i VA | i

Prognostic significance of CD44 variant 2 upregulation
in colorectal cancer
(ORI DI FIRESEIC 331F 2 CD44 variant2O HEMEE PHTFUK L LTOER)

AN EHEE

[Fim] EFfikosA, K, BEIITHMBOGLEI R LW, EEOBKICB T PAGMBZTHEE L
R A A DEAET B E VI EDIRIBEN TV S, BERREZI NSV BOBABHOANET S &S
N, S SIIDAFHIIZILE: - BEOHREEEICIHEE R L. 58 - B2 ETFRICHEG T2 ARV b2 &R TN R
AN TH S & END (Reya et al, 2001, Jessup et al, 1989), LA L. [EIEHES: TldZ Dheterogeneity ® 72 R ERY
=N —DOREIHA TV,

KRG BT 505 AREHIN B <~ — 7 — 212 CD24, CD29, CD44, CD133, CD166, epithelial cell adhesion molecule (EpCAM),
Musashi-1, Aldehyde dehydrogenase-1 (ALDHI), & 513 EHL & L % S 1L7zleucine-rich-repeat containing
G protein-coupled receptor 5 (LGR5) % &%y ST 5 (Todaro et al, 2010), W T3 CD133, CD44 3 IEE T e %
Ay AMifao~—h—& LTHEBENTE 2P, KR OB MO EICB T~ —h—& LT
DFHMiE T4 Tlid 7% %> 72 (Ricchi-Vitiani et al, 2007 ; O° Brien et al, 2007 ; Dalerba et al, 2007 ; Du et al, 2008). AHF
72D HIIE KGRI He 0 & 508 L 720 AMIIRIC X 2 ISR RE OfERR 2 1TV CD133, CD44% &t KIEE £ 72 13K
EFHEOBME LGS~ —h—0EZEEZWL2IIL, PRS- =L LToflifiz 5+ lis s 2 &
THbo

[RERMEIE TSR] MBS OIBR SN KIBRETTHI % 1 H M L L 7 o —H 4 b * b & i47 L7z, CD133, CD44
FENC X DA SEEL, &% NOD/SCID~ ™7 ADBz FIRHE UNBETE 7 » £ 4 ZHifT L7z B2 FHafshiR (xenograft)
DBETSEBURNT O EEFHEEICB 2 EER~— I —ZAE L2, X 5ICKEHE167H2 S S N72cDNAS A 75
(Oshima et al, 2008) ZHWTH~—H—DFEH L TFHRTFHMRHET & L COEEM: % 5 L 72

[#55R] CD44*, CD133", CD133*CD44* > &Allw o5l i3 A B 0N & 0 b A RIS IEETEREZ R L72s~ — 4 —
12X 52T O BN D o7 XenograftiZBi} 5CDI133, CD44, LGR5, Musashi-1, CD166, ALDH1, NANOG, BMI1,
EphrinB2, EphrinB3OFIUTIEF AL, FIEH & R LS LA L w2 ndh s FEEIE R ) o 72, CD4412D
WCldvariant2SfF7E L (Ohata et al, 2012 ; Al-Maghrabi et al, 2012). $#12CD44 variant 2 (CD44v2) 1FIE® K & kb
L. B & xenograft CHRIAH ZIZ EH L Tz cDNAT A 751128\, Xenograftlitht TEZsBEMIZSH o
7o =N —OFBEBEF L2 25, CD133, CD44 (CD44 variant 2), LGR5, EphB2, Musashi-1id 1E###&IC LK L
TIEEAME CHBIORREHTH - 7255 BmilRRNANOGTIZZ DN 7 2D %o 72 FHRIFN TIlZCD44v2E BT
JV—7 (n=84. 5-year overall survivial (5-0S); 74%) 1XMEFEBH 7V —7 (n=83, 5-0S ; 88%) &I L THEIZTE
ANETHolre WERBN THEREZHDLEY—H —1ZCDMUDOATH ), S SIZLERIT T LN, Mmihiby:
L WA TH L2 TR THIRTTH - 72,

