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Recombinant human soluble thrombomodulin prevents
liver failure after excessive hepatectomy in rats
GHRFYIBRBIHFAZICBITS b vy eV 2) Y OFREER)

[BE] LIRS LTEOEME ) 25, BHETIZT v D% & ATFT 5 —T7. 95%HFEIk
BIEWMTH L Z & 2 L. DB RKFYRICOWTOMEZ #D T E 72, BRFWEBEEIFAZO A= AL L LTH
FETIZINT TR OEEEIZ X Y Heat shock protein®{E TR 7 R b— ¥ AEBEE T ORBELICL L TR b—
¥ 2O, Cell Cycle &z T FFHII 4524 % 1] 3 % Plasminogen activator inhibitor-1 (PAI-1) ®3IZA(LIC X
BRI A A 25 B 2 & S LT & .

Thrombomodulin (ML FTM) (23212 32O/ 2 2, TMASThrombin & #% 4 L4 N CTProtein C& &ML T %,
BEEFE2RELLEVRTF. EMEF 2632 & Tl aistEER 28 o, $7-. #A % %3 5 Plasmino-
gen activetor inhibitor-1 (PAI-1) %9 % Z & THIEROMRMEIZ X 2Pzt % Fio. TMIZEIERY 4 b A
YA M=2mERT HAFEN LR Aramin®d O & D TH HAHMGB-1% TMPBWAE G L~ 7 1 7 7 — VR EkoMllE
D Toll like receptors RAGENO#EE Z T 2 Z & THHIIEMEH 2 Fi0. & 512 bProtein CANMLENE OGHEH
B Z R/ TDH B Protease activated receptor-1 (PAR-1). Endothelial proteic C receptor (EPCR) & #&H%ZIER L
GEHZIMT S, F72, IHMHILPCidSphingosine Kinasel # i1/t L Sphingosine-1-phosphate (S1P) # s 5,
GH H R S1P% 4 L T Apoptosis ¥ # {5 T7 & F§ 2L S B Pt ApoptosislEH 2 #:DO 2 LB iE SN T 5, ThoDff
Ao bayREY 2) Y BERFBREFASTRICAER TIE R & DRFE T,

(B8] SHowiZeE T v MBRFIERE 7 VISB 5 FAE TR L CTMOHAEZ B S 212 Lz,

[HREFE] 8 MEHEME T v MIrTM (TMB) &ER GFIEEE) 2 RBER & 0 REICERIRNTES: L 720 5 95% AT b Bk
o7z TT MR VAREYL) YOREKEGETHLNIIT A0, B E F o REY) YRS EE] 2, 4mg/kg
DIWH T THIK L 72 & 2 A2megfe 53 C 1AM AR - AFHIBSARICIER L2729 (p=0.001) D& FEEIZ
TMoP5-8%2mg/kgs L7z,

TMHE F 7130 T CHAI 5-121295% U B 2 4T, YRR #. YIRRTRL, 3, 6, 12, 24WE[] B CHF-RAR. ik 2 SR L
MERAALS T — & . MR, BETFRBZE HEBRE § 5 2 & TTMOFAEEIHIR) RO TN L 72,

[#Z5R] TMHET1BEBAFER (TMEE - WHEEE= 0% : 286% p<0.001). Ef-MIRrhdefE (52h : 20h p<0.001) 2%F &
WCHER U720 MR AEAL22RR A I TMEE IS BREE & bl U itk 6 Be R H o ALTEASHIH] S 7z,
FRRAII A % 1 e B2, 3IFMHI R ORI ERSSTME CH RIS L2 72, MR~ — 7 —Td 5Ki67H
PR AT 123, 6, 1285 [ #2 TH BZICHIIN L 72— 5. TUNELBG MM AT #23, 6, 12 [ #% TH IS L7z,
Real Time PCRTIZrTM# CPAR-1271% 6 B¢ CH B8 hn LT A B % 258§ A PALL. ApoptosisiEi =T
Bax b ZNENli14 6 RE [ CHBISIHA Lze T 72 BFMBaB 5 I T HGF A % 3 R CA B A3 L 72,
RPN Gett & Western blotting TIZTMEE CTHAINEAOPAR-1 mRNAB X 24N ED & > /37 BIOR % G2
D7z,

