— 1720 — AR RIS 2%

A CASE REPORT OF INVASIVE CRIBRIFORM CARCINOMA OF THE BREAST

Takeshi AIYAMADY, Hiromi FUJITA®, Mitsuchika HOSODAY,
Kazunori TAGUCHIV, Hiromasa TAKAHASHIY and Satoru TODOY

Department of General Surgery, Hokkaido University Graduate School of Medicine?
Division of Pathology, Hokkaido University Hospital?

Invasive cribriform carcinoma (ICC) is a histological type of breast cancer, first reported by Page et
al in 1983. They classified this breast cancer into classical and mixed types, but now a pure type has been
added to World Health Organization (WHO) Classification of breast cancer. Herein, we report a case of
ICC who had felt a lump in her right breast 10 years prior to resection. The patient was a 71-year-old
woman. She had been aware of a lump in her left breast since 2000, but did not go to a hospital. From
January 2010, she felt the lump enlarging, and she visited our department in April. Aspiration biopsy
cytology showed the lump to possibly be malignant. As she refused further examination, modified radical
mastectomy and left axillary node dissection were performed. The histopathological diagnosis was ICC
(pure type), 30mm tumor, WHO grade 1, ly(—), v(=), ER(+), PgR(+), HER2(1+), n0, pT2pNOMO,
pStage ITA. In foreign countries, the incidence of ICC is reportedly 0.3 to 4.9% of all breast cancers, but
there are few reports of this tumor in Japan. The prognosis of ICC patients is reported to be excellent,
because the 5- and 10- year survival rates are 100% and 91%, respectively. Moreover, reported positive
rates for ICC estrogen receptors and progesterone reseptors are 1009 and 699%, respectively, and the
HER? positive rate of ICC is 09%. We consider these factors to possibly contribute to the excellent
prognosis of ICC patients.

Key words : invasive cribriform carcinoma, breast cancer, pure type
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Peplide vaccine treatment for colorectal cancer
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AOZ(FI L 0 20%) ks L, &2 —THller < 7%5) @ JHgaRTEc S A REET A
ST E AT F F(9-men) BHEL, TS T (Treg) B R 525, L) HEN A D
DOERRERGEL £ 9 LA MLV ENTWS, Lzt THlAEDE S
% & OMAT + FHHRFNEE L2 R T F A srgal OREE, 3258 A PR ICEE UL

By TANAIEA A 5T % QEHolEF  aaai DB S O R & MR T & 4.
BHIZ SNT, BRABEELTIEZLVHOT SOk B B S IR S L 3k

ot FLTHLD LOBERMIL) 38k FBFZET, THIAGE, fbSEaRIRt oML -

FERILL, oA T 5 A0HBEBEOH AN PR RA X A UFT/LV (UZEL™) &£
S FOGRIERANE A2 V-2V F LTSS HdAME T —T =4 4 FEIRA T 7 F vk
B 3-4 A B LA ) A CAEIES T &ML UPT/LY 2FES-FU/LY ZOF
BAEMAL T & 5 ¥ (personalized vaccination)®  F{EATGENI S 4L 3 R e RIEE o BHERAL
BERLL BEORIERICGDELZT 7T~ sngiik L B BT AR, FERiRD, U~
FEELDOTF—F— A4 FRIT 7 F 2 L HIE PSR O ERGR A SeaERE L O
N3 = 3FIUEE L ICRORIEEES SR, LTV A L LAR S THE. BikEN
PRI T 2 I Y COREFHIDNE YA LT I UADD) b R RO AT A 2 130T
At d e B RMAD B, TS XERHANE 1 6ATSD(D B3 HA MR), THATPD T, fE

g
L
%



576
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THELAEFPRIEEL T2 (®1). B
FCTLAFE SN BOFHETENEIES
FGOLHANELTED, SHEICKERL
RETHRIET 3 EE A L2 b0

EEOCOHBRCH2ENOKRBEBE~RY
FFIZ7FRAGEY, B OKX)IZE
RIS - BRABEMBEIC 159 RNF43,
TOMM34 (22 TKOC1, BEiZfEEg4Emis%
BET 2 DI B MBS 54 (VEGERL,
VEGFR2) X7 F F2 A7z SHEONTF F o
7 7 VL FOLFOX # FH ¥ 2 (b Mm%
[FofzlZ s, 17HIZHLTPR 10 #, SD 7
Bl, PDROBIE VI BEETH o755 (per
sonal communication).

