation dur-
ing her training just a few years
earlier, the internist was told by

the attending physician that one
ordered serum ferritin and trans-
ferrin saturation and proceeded
according to the results. She now
follows this path. If both results
come back below the laboratory’s
lower limit of normal, she will
make a diagnosis of iron defi-
ciency anemia, and investigate and
treat accordingly. If both results

e way of the future
The internist asks herself whether
she knows the diagnostic proper-
ties of the tests she is considering
ordering and realizes she does not.
She turns to the microcomputer in
her office, which has a modem and
inexpensive software to link by
telephone to MEDLINE. She con-
ducts a quick, computerized litera-
ture search, using the indexing
terms "iron deficiency anemia” and
"sensitivity and specificity,” and re-
trieves seven citations at a cost of
$0.79. When she surveys the titles,
one appears directly relevant (1).

She faxes the citation to the library
at the local hospital and picks up
the article when she does rounds
the next morning. She reviews the
paper and finds that it meets cri-
teria she has previously learned
about validating a diagnostic test
(2) and that the results are applica-
ble to patients like hers.

The study shows that she
should order a serum ferritin level,
but not transferrin saturation,
which is less powerful and

imates the pretest
iron deficiency and

ble, she uses data from the
rticle to determine the sensitivity
and specificity associated with the
serum ferritin value obtained, cai-
culates the post-test probability of
iron deficiency, and then decides
on further management.

Discussion

The way of the future described
above depicts an important ad-
vance in the inclusion of new evi-
dence into clinical practice, Clini-
cians were formerly taught to look
to authority (whether a textbook,
an expert lecturer, or a local senior
physician) to resolve issues of pa-
tient management. Evidence-based
medicine uses additional strate-
gies, including quickly tracking
down publications of studies that
are directly relevant to the clinical
problem, critically appraising
these studies, and applying the re-
sults of the best studies to the clini-
cal problem at hand. It may also in-
volve applying the scientific
method in determining the opti-

mal of the individual

5

For the clinician, evidence-
based medicine requires skills of
literature retrieval, critical ap-
praisal, and information synthe-

sis.” It also requires judgment of
the applicability of evidence to the
patient at hand and systematic ap-
proaches to make decisions when
direct evndcncc is not av. mlab .

nal Clubis to help make evidence-
based medicine more feasible for
internists by extracting new,
sound clinicai evidence from the
morass of the biomedical literature
so that practitioners can getat it.

Gordon H. Guyatt, MD, MSc
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Literature on MEDLINE and Using
the Clinical Literature to Solve
Clinical Problems — The Editor
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Evidence-based medicine Shared-decision making

“Evidence-based medicine is the integration of best research
evidence with clinical expertise and patient values” (1996)

“The conversation that happens between a patient and their
healthcare professional to reach a healthcare choice
together” (NHS 2012)

“Without shared decision making, EBM can turn into
evidence tyranny.” (NICE 2021)

Guyatt GH. ACP Journal Club 1991 Mar-April, pp114.
Shared-decision making. Clinical Guidelines.
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Investigating the impact of trial retractions on the healthcare

evidence ecosystem (VITALITY Study I): retrospective cohort
study
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Chang Xu," Shigi Fan,” Yuan Tian," Fuchen Liu,” Luis Furuya-Kanamori,? Justin Clark,”
Chao Zhang,” Sheng Li,° Lifeng Lin,” Haitao Chu,** Sheyu Li,'® Su Golder,'* Yoon Loke, '
Sunita Vohra,' Paul Glasziou," Suhail A Doi,* Hui Liu™?; On behalf of the VITALITY Collaborative
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Evolution of reported patient and public involvement over time
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Yasuhiro Shimada®

Liver Function Assessment Using Technetium
99m-Galactosyl Single-Photon Emission
Computed Tomography/CT Fusion Imaging:
A Prospective Trial

Tatsuaki Sumiyoshi, MD, Kenta Sui, MD, Jun Iwata, MD, Tatsuo liyama, MD

Should Lymph Nodes Be Retrieved in Patients with
Intrahepatic Cholangiocarcinoma? A Collaborative
Korea-Japan Study