[Z2] 5 v FSUFYIERE 7 VBN 2 2 FA LT 7V TR TIXEB A3 5 —J7. 5% TId4
BIOGHERI LANIZFE LT 5 2 E B WME SN TV D, BIFRWITURE TV CTCEMRED LA, I+ ay FY 7O AT —fE
B & BFree radicalB & OBV A MAA VIEDSTHFE S NS, —F, ME PR EEIRE CIEMNEEEIC X 5DIC
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RIFIREE L IIRRED R b & ENTW5D, cDNA Microaray DiEH 0> 5p2l, Fas, PAI-l, % { ®Caspase?Sup regulate
9 5—7. Bcl2 family%Cycline®down regulateZ i 7z, TS D I & H S @AY B I o Apoptosis D
HELFRFFHAEDOREIZ L D FASSERINSL ZEPRESNTE

FHARILD 2 = X5 & LCTFHIEOZHFIRETH 2G0MA» SRR ED T4 3 v 7RI X Y GUHICA S
AT OBICHIBa N~ M) v 7 A (Extracellular matrix ; ECM) (ZFFFEOWIIB R CEE R EHEZ R/ LTBY,. ECM
Z3plasminogen activetor(PANIC & DS b 2 & TCUHICA B F72GLIA & SIHIZH 13 TidCycline family 5% O
fiz4H) . PALLIMMER AR A A 7 — FIZBIT 2PAOEE L EFNATGEAL TS O FFHAEDOHORE KR T Th 5 H%H
KT TIIPALIO ST 50 F72. Cycline KT §2 2 & THEANRBIES 2,

PCIZFTMIZ#4 4 L 72 Thrombin# & L TIEMEILT %o & PEILPCldProtein SZ#fif¥# & L CFVa, FVIIaZ#iR0H L
Tra Y BROHEREETH LD T — ¥, 70 ba e — CRAREEE 2 U ChistEE- 27 L, FRICPATL
EREEANIRL L TS E 2 28815 %6

PAR-IIZGHEHA B ZEAE TMAE NI 5. TMIZ X DIGH(L S M zPCI2 X 0 BB 5. PAR-LIIGEHZ
FHT 5 Z & TINF- a AP HE-£ L 7 7 > 7 EOMINaEE /5 7 O BUIH % i L TR ERIG Lo E. VCAM-1. B
L UICAM-1, PAL- 10l % i U CHGHERIEMIRE Z AT 2 2 L SIS R IC% > T2,

F 72, APCIZPAR-1% 4 L THiApoptosisZE 1 TH 5 Bel-2L )L % #EF: L 720K Tl ApoptosisZE 11 T&H 5 p53. Bax
®Down regulation 845 Z & THLApoptosisth i E BT 5o S HICPAR-1IEMAL % 8 L& L 72S1PIZ1E Apoptosis D il
HiRF & LTOBE 2D ) 20BN OAELICEET5LEZ2 6T 5,

EERORER. 5% YIFRIC BV TrTME GO AAF I O R & 7 H I AEROYEES W S r TME 512 & 2 FHRK
BRI O NTzo ARERRIEG A 5 r TME G & 0 325505 5 4 IS TUNELR M 03k A Ki6 7R Mg o1
MR SNz ZOZERLITMBEGHTIET R b — ¥ 20D L FFHAOIEI R H LA SR > Tz Z LAUR
Iz,

RT-PCROFELED SrTMOFK G2 & ) PAR-1O BN & PALIOFIIR V2 5 Nr TMOF 512 X ) APCOSSEE S L
PAR-1DO3EHIINIZ X % ApoptosisO ], PAI-1DOFEHIPHNC & 2 FFFARHED T REEARIE S Nz X HITHRI,S
SPHK1®up-regulation?’® V. rTM#¥%5-12X ) T 5S1P% 4 L 72 ApoptosisPIHINE 7 & OHEE DL J5 A & R
Ve % 45 5 45 A9 12 Hepatocyte growth factor DN X ) FFEREVE A3 A W RETEAVRIE S 7z,

— I CMENEEZ L LA2PARIME E A8 D X 9 2T CIFEA 2 EE L7205, HMGB-1, IL-61dAZE R KT I3
SNFT TMOPIIEMEHIC X 2 HAE~NDOFLG L EIIAWTH Y 5% 208 LE L b,