3. SRORE

a. WREBIEEA DGR

BARTF FT 7 F ViREOE T HRBCIE
BHERFOBBER, BEHEUMNCIBEFEE
£25%L, TRTREIHRETETVS, -
HERZIR bR, BERHEEvbon~y
F FRENCTL KIS & &M 1 i M 25
HoN, LA L, RECISTHEEEZ A4
DFMCR, PRIFlZIZEALAONT, Bk
DHEEBALERRIZLE2 502, HEY
RERTSFFI2F 0 BROIBIERETE S
DIEHERTFH L X 6N, BUE Stage I KIS
ERBIWHRICRTF FU 2 F 2 +UFT/LV %
EETEHT5 0 ¥ AMLEBRBEYEBLT WS,




Nippon Rinsho Vol 69, Suppl 3, 20i1 877

RNF43 CTL R h
emermeenes RNF43 CTL EISZ L

n=02374

survival
&N
fad
i
:

40+
30+

N——————————

om0 -

H
v
H
i
i
H
v
'
H
H
H
1
i

. 2
= 8
¥

) il o333 ;
00 6 12 18 24 30 36 42 48 (months)

w0 TOMM31 CTL K b
80f weeemese TOMMB CTL B L
0+

- 60F §

z :

#

atn
=
T
oo
H
RIS -

E
€

[—————

95 333

i b i. W i i

3% 42 48 (months)

o
o
—
[
ot
=)
o
e
g

e

RNF43, TOMM34 & 12
CTLESN DD

-ssemeeen RNF43, TOMMB4 LB 54
CTL#H )

s

b

%
L33
Bt

.
3
H
H
T R—

1

o=

=
T

o
T e e

Ly

surviva

S
=
T

p=00079

30k :
CTLEHEL 1

954 A CRL

m—————

(e

EassAsLEssssenansanmeK

[
<
¥

i
i
i
H

i 127 361
0 ] | 34 i 3 3 i

0 6 12 18 24 30 36 42 48 (months)

1 RTFRTOFLOF5— THE(CTL) S L 247 (08)
FISEKIGH 21 190 5 RNF43, TOMM34 & § 12 CTLIUEH ) (8), RNF43 D& CTLI
154 0 (5%]), TOMMS34 DA CTLEISES D (748D, wihisd CTLERZ: LD

a RNF43 (253 5 CTL S & I (08), b, TOMMS4 2k 5 CTLIIGIE L &
 HIII(0S), ¢ RNF43, TOMMS4 23 A CTL Bt & L 7RRIR (0S)

i
1
H
B
i
i
H
i
i




578 : HABEAk 69 % MAE3 (2011)

b. XFFFHIFI, ANIN—%5—~

N TUy RRTFREEDEA
BT - BRABEOEBRBECBVT2HEEDON
TFEI7F U TRBREBEONSL LT ITY
%R EVEDOHAEDRICLBIHENYE
ENhs FELSISBIIMENBEMRZTAE
(VEGFRL, VEGFR2)R7F FEHlAEHLE
AERDT 7 F VRRERHTTH B, BKT
BB EEORKBEREERTF F2liaEhbe
TeRTIF FH 7 F ML BENERBAER X
hTwv 5 (IMA~910: immatics biotechnologies).
£0% 75— THIROAKRTLR { AN 3i— THIKLE
BoOWEEDHRAENA T v FRTIFF
(helper/killer hybrid epitope long peptide) %

tides) %2 &0 ¥ /R F F (30~40-mer) DEEER
BHLRBESHh, SHEOBESAVICHfERHh
LERTHB.

FEHUC

BANRTF K70 F /BEOBRITRILF 72
RIS DWW ) CREEREENS T E 213 L
TaREA HERBIREhTWwEbiFT
v, EORMA SIEARKE MY 2 0
MHETHED, KGBMERICE > THLEBD
L) HRRARHERIBOhO0H 3. FEWIF
E, BARTF K725 0 OREFMI S
NTHERRRCHABRANE LTBET5 2L
2ELTHEgET 5. '

A —=13—F v ¥ ¥ 7 R7F F(overlapping pep-

B 513

1) Boon T: Tumor antigens recognized by cytolytic T lymphocytes: Present perspectives for specific
immunotherapy. Int J Cancer 54: 177-180, 1993.

2) Jass J: Lymphocytic infiltration and survival in rectal cancer. J Clin Pathol 39: 585-589, 1986.