Hiroki Hayashi ?, Sae Byeol Choi 7, Chi-Young Jeong ¥, Takeshi Takahara °, Shigehiro Shiozaki **,
Young Hoon Roh ™, Hee Chul Yu ™, Takumi Fukumoto ™, Ryusei Matsuyama ™, Uyama Naoki %,
Kazuki Hashida ', Hyung Il Seo 7, Takehiro Okabayashi ', Tomoo Kitajima ', Sohei SATOI ?,
Hiroaki Nagano 2!, Hongbeom Kim 22, Kaoru Taira %, Shaji Kubo ** and Dang Wook Choi 254+

Liver function assessment using @

99mTe-GSA single-photon

emission computed tomography

(SPECT) /CT fusion imaging

in hilar bile duct cancer:

A retrospective study . 1
Takehiro Okabayashi

ok
Vihira

Mobilization of Host Stem Cells Enables Long-Term
Liver Transplant Acceptance in a Strongly Rejecting
Rat Strain Combination

T. Okabayashi, A. M. C M. Hisada,
R. A. Montgomery, G. M. Williams and Z. Sun

Chemoradiotherapy for Initially Unresectable Locally Advanced
Cholangiocarcinoma

Tatsuaki Sumi.\'oshil * Yasuo Shima' - Takehiro (_)Iiaba_yashil * Yuji Negorn2 .
Yasuhiro Shimada® - Jun Iwata® - Manabu Matsumoto® - Yasuhiro Hata® -
Yoshihiro Noda* - Kenta Sui' - Taijiro Sueda®

Takehiro Okabayashi, MD, PhD, Yasuo Shima, MD, Sojiro Morita, MD, Yasuhiro Shimada, MD,

Chang Moo Kang ', Kyung-Suk Suh (7, Nam-Joon Yi 207, Tae Ho Hong *, Sang Jae Park *, Keun Soo Ahn 50,

Indications for pancreaticoduodenectomy affected
postoperative outcomes in octogenarians
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Correlation between the skeletal muscle index and surgical outcomes
of pancreaticoduodenectomy

Kenta Sui' - Takehiro Okabayshi' - Jun Iwata? - Sojiro Morita® - Tatsuaki Sumiyoshi' - Tatsuo liyama® -

Extrahepatic stem cells mobilized from the bone marrow by
the supplementation of branched-chain amino acids
ameliorate liver regeneration in an animal model

Takehiro Okabayashi,*' Yasuo Shima,' Tatsuaki Sumiyoshi,’ Akihito Kozuki,' Tatsuo livama,*
Teppei Tokumaru,” Tsutomu Namikawa,* Takeki Sugimoto,* Yuka Takezaki,* Hiromichi Maeda,*
Michiya Kobayashi* and Kazuhiro Hanazaki*

L-Carnitine Improves Postoperative Liver Function in
Hepatectomized Patients

Takehiro Okabayashi, MD, PhD' ©0; Kenta Sui, MD'; Takatsugu Mastumoto, MD';
Jun Iwata, MD?; Sojiro Morita, MD?; Tatsuo liyama, MD*;
and Yasuhiro Shimada, MD?

Duodenojejunostomy for endoscopic
management of biliary enteric anastomotic
stricture inaccessible via balloon-assisted
endoscopy: a case report

| Kenta Sui' | Takahiro Murokawa® | Jiro Kimura® | oo cokamo’ kents S, votoyess Tabuch snd Tasehio Okabayesh
Junlwata® | Sojiro Morita® | Tatsuo liyama® | Yasuhiro Shimada®

Prognostic Utility of the Glasgow Prognostic Score for the Long-
Term Qutcomes After Liver Resection for Intrahepatic
Cholangiocarcinoma: A Multi-institutional Study

Kenta Sui' - Takehiro Okabayashi' - Yuzo Umeda® - Masahiro Oishi® - Toru Kojima* - Daisuke Sato® -
Yoshikatsu Endo® - Tetsuya Ota’ - Katsuyoshi Hioki® - Masaru Inagaki® - Tadakazu Matsuda'’ -
Ryuji Hirai'' - Masashi Kimura'? + Takahito Yagi® - Toshiyoshi Fujiwara®

Incidence and Risk Factors
of Cholangitis after Hepaticojejunostomy

Takehiro Okabayashi' + Yasuo Shima' - Tatsuaki Sumiyoshi' - Kenta Sui' + Jun Iwata®
Sojiro Morita® » Tatsuo liyama® - Yasuhiro Shimada®
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