[#528] rTMICIZPAR-1Z A L2 FBAEAEAE E 78 b — 2 ZPHNC X 2 IR #EEH 2 380 720 rTMIEE KIFIRE O
PEHRIE ORIV & 7 B W R DSRIE S N7z,
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High expression of ATP-binding cassette transporter ABCCI11
in breast tumors is associated with aggressive subtypes

and low disease-free survival
(FLIEIC BT 5 ABCCLIEFRBLIZWMBED R W T 7 4 7 & R B M B#3 %)

B

(BN SUEIZHECEEETH S, X ar v Le7y— (ER). 7usrx7urLt7%— (PgR).
b ERRERNT%542 (HER2) ORBICL > TV 292D H T 74 FIZHGHENDIH, ZTOHT 5L TI2E-T
PUEAINO SSER FHEER L L 2 ENM BN TS (Goldhirsch et al, 2013), EWBIREIHEE L MITT—BEETH D
ATPH# & Hty Mtk (ABCHIER) (&, JUEH % & Okt 4 23 W 2 BN SAANPE T2 BEATH ) . SHI
PR T-& LT T 5 (Dean, 2009) o 4 1&Z DD ABCCI DR T-Z R & FURFAE L OB % Hiil L T &
72h5, FUHEMIERIC 3B 5 ABCCI1O AWM 2 I AHTH 5 (Ota et al, 2010), 4, ABCCI1Z & ILiEIZHB W
TREMLREE 2 H S T D L wbil 5 ABCHIR RO FEBURECREDS MY 75 4 7T L ITBIE L, €O Tk L MM
EBIgEL 72,

[HREFE] BB TRMZAT - 72 FRBIR281BI D85 7 4 v 7ay 7 bflfk~ A4 727 L A4 (Tissue Microarray:
TMA) ZfEH L. SREEMIERA 5 & ) M 7% ABCHi% A Ta %5 ABCB1. ABCCL., ABCCl1. ABCG2D%E3i % fif
Mrl7zo A7 % 4 71IZER. PgR., HER2(Z X o THRIEMIMEAIZIE L7zo ABCHI R AR D & 1A 5B RR R B 1Y
WTBLOTHE DM, &S ICHTRT LT3 2 B Y B s o0 B 2 AT L 72 F 72 ABCCIL#{E -4 &
ABCCl1& 383 & ORI L 726

[(FEREEZE] TMAIE281FONFUL. Luminal A : 191%1 (68.0%). Luminal B : 1761 (6.0%). HER2 : 2761 (9.0%).
Triple negative : 4661 (164%) Tdh-7zo EARIFIHZMNT & ABCBIEBUC ML L & - 72, ABCCLIZERFETE
BECHBEICEEIEZICEBL T (PiE=0.001). ABCCILIZY) > /il i MR CA IS ISR L Tw e (Pl=
0.040). ABCG2IIERFEMERE, #4E. BARAT oM. S A 2em bl EOBECAH RIS L Tz (% 4 PAii=0.001,
0.003, 0.001, 0.007). 281BI&BITHIERT 2 &, LERMNTIZIB W TABCCLE ABCC11 D FSHEAT 12 55\ 055 158 11 B
LRI L7 (4P = 0027, 0.003)c TMA® 9 H50BNIMARTRIE A HIAL P HBHAT L 720 JEBIBAD 72 R
R0 SN h o 7225, ABCCLLOFEIA, SRS BRI A5A H7zs ABCBL. ABCC. ABCG20
U CHEEWNEERYFE L OMEITA SN d 572, ABCCl, ABCC11& ABCG2IZHER2%° Triple negativeZs & 145l
DY 7% 4 FIZHBLL TW722SABCBLIZ Z 9 Tld %R d o 720 FHRAREEE b Tw AHER2% Triple negative
N7 5 4 T o Tk, ABCCIEZHIZ ABCCIUR IS LR & A CH B IS W B 5 ¢ & - 72, ABCC11
BIET% M E ABCC11EHZEBUIIMHBENH SN2 5 72,