3) Naito Y. etal: CD8+ T cells infiltrated within cancer cell nests as a prognostic factor in human colo-
rectal cancer. Cancer Res 58: 3491-3494, 1998,

4) Saeterdal I, et al: Frameshift—mutation—derived peptides as tumor -specific antigens in inherited
and spontaneous colorectal cancer. Proc Natl Acad Sci USA 98: 13255-13260, 2001.

5) Rosenberg SA: Adoptive cellular therapy: clinical applications. In: Biologic Therapy of Cancer(ed
by DeVita VT, et al), p214-236, JB Lippincott, Philadelphia, 1991.

6) Itoh K, Yamada A: Personalized peptide vaccines: a new therapeutic modality for cancer. Cancer Sci
97: 970-976, 2006.

7) Correale P, et al: Chemo-immunotherapy of metastatic colorectal carcinoma with gemcitabine plus
FOLFOX 4 followed by subcutaneous granulocyte macrophage colony -stimulating factor and inter-
leukin-2 induces strong immunologic and antitumor activity in metastatic colon cancer patients. ]
Clin Oncol 23: 8950-8958, 2005.

8) Hattori T, et al: Immunological evaluation of personalized peptide vaccination in combination with
UFT and UZEL for metastatic colorectal carcinoma patients. Cancer Immunol Immunother 58:
1845-1854, 2009.

9) Uchida N, et al: Ring finger protein 43 as a new target for cancer immunotherapy. Clin Cancer Res
10: 8577-8586, 2004.

10) Shimokawa T, et al: Identification of TOMMS34, which shows elevated expression in the majority of
human colon cancers, as a novel drug target. Int ] Oncol 29: 381 -386, 2006.

11) Giantonio B]J, et al: Bevacizumab in combination with oxaliplatin, fluorouracil, and leucovorin
(FOLFOX4) for previously treated metastatic colorectal cancer: results from the Eastern Coopera-
tive Oncology Group Study E3200. J Clin Oncol 20: 1539-1544, 2007.

12) Okuno K, et al: Recent advances in active specific cancer vaccine treatment for colorectal cancer.
Curr Pharm Biotechnol 12(2): 2011. (in press)




Ho5% %68 201E11A 845

A\

LBEEDVAT 7 F Y BEDWIRT & FE
—WAERAY 7 F VIREFDA A4 ¥V A= hic—

EEASEAER - S8

R HE //'

/ | \d

HE XEFDA (EREERR) 2%, HABRRBU 2 F 20D TERBLACLT, BVlEbRThTw
PAFROLREREN L ) R CHE LA L LEMSIAREEOTHREL B, SHLGRAY
TF BT HEPN YOS — Py FRAL Y OBRBERPHETFA ~ OBMLE LRETREMENS RS
NTWwa, H2BEAFENS F T ¥ 182 (20104, KEK) TROVEICBIZPATZ7F Y ORBEDEL
T, THFIT7, #HHR (PMDA), RELEH,S 4 Z0YMIRIZE ZHBEE&I O i, COBRBTIE, #
ZTHRINAE, ThbbbMNEICBITANAT 7 F VREORREEPRBICEL T CICERT R
HiZonwTELDTHS,

(Biotherapy 25 (6) : 845-850, November, 2011)

Overcoming Barriers of Cancer Vaccine Therapy in Japan
Kiyotaka Okuno

Department of Surgery, Kinki University Faculty of Medicine

Summary

With the recent approval by the U. 8. Food and Drug Administration of the first therapeutic vaccine for
cancer, the long-awaited goal of cancer-specific immunotherapy has finally been realized. However, as
researchers in the field of cancer immunotherapy continue to perform definitive randomized studies, much
remains to be leamed about potential surrogate endpoints and appropriate study designs for therapeutic
vaccines. At the 23" Annual Meeting of Japan Society for Biological Therapy, Osaka 2010, 4 experts from
academia, regulatory bodies (PMDA), and the pharmaceutical industry discussed topics surrounding approval
of cancer vaccine therapy in Japan. The present report summarizes the topics of the symposium, namely the

current status of cancer vaccine development in Japan, and discuss overcoming barriers in the development
of cancer vaccine therapy.