[E2] CD44, CDI33NIEFRITBIF 2B ABHBEE~ —H —Th b I EARBENT, %A THCDA4 variant 21%
JEE R DOBRICEETH A Z LI, FETFHRTL L TOEHRZRDT, 5K, HRIZBIT 5158 R 5
DANZALTEDEBITBRTLLEENDLEEZ LN S,

[$558] KIS B W TCD44 varianrt2iE DA S~ —H — 2 LCERETH Y. FHTFINHET L LTHEHTHL L E
bR,
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Immunological impact of neoadjuvant chemoradiotherapy in
patients with borderline resectable pancreatic adenocarcinoma
(IR TRT 3 2 U R 2 i & 2 R fe R & 1b)

A H B

(5 - B8] WS UIBRT B 2 B 2R D 10-20% & KKK K . Z D720 k4 BEAIHERI TR TV S,
MR LS E: (Neoadjuvant chmoradiotherapy : NACRT) 3 Z®D—>TH V., 19924E1ZEvans 5 255-FU & st
HRIR R 2 TR IS AT U 72885 AR, 4% (CBorderline resectablel#f 12t LIifT 2 T %,

BRI )~ 78Ek (tumor infiltrating lymphocyte : TIL) 375 EodilEEtE» £+ —o2LEZ2 6N THEY ., B,
K. IR, U, g, TL OB S TP R LDMEE SO MEBEN T D, AL TR Y ¥ 8
BRZALZ W3 5 & TR L AL DS PUR G S92 2 15 S 5 22 Bat L7z,

[(RRKRUFE] 200644 H %> 52011453 H £ TIZUIBR A AT o 72 BERHEBIS260 & W R & U 7zo RO S b7 i

(NACRTHE) 2261, YIBRIATEE (non-NACHE) 3061 & 2840 LM % 47 > 720 MTRTBUHRLSZ R EO L D 2 »
TS 1HERR T 2 3 7V +HIRGHRIAIR1G]. R A Y % ¥ +IUER 11T - 720 MEIHH & L Thematoxylin-
eosin (HE) et TOREHEIZEvans/ i 2 F v 720 TILO GRSt TlXCD4, CDS, Foxp3 (regulatory T i),
CD68 (M1l~v27u77—7%), CDI63 (M2¥ 2707 7—3) ORIERMEIT- 72,

[$ER] HEZ:tn T oML % 2 & CRES M IIESE 2 50% UL E T - 72EH] (Evanss/HIIb, 1I1) (21261 (545%) T
o720 TILsOZALTIENACRTEZ BV TCDA+ K UCD8+HMILASA ZAZ B4 L T w72 (p=0.04, p=0.003)s Z D1, Y
YSER~ = — L O'MHC Class 158334 % B0 B b o0 WTFRO) Y 8ERk~ — 7 — b HEERA R FHE, BRAR
FHEICBWTHELZIIRED LD o720 FNACRTH: L UIBREATH O 2B M CEAEDOEIIRD L h > 72s NACRT
HEIC BV TCD8HHNL ARSI #E & AR EE O 2HE R Tl 24E A AT85%. 0% TdH V) A 5 i M CLEAF W B 23 AE
EL72 (p=0.004),

(ZR] NACRTHIZIZNESRATIZRE S 2 CD+THML A L. AT T & 72 Bl A B I IER 2 72 2
&2 5 NACRTIZHUIES; 0092120 LHIBAME A3 1 . HAIZCD8+ M3 #7272 354 < — A — 2% D WD D 5o
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Patients with CD133-negative colorectal liver metastasis
have a poor prognosis after hepatectomy
(K@ B 5 CD133RR I VIR B DO P A BRIK 1)

A W

(i) LR O SO ERESRIBEN TV L0, ZOLIHERRIIBITLMEIESCSOTHY,
RTORBABOMEATIZOVTIHIFE A EHEDRA SNV REEIFEREREZ HW T, OB LRI T
i~ — & — B —Th 25 QEBRTOEBME~ — & —HBITPRIER 2% 052502 WIS 5
ZrZHME L7