[#588] ABCCl. ABCCll. ABCG2id. BHHREDEFIEY 7% 4 7 TEIEBL L T\w72o $#IZABCCI11d Triple negative
BT AFHRETELTHOON, SHRERLMERIT) TETH Do
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Severity and prognostic assessment of the endotoxin
activity assay (EAA) in biliary tract infection
(Endotoxin Activity Assay (EAA) 12X BB RO FEIAL T OKE)

e = B

[Introduction] Acute cholangitis and cholecystitis (AC) progresses from local biliary infection to systemic
inflammatory response syndrome (SIRS), because of spillage of pathogens or pathogen associated molecules.
Advanced disease then leads to sepsis with or without disseminated intravascular coagulation (DIC) and organ
dysfunction. Endotoxemia is often observed when AC progresses to a severe pathological condition of sepsis (Shimada
H, et al, 1984). For the measurement of endotoxin in blood, a turbidimetric assay using Limulus Amebocyte Lysate

(LAL assay) has been widely used. However, the usefulness of this assay in biological samples is limited (Marshall
JC, et al, 2004). Recently, another method for rapid measurement of blood endotoxin levels within 2 h, the Endotoxin
Activity Assay (EAA), was developed, and its usefulness is widely accepted (Valenza F et al, 2009 ; Yoneyama H, et
al,, 2010 ; Pathan N, et al, 2010). In this study, we measured EAA levels in patients with biliary tract infection at the
early stage of disease progression. We also examined the relevance of EAA levels for magnitude of activated

neutrophils by endotoxin and evaluated its usefulness as a prediction marker of disease severity.

[Methods] We retrospectively reviewed 98 collected consecutive cases of acute biliary tract infection who were
admitted between June 2011 and August 2012. They also fulfilled at least two of the diagnostic criteria for systemic
inflammatory response syndrome (SIRS) on admission. Patients™ clinical and microbiological data and blood exami-
nation data were prospectively collected. We examined the baseline characteristics of age, sex, white blood cell count,
C-reactive protein levels, procalcitonin levels, endotoxin levels measured by the LAL assay, EAA levels, and bacterial
culture of blood and bile samples on admission. At the time of the EAA, blood samples were drawn and whole blood
was sent for blood culture. For analysis, laboratory data were used from the time point closest to when the EAA was
performed. The Japanese Association for Acute Medicine DIC score and the sequential organ failure assessment score

(SOFA score) were recorded within 24 h after admission.

[Results] Endotoxin levels measured by the LAL assay were mostly below the detection limit and there was no
correlation with EAA levels . Blood culture was done in the samples from all the patients.The positive culture rate of
blood was 28% in all patients. The percentage of distribution of bacterial organisms was 20% for Gram-negative
organisms and 8% for Gram-positive organisms. The positive culture rate of blood was significantly higher in over
points 0.4 group than under points 0.4 group. Patients were then stratified according to their EAA results into the
following groups: the low (L) group (EAA levels < 0.4) and the high (H) group (EAA levels >04).

The WBC count was not significantly different between the two groups. CRP and PCT levels were increased in the
H group compared with the L group. There were no significant differences in the prothrombin time international
normalized ratio and fibrin and fibrinogen degradation products between the two groups. However, platelet counts
were significantly lower in the H group than in the L group. The ratio of patients with a JAAM DIC score of 24 was
significantly higher and the duration of DIC was significantly longer in the H group than in the L group. The ratio of
patients with an SOFA score of 25 was significantly higher and hospital stay was significantly longer in the H group
than in the L group. The percentage of patients with a JAAM DIC score of 24 (62% vs.9%, p<0.001) was significantly
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higher, the percentage of patients with an SOFA score of 25 (p<0.001) was significantly higher, and hospital stay

(p=0.003) was significantly longer in patients with a severe grade of AC than in patients with a mild or moderate
grade. The ratio of patients with EAA levels 204 in the severe grade of the JGL was significantly higher than that in
patients with a mild or moderate grade (32% vs. 15%, p=0.05). The positive culture rate of blood was higher in

patients with a severe grade than in patients with a mild or moderate grade (57% vs. 19%, p=0.001).