Key words: Cancer vaccine, Cancer immunoctherapy, Academia, PMDA, Pharmaceutical industry )
Address request for reprints to: Dr. Kiyotaka Okuno, Department of Surgery, Kinki Umversuty Faculty of
Medicine, 377-2 Ohno-higashi, Osaka-sayama, Osaka 589-8511, Japan
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20104E 4 A, XEIFDA (EMERDR) 3
ISR AT 2 R R EA Provenge®
RERBL. EROFEHARLEE o RS
YeETCH A7-0, ThitkiLb FDA i 2009
ENABIRAYT 2 F Y REFA ¥V A (draft i)
RAFEL, ELERERDBELDICH LRE
WA OMRHERLEEHEEL TE, ZOEH%
EREOBHIIC LB Sh, FRTHIANR
7F ¥ 7 F IClT 5 bAETORR e
lZonTHEMMELTWS, 20104E 12, K
BCEEIhE23BAERS L T LI ER
B (LF: PINBEHKE KRETIRERE
B - BEAE) CBYTHIAE [DAEEORA
7 7 F VREOERT S EBE—FAGRET 7
F v FDA #4 ¥ v A2 #Ic—] #E&E S
DL FDENTHD, THFITOUEDOE
2, W (R, EEERK GRS - HEHEN
#1), PMDA O HilR)IERBR (BILEA B
HOERBRERSRE, RERLROUEI L/
FHAEK CKBRERRAR) KX B0, 2R
HEAh iz, FORBIETVTERTIH,
FFhBREONARTF F7 7 F REOBRE
B4 L, RICFDA #'4 ¥ v ADEE L NEES,
8 &I ABEAL A IEE, SROBEERH
LCHzV,

1. bFELCBTBRFARTFI
77 F L EEEOBRR

2006 £, BUEARERERERN, PHEHSER
% th>lc Captivation Network A58 8 h, BE
TREEY 60 BROWBHOT, FWEONAM
ZHLTHARTS ¥ 7V BROEMESE
BRRBABEEATYS, TALDI) BICEE
MBI BT LTRETBRILRD ST 2 4
7 4 DEVERBBROBRSI B o255, R
HEE LCARBTIRRBNE, ESE By
LBERRBL AN T Bo I, UL, W M
Fh LieonTHHEELBRBEBRERASNTS
D, PFMLMEE 2BFICShizv,

Biotherapy

1. 17 - BRABBLCHTIFANTFFT
43> &£#&00 UFT/LV (UFT/Leucovorin)
GER#k
B 510 & 5387 - BRABEICHT 22O
KIBB B REMIET (RNF43, TOMM34) BISRD
HLA-A24 #REMNANTF FLEORBAH
UFT/LV 28T 58 1 HRARTD 39, 21 I
HLTHfFSh, FEBERURChITRESLL
UFT/LV ®/8% — » L ZI2A L CEEECHE
v, SEFAOEMELTHN, £4FWR (F
fffl) REREFNRT.20H, 244 PATHB. =
n e o3 H RNF43, TOMM34 FiJ5 IS cytotoxic
T lymphocyte (CTL) IE#AFH s h - DX 8 81,
Y5 oh—hF0 CTL BEFFEShzOD 12
#l, WFhOBERLBRD O PR 1AT
Bole SEMO, 6 CTLBENHHEL
EENELoMERRFLL-EDS BHK
CTL BHASHFU S NA-BRIE L EFRNIRET
Thh, ROTELLP—HILCTLEEFRSL
hi-B WTho CTL G B ohiho i
(150) »dEEPERRTHo7 (B Do

L OERPS, bhbhid, StageHKE
WOFHHPMEL LTRERERELER, £
R EE S v & ACHBRERIC M T O feasibil-
ity study 2L TV %,

9. EEREFSHOEHBCHTIFANT
FRIIFHE

AT (LELkE) btdbeRoTiToT

Vo 2 EHGR AN A 0 ALE NS HLA-A24 1R
BOFEMNARTF FEREAVIBERFETDH
29, #51MRERTI HLA-A24 B O#TT - B
SAEM 10 FLCHETT S h, REROREEI R
KNt EHIC10MPIFCARTF FRFANT
HEEmEIRHSh, 2095 2 FICERBRD
BH LN, TORBEZTERRAROET
HERNRBAYT b, &8 7 lB CRERE
RIEHEOEST - BREER 60 FICH LTHAN
75 F&#5 L, HIZHLA TRY 5 BB
(HLA-key open ¥) R & hiz, DHFED
HLA # 4 E€E¥ 7tk b & HLA-AZ4 (2 RS
60% % D THEBRIC HLA-A24 3k HLA-A24 X
6 4lcHDIRONBIETTHA. B/E, FHED
60 #i3 HLA-A24 #4535 41, 3F HLA-A24 4%