(757E] 19984F 2 520084 XTI 4R CUIRRA & JifT L 72 KB IFIRRAEBII03B 2 W R & L7z 209 HABIFEFER
TORHli b 17 o 720 CD44, CDI133D Sk F M TEBL 2 WA L7zo F 72 R, BAEAE. PUREAIIIERE 2 5Pl § 5 720
MIB-1, E-# A ¥ ABC-GZOFIUZE L CHME L7z,

[#55R - 8] CDMOFEHRIIFIEHETI14%, HEBET8T7% ThH » 7o FIEHE L B HE TH B marginal 2 I %
A7z (r=0250. p =0.071)s CDI33DFBIRIIIEIEHET53.6%. FHRITI46% Th o720 FIH L HEBILTHRIIC
MR h o7z (r=0219. p =0135) FFHEKHEDOCDI33FBLIMYT P& BIFK T CTh -7 (Hazard ratio 0320,
p=0.0016)c Wiz CDI33REMEREEBEREIC e LA 2 ICMIB-1 indexA5i5 < (61.6 vs 46.3%, p=0.003). E-# K~ v 3B
DA 72 (29.3 vs 46.8%, p=0.001)

JRESH L iR B CCDI33EHICHBEIIRD L h o 720 FEBEOCDISEMEIIFHREARKNT-TH Y. HiHGER R 6E
W LT AL D 5o

CD133iddsin~ — A — & U CTREMIBE S VoORFEICHEB S, S SIZHEMZEE LT CDI33ZHE FHICHE
TAHMRIILEHE SN T WD, L2 LCDI33HADKERICH LTIk AMTH 5. CDI3BHERETIZ % < CD133k&
EHPTFHEARTH - 720800 5. CDISZHAMHNTIED 2205, FIEHEICB T 2 EHMERNY T L -0 L 95 ffET
Y. CDI33EMMAEIE. Z ORI VERESHE L TW AR E 2 SNz, BENEO—2 & L THERERRE
HEAH T H N5, CDISZHRDBEIEIZOWTEHHE S BITRAT 2LENH S L EZ BN,
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Local immunological effect of neoadjuvant chemoradiotherapy in
patients with borderline resectable pancreatic cancer

T. Murakami!, R. Mori!, R. Matsuyama', Y. Homma', M. Nakazawa? Y. Tanaka!,
K. Miyake!, Y Sawada', Y Oota!, Y. Hiroshima', T. Kumamoto!, M. Ueda',
K. Takeda!, Y. Ichikawa!, K. Tanaka!, and 1. Endo"

1 Department of Gastroenterological Surgery, Yokohama City University Graduate School of Medicine,
2 Department of Experimental Animal Medicine, Yokohama City University Graduate School of Medicine

Abstract

Background : Little is known about the immunological modification due to neoadjuvant chemoradiotherapy
(NACRT) in the tumor microenvironment of pancreatic cancer. We had previously reported that high
accumulation of CD8" tumor-infiltrating lymphocytes (TILs) might be a good predictor for pancreatic cancer
treated with NACRT. However, the mechanism of immunological modification of NACRT has not been fully
elucidated. The aim of this study was to investigate the local immunological effect of NACRT for patients
with pancreatic cancer.

Methods : The population comprised of 85 patients who underwent resection for pancreatic cancer between
January 2006 and December 2012. NACRT was administered to 52 patients with borderline resectable
pancreatic cancer, whereas the other 33 patients with resectable pancreatic cancer underwent surgical
resection without NACRT. The resected specimens were analyzed for the presence of CD8" TILs,
calreticulin, heat shock protein 70 (Hsp70), and major histocompatibility complex class I-related chain A/B
(MICA/B) using immunohistochemical staining.

Result : The number of CD8" TILs and the expression of calreticulin, Hsp70, and MICA/B were significantly
higher in patients treated with NACRT. In the NACRT group, patients with a high accumulation of CD8*
TILs experienced longer survival than those with a low CD8" TILs.

Conclusion : We have shown that NACRT induce immunological effect both in the tumor cell and tumor

microenvironment for patients with pancreatic cancer.
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