[Discussion] The LAL assay is widely used for measurement of endotoxin in blood. Blood culture is also used for the
detection of bacteremia, but the results of a positive culture rate are not usually high. Additionally, both methods
require time to obtain results, and their clinical usefulness is limited because of low sensitivity and possible false
positive results. The EAA has been developed and used as an alternative to the LAL assay (Romaschin A, et al.,, 1998).
In our study, the EAA is practical for evaluating biliary tract infection. The EAA levels reflect blood infection and
magnitude of activated neutrophils by endotoxin, as well as the severity of AC. On the other hand, several patients
with low EAA levels (< 04) showed positive results in blood culture. Most of those cases were categorized as a mild
or moderate grade of severity. Rapid and precise assessment of disease severity is critically important for the
improvement of patient outcomes of AC. The combination of the EAA levels and other biomarkers may improve the

performance of disease severity prediction. We also show that EAA levels may be a useful marker for that purpose.
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Programmed death-1 blockade enhances the antitumor effects
of peptide vaccine-induced peptide-specific cytotoxic T lymphocytes
(SIEMHBRE BN D ORTF FI 7 F VOB %E B L72W%)

# HE

(B= - B0 X775 F7 75 Ve EO AT RN RERLEO S 5 2 2 BB RO 72012, BAMIEE
L OHUEIRAIE D S O THIIC T 2 KR DY 7 F M EE2HIE T2 2 £ 25, EELBRIKEEEZ LN TWV A,
PD-1/PD-L1IG 5 6 Coe e iy 72 el & 400 Jl%R v 7 F vk & LCER S, 2078 v F ¥ ks v 2
IR ANAT DN T W5, ARFFZED BiiE, THIKICHHS 280550 2 7 FvizE%, PD-1bifkz lvwC7a vy -
THIET, RTFFI T F IREOWRITR DM THIETH S,

[(HRBOFE] TR % x5 & L72GPC3RTF F7 & F ¥ #REE R R RS O KR I A% ER 2 T, GPC3PLR
PRI =P THIE (cytotoxic T lymophocye ; CTL) ®OPD-1%¥l% 70 —% A + X — % T L7z. PD-1HUERGR
TR DOGPCHF RACTLOVIEE RIEI S F 70— A4 h A —F &\, CD107 assay CIAT L 720 F 72~ w7 AR T HESS
EFNVEHWT, RTFF T2 F 2 LPDAYURE OB ERS %17 - 72,

[ER] 727 F 55812, BTSRRI TE 225 72GPC3FF A b I~ — Ml (GPC34FEMCTL) #ex vivoTH
HITHETH . GPC3FF A b I~ — G HMIBOPD- 150 F ORI T F A b I~ — WA HE LW R TH - 72,
JEas AMIRaRkIE, IFN-y 2RI T % &, PD-LISFORBMBE G ML 72 SRS ofFosAfilatks ¥ —4 >
MZHWTCD107a assay %479 &, PD-1JUfk % 2 L 72GPC3 R 7 F FHFRMWCTL u—vid, I ¥ ha— Wikt
L. BRI~ — 5 —CD107adD S EIA AN L 720 <7 ABREH TIZ. OVARTF K7 2 F » L PD-15uik % Bt
FG L7 ToR, T2 MO — UERIZHE LA B2 IS OB RIMHIRIR 2 o7z (N=10, p<0.05), HMEEREY 738k
70— A M AXA—FTHENT5 &, BENICRETA0VA-7 b I~ —FBHY »BRZRITTRETH ). CD8FEY
YSERROOVA-7 + I~ —ktk) v gkoE &1, PDAYUABEHE G CHBEICH WERTH - 720

(BR] 3. X7F V727 F U#kB L OPD-IUAREIE K AME CRIRRBER CTH ) . A TIEEERAGEICS
WTPD-IUR ISR S T %0 RFEDORER L O XTF KT 7 F Ltk & PDIYURD B HFREDS, 2SACK L
THM R TH S W RIEARIR SN2 SRIE. XTF N7 7 F Yk L PD-1YUEK & O R O B B SE i
WCE U TRERMA 2 AT 50
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Low Infiltration of Peritumoral Regulatory T Cells Predicts
Worse Outcome Following Resection of Colorectal Liver Metastases
(955 300 D A PE TR D K= 13 KR i U BB O PRAR Z FHIT %)