$25% #H6% 2011114

847

100 RNF43, TOMM34
904 AADCTLRGH D
b ("=B)MST:43.1M
~ 809 1 RNF43 TOMM34
& w4 1. essh-mocTLRmSD
S 0+ | (n=12msT12.9M
S 504 i
4 :
B 01 = p=0.0066
¢ 30+ ey
S ] cTLRRmRL ;
10 (n=1)9.5 M dead
0 12.9 43.1
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1 RNF43, TOMM34 @ CTL Rt & M

BETHoM. BHEPHE, SEFHM% HLA
Y4 7B LTHaHT AL wThd HLA-A2A
ENRBIFT, SHIIRTFFERNCTLHMBK
SMECAFHHERETA LML D ICREIAH
LB, —HORGKALKAR, KRT—H
DREELBE, CTL Rib% LEARd TR
RBTholzo BERESSHIZEAYAX 60H]) @
REMOBIRLER/PTHY, ChooFFREELC
CEIUHRRIIELFETH S,

3. ETRBICNTINTSFINTIF &

gemcitabine (GEM) D#iR#EE

th E#E (LR SEERKE) S X 58T
ERICHLTEBFEALERTFLES Y -2
(VEGFR2) ##i & Lz HLA-A4 HEHRERT
FREGEM 2BV2BENETHSY, b
B IHEARTRTF PO % 3BBIZHITA 3X
3RBRETY, Rl EZEoL THRREO
BV 2.0mg 2BHRAL L, 08, £EH27
MEROSRERLRT v ¥ A{LEER (PEGASUS-
PC Study), T4bH HLA-A2d BHEBEEE+ T
FrEL7ILEBZ2 1ICHIFTEI ¥
ALE T/ MARERBRZ AL, 200942 B
KOEBL, 6 BCRREBICHTAPHBE
7V, B b o 2010 1 BICIX 153 #10
BRERTL, 11 BOAHEICHT 2 PEHBRT
RS DHENEENR TS, COHRICE-
T, EbICEEREREN, & oImhik~E
WHEARREE T 5,

0 X R EREORTEE, BT
ERE L V) BED TTFEARRAA TIRERTRA
B#Ed, FOHRUEERLORENRRORE
toTWwh, RIETIREFDHREE LA FDA YN
ATV ADRBEEBAT 50

0. FDABABRIVF D
HAH L ADBREEHB

1. BR7HY1 >

£1, I (RUBEKERAR) HIHERER (%
HIERBER) a0 6h b5, fEkO{bBHMSA
L IEREABRBBR T A V2B BT 508D
H5o ,

ERRERIERE & & o A BB B A RS
v EICEBONAER (LB ALERER
BETHERRE) ICLoTREV AT ANEELZIT
TWABWREENH S, SHITHAT 2 F - CHill
FEREVFTLINZICHDREAZET A0, R
B O RN BETE RWITRERD 5. L
Fedto THRER, AT 2 F VREEENENA
REBOBEFEHTH. (HEHE: L 2ENRE
WEROT ¥V 237 MREZAEORE2ERIEH
TH59,]

2. REMOREE

HIHABROBRRIREE T 774N, BT
THhEIFEFRORFEL LD ICRAFAR
(maximum tolerated dose, MTD) ®RETH 5
P, ALEHEXAFO L) L EKNCHNT 5




848 Biotherapy

a b le—- HRoverallem———= .
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* Identification of tumor-associated antigens by genome analysis.
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Stage Il KIGHEIZBU ADBANTF Py 29 L UFT/LV #tHIZE 2
e BhEE: (HLA-Key Open i)

g piE E B BHE S BT BB FALBESE

AT

[Jpn ] Cancer Chemother  38(12): 1906- 1908, Nevember, 20111

Preliminary Study of Peptide Vaccine with UFT/LV as Adjuvant Setting for Stage 1II Colorectal Cancer: Kiyotaka
Okuno, Fumiaki Sugiura, Jin—ichi Hida, Tadao Tokoro, Eizaburo Ishimearu and Kazuki Ueda (Dept. of Surgary, Kinki Universi-
ty Faculty of Medicine}
Summary