L 1| T

[(H= - BM] SEEOHRE I B\ CHEEEPICRE S 2 ) v /8BkasBlgt S, IEEHRE Y 788k (TIL : Tumor infiltra-
ting lymphocytes) &IHEI., 1FEOPUEEEEE KL TWb, HlETHINE (Treg) & TV Y ERO—HT, JEE
IR IIEZ IR T 2 & 2 F o T oo EHEEBNOTregRENDLH L P L OMBIIZIZ—ED T ¥ & X H 2135
NTELHT (deLeeuw et al, 2012), FFICKBEIFIBRICB W TTH L OBEICE T % i idKatz et al. (2013) O 1@
DHRTH Do ARG TR TFER RO EEE IR Y » S5koL 3 EYEREE OB®2 02T s L2 HIK
& L7

(R - F5iE] KB m ) ER16260 2 xR & L7zo CDAREMINE 2 ~ v s —THiIE (Th). CD8R kA % #illy
BEFEPETHIE (CTL). Foxp3FulEilZ Tregl s L. RIS IC X D MET L 7o BESZ LR 3 BLEF o s Pl g
ZAT Y ML PR L7, max ¢ 2ETH vy MAZMEZPGE L, 281D (HEE © mEERBRE, LA KR
HE) . P& oMz HE L7z,

[#ER] MEHLHTho LB, HEEZ 24460, 10981 CTHh - 720 LETHE L L €. ESE2KE < (p<0.01).
WHICAL9-92SEMETH 572 (p=0.01)o SAEREIFERAELFRIZLEETA09% & HEED56.0% 1B L, AR 20 % 2o 72
(p=0.06), HEFFHFHCTLO LI, HEEIZENZN114H], 4661 TH -7z LEITHE LKL T, FlidsHE 2272 (p=0.03)-
SRR RAAFFRII LI T463% L HEFD61.3% I L, AR 2N 2 2o 7 (p=010), W L% Tregd LI, HE X
ZNENI1066I, 4981 TH -7z HEFIZLEICHI L, FEERE% < (p<001). HEE£IVNE < (P<001), #HiEICEA
AMEAE (P=003) Th o720 SERIERAESEFRIILEET449% & HEEDOT55% ICHBE LARTH 572 (p<0.01)o H% & fH
T, TreglfiZi¥ (HR, 24 ; 95% CI, 1.2-45 ; p=0.01). BEE3embl . (HR, 1.8 5 95% CL1.1-29 ; p=0.03). #&MH%E4
Ll E (HR, 2.1 ; 95% CL1.3-36 ; p<001) O3HETFAHL LAz FHEARKTTH > 720 FRERICO W CTIRESB%D
TregOHBE L LEETEZ RO LD o 72,

(E5R] KBRE iR JR PR O Tre gl L 72 PRA R T Td o 720 MG D Tregld B 05l 2 Bi K3 547
HRJIE 2N Uy PUBESE M) < WTRETEAVRIR S M7z,
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Macroscopic type is a prognostic factor for
recurrence-free survival after resection of gastric GIST
(HGISTOWHIRALIZ N B EHE AR O PEMERT-TH 5)

[ZR S &2

[ EEM) gastrointestinal stromal tumor (GIST) OFIERHWEHE D) X 7 38H1%, TEELE. %0%4% (mitotic rate)
THFEINTWS (Fletcher CD et al, 2002 ; Miettinen M and Lasota J, 2006 ; Joensuu H et al, 2012), L 2L, BEEEE
AWHhS v, b LSRG REDGH V72 WCISTT S RSB 2R 2 035 5. BiBYIERE D B GIST O M fa A
Faemat L, AREEER L OMEZH ST 5,

(MREFTE] 199142 7 2 5201048 F % TIZ Y b & B CHUARLIR L. Wik mliBhst: 2 fifr L 22 - 72 HGIST
REBI21AB 2 MRET L7zo 4FHm. PEO). HIERGAL. MESREE, Ao2H%. WIRFEREZHREHE & L

[(#ER] BRYWBRZEOBIIZISHE (7.0%) TRO, HEARMBN T, Fi CFEMH65.I&. P=0.742), 5 (B @ &
=112 : 102, P=0331). &#EBhi (U:M:L=108:80:26, P=0748) TIITIHSEMRHN T2 Z RO Ld o720 WARMNT &
RN, JEEE > 35cm (HPYefii35em. P=001, Hazard ratio (HR) 7.1). mitotic rate > 5/50 high-power fields