cDNA microarray technology has been used to identify HLA-AZ24-restricted epitope peptides as potential targets for
cancer vaccination in metastatic colorectal cancer patients. We conducted a clinical trial of two novel cancer—-specific pep-
tides (RNF43, TOMM34} with UFT/LV for the treatment of recurrent colorectal cancer. Among 23 patients, 21 patients had
completed the protocol. All patients were well {olerated with no severe {oxicities. The median survival time was 24 .4
months. Furthermore, we investigated the relationship between CTL response to both antigens and overall survival, The
best long—term survival was observed in the group with CTL responses against both antigens, followed by the group show-
ing CTL responses against only BNF43 or TOMM34. The patients with no response had the lowest survival, Based on the
results, we started a randomized trial of the current protocol, as adjuvant immunochemotherapy in following curative resec-
tion of Stage Il colorectal cancer patients. Key words: Peptide vaccine, Immunochemotherapy, Colorectal cancer
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Table 1 Patient characteristics

1907

No. Age Gender Primary care Sites of Mets PS Previous treatment
1 56 M R Pelvis 0 UFT, CPT-11
2 © F S Lung 0 5-FU, UFT/LV
3 57 F R Lymph nodes 1 5-FU/LV, CPT-11.5-1
4 42 M R Pelvis 0 None
5 53 F S Lung 0 UFT/LV. vaccine
6 54 M R Lung 0 None
7 74 F S Lymph nodes 0 5-FU, UFT/LV
8 78 M R Lung, lymph nodes 1 5-FU, UFT/LV, CPT-11
9 58 M R Lung 1 None
10 46 M T Liver, lymph nodes 1 FOLFOX, FOLFIRI, vaccine
11 59 M S Primary ca, liver, lymph nodes 1 FOLFIR], FOLFOX
12 66 M S Lung, liver, lymph nodes 0 S-1
13 66 F RS Lung 0 UFT/LV
4 49 M S Lung, liver 0 None
15 51 F S Liver, lymph nodes 1 UFT/LV, CPT-11
16 66 M R Lung, liver, lymph nodes 1 UFT/LV
17 6l F C Liver, lymph nodes 1 FOLFOX + Bev, FOLFIRL + Bev
18 5 M S Primary ca, liver, lymph nodes 0 FOLFOX +Bev, UFT/LV
19 83 M S Lung 0 UFT
20 66 M R Lung, pelvis, bone 0 FOLFOX + Bev, FOLFIRI + Bev
21 6l M R Lung, pelvis 1 FOLFOX + Bev, FOLFIRI, CPT-11+Cet
2 13 M R Lung, pelvis, lymph nodes 0 FOLFOX + Bev, FOLFIRI, CPT-11+Cet
23 65 M R Lung, pelvis 0 FOLFOX + Bev, FOLFIRI + Bev, IRIS

Bev: bevacizumab, Cet: cetuximab

Table 2 Adverse events

Toxicity Total Grade! Grade2 Grade3

Anemia 5(24%) 5(24%) 0 0

Transaminase 3(14%) 3(14%) 0 0
elevation

Hyperbilirubinemia 2(10%) 2(10%)

Anorexia 5(24%) 5(24%)
Nausea 2(10%) 2(10%)
Malaise 3(14%) 3(14%)

[ T s I o R e i ]
oo O OO

Vaccine site reaction 17(81%) 17(81%)

L@ OEH UFT/LV %3%5 L7 (Table 1) RNF43,
TOMM 34 RFF I F & 1mgdEV S FTAF]
mL CER LT 1EMIECETHRS, UFT & Uzel ik
% 300 mg/m?/day, 75mg/day % 485, 1BHKE
O5EME1a—ALL, 22— AEVET. HFI—A
OFIETEREEME, R R 5 T RFMmMY Y
RREETY, ThPho~7F FERECTL S
(ELISPOT assay {= & 5 IFN-y EEAE#E) £ L. L
BRAEFECHUTERYER, #HLT. 20K
B oAE70ba— VIESELEEESS (. BECHT
¢&7: (Table 2). 238 21 FFFFHEEEEL, &
EF3EDEERBL TS, 21 AD % B RNF43,

TOMMS34 Fij5ic CTL EfAFE s hiz0ik 841, &%
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Fig. 1 The relationship between CTL responses and overall
survival

a: CTL response to RNF43 and survival

b CTL response to TOMM34 and survival,

c: CTL responses to RNF43 and/or TOMM34 and survival,
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