(HPF) (=5/50 HPF : > 5/50 HPF=161 : 53, P<0001, HR 79). JHFEAH»E/M (Exoluminal type) & %\ dRAEH

(Mixed type) OJER] (BEPNA! (Intramural) : %% (Endoluminal) : 448! (Exoluminal) : R&%! (Mixed)=49: 61 :
71:33. P=0043. HR 37) ZFIRERNTTH > 720 NIHY A 7 5HIZBW T, 3EF A Exoluminal typed % W idMixed
type TH BHHid, VA7 5 E—> LF, BOET 5L, Bl A7 HECTHBEZRDZZ3BT TP LY A7 558
Tl ®Y A7 GBI SN, BRI, WY AL o7z,

[ZR] HGISTIZBW T, JEEEE & mitotic rate I FFEOBERET-L LTHSNT W% S5, HMIERAEON
IRFEERERXDTRAERE T TH 5 ERE SN, IO A7 HBEVIEBNIIL 5 TEGHEC X AR Ll L L
ZZONTWBY, MMk o#IGIC b WIREFTRADICHTE 2 L2 6Nz,

[#55E] Exoluminal typed % W iZMixed typeDFEHF UL, BCISTOMIEHRNT-TH 5 Z LAVRE I N, SHTEL S
TIEWVETH 5,
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Genomic profiling for chemotherapy-induced
cognitive impairment and peripheral neuropathy

Kumiko Kida M.D.

The department of breast surgical oncology, St. Luke’s international hospital

Background : Chemotherapy can offer long-term survival for breast cancer patients. However, chemothera-
py may induce several neurological adverse events. Peripheral neuropathy is one of common events. Another
neurological events recently focused is chemotherapy-induced cognitive impairment (CICI), so-called
‘chemobrain’. Although these events may impair activities of daily living, the mechanism is undefined. We
previously reported the potential role of pNF-H, a biomarker of axonal damage, as a predictive marker of
CICI*. On brain MRI, grey matter volume and white matter integrity reductions were reported after
chemotherapy. With regard to the individual variation of neurotoxic grades, single nucleotide polymorphisms
is considered to be related. Furthermore, there are not enough evidence and it is urgently required to

examine gene profiling for neurological adverse events.

Purpose : To evaluate gene profiling as a marker of CICI and neuropathy and to elucidate the diagnostic and

therapeutic measures.

Patients : A hundred breast cancer patients treated with neoadjuvant or adjuvant chemotherapy whose

regimen is anthracycline and taxane combination.

Methods : All patients take cognitive function tests and plain brain MRI at three points; before beginning
and just after completion of chemotherapy and six months later. The peripheral neuropathy evaluation tests
and serum pNF-H level are checked every three weeks during chemotherapy. The SNP analysis using whole
genome genotyping by blood sample is evaluated for all patients. The association among the cognitive
function tests, brain MRI volumetry, pNF-H level, the grade of neuropathy and SNP status is statistically

analysed.

* Natori A, Ogata T, Sumitani M, Kogure T, Yamauchi T, Yamauchi H : Potential Role of pNF-H, a Biomarker
of Axonal Damage in the Central Nervous System, as a Predictive Marker of Chemotherapy-Induced

Cognitive Impairment. Clin Cancer Res.

154 Fif - iR K& F=E HRZES




Yokoh
ama Award of ISS/SIC Japan Chapter (GE#N#%¥& WSC2015)

ORI, 20154E 8 H23H~27HIZ/v v 0 N
N7z Ti ENR 2 (World Congress of Surger?y;c E"?fi
CT. [Yokohama Award] #%E STV E ihL 7z
7?74{7'5%6:@5 LTBHET, ﬂ\@ﬁﬁ%?—vciﬂ%ﬁ};
R BT 5 IR O E#ITO W T, %?ﬁif“
DYBIER W THFH L2 0T, %’l%ﬁ?&@iﬁ%*ﬁ
HIZE I Lo, RN VZRAPAREGERFOWIH

WES 2015

46" WORLD CONGRESS 0F SURGERY.

INTERNATIONAL SOCIETY, OF SUAGERY:
NATIONAL SURGICAL WEEK)

(FORMERLY. INTER

SR ARG crmaos)

Bz, WIEFBEOHMNEEEIZIHIRE V7272 &%
ifib‘ ) i L7zo WES, BB RIEICET 5 Wik
K ML BETELBRENTEY., SHOERBROY;
Th, BROG DO LLCOEMEWLZEE LT
FRBINEF O F R R E T OB T U?b*‘g% <
LEwFE L, 20700, ZLDOHRADP-RSN%E
WY RDI=E) T HEDBTHH tzb\qj“f‘iiﬂﬂ;é Z
Lidfabi et 72012, J‘Ptr%f%&wiga‘}%f:“t%ii;
ZFABH, FETINEBROAE —F 2 F R L T L
720 [20114F ORI B DB RETE G2 O HGE DS B
HHT, ZLOBMMEFR-PEVLZEHIHIFEHTE
WE L7zo 20154E D45 TR 4 254 R — FT%%T“; i
tw%ﬁ&ﬁ@f%ottﬁwiTo%E\%&Kﬁ%
éittfb\f:f:‘%\ BRIZDIDZ DY L D)% E%T
é’lﬁﬁ%ﬁ% DE L7 WhTiEdY ETH, LLTH
WLHER TV 53N TT, -
B, CTOX) RERERRRERE AvA
EAM A2 HAR T O BFRRIZEE < 1@15;5;5:;5 7

(20154F11H 1 H  JEAMEF RS (ISS/SIC)
HAX#H=2— X 415 L D)

| 48" WORLD G ONGRES
INTERNATIONAL SO

(FORMERLY INTERNATIONAL S!

40!ACST ANNUAL SCIENTIFIG CONGRESS
UIGUST, 2015, BANGKOK. THAILAND

1565



HIGH INFILTRATION OF MAST CELLS PREDICTS WORSE
OUTCOME FOLLOWING RESECTION OFCOLORECTAL LIVER METASTASES

S. Suzuki*!, Y. Ichikawa? A. Ishibe!, T. Kumamoto!,
R. Matsuyama', K. Takeda', M. Ota®, I. Endo'

1 Gastroenterological Surgery,
2 Oncology, Yokohama City University School of Medicine,
3 Gastroenterological Surgery,

Introduction : Tumor infiltrating mast cells (MCs) are considered a primary host immune response against
cancer. Fromsome reports, their roles are not determined yet and vary with the type of cancer. There was
no report about tumorinfiltrating MCs in colorectal liver metastases (CRLM). Aim of this study is to
determine whether peritumoral MCsinfiltration of CRLM become a predictive factor of survival after
curative resection of CRLM.

Materials & Methods : A total of 135 patients who underwent potentially curative resection for CRLM
between 2001 and2010 were included in our retrospective study. Expression of tryptase which are markers
for MCs was determined viaimmunohistochemistry of resected tumor specimens. The different types of
immune cells in the 3 most abundantperitumoral areas were counted, and the each cell number was utilized
to predict a good prognosis. The cut-off point ofeach immune cell number was calculated to select a group of
good prognosis after liver resection by using the Youdenindex from the ROC curve. Using these cut-off
points, 135 patients were classified into 2 groups and statistic difference ofprognosis was calculated by
Kaplan-Meier analysis and the log rank test, and statistic difference of clinic-pathologicalfeature was
calculated by chi square test and cox proportional hazard regression. This study was approved by
theYokohama City University Ethics Committee.

Results : Cancer-specific survival (CSS) at 1, 3, and 5 years were 91.0%, 62.4%, and 37.4%, respectively. The
cut-offpoints were fixed 26 of MCs. The cut-off point of MCs classified 2 groups which showed significantly
different prognosis.54% (73 of 135) of patients were classified in the high MC group. Five-year disease free
survival (DFS) of the high MCgroup and the low MC group was 1.6% and 42.6%, respectively (P<0.001) and
CSS of the 2 was 381% and 55.6%, respectively (P<0.01). In the clinicopathological feature, only the
peritumoral vessel density showed significant difference,significantly higher in the high MC group.
Multivariate analyses indicated that hypoalbuminemia and high peritumoral MCinfiltration were significant
predictors of unfavorable CSS.

Conclusion : High peritumoral MC infiltration predicts poor prognosis in patients after resection of liver

metastases ofcolorectal cancer. High MC infiltration might be related with peritumoral neovascularization.
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