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1L.EE

(&) HECRIEERERAIC S UHTHRMEINE L LT, R s 25EH
TR MUCL Z4REANZFEMT 2 ) 3 @Aﬁm&mkuLﬁﬁﬂc%@E%&LTm
TTUT& =, F£iz, 2007 FE2 & EMEFIED Gemcitabine (GEM) {2 MUCI-CTL F&i&% OFH
L7,

[EAY) 4B, GEM-+ MUCL-CTL FREETRF M 2% S RAICIRE L,

[%t8e & k] 2007 £ 1 A~2013 4E 12 B & CHR THEfT LR R IRESTRIE SR |
MUCL-CTL FeE 2 ufTE| D 5 &, GEM @ relative dose intensity % 50%zKf. CTL #5-EE
| EEAT OEFIZ B4 L 21 Flic oW CTEFRAEFDRE., FERE. £FFReRiTLi,
e, EITE, EEEF. WROAEER < — A —, B, FRER/ U N8R E, R
By 7y b, £{EPREE, BABOU LSBTy b, BARKOY oERk(EKE
FAOCTEEREROEEREMT 2TV, FTREFEZRE L

[MUC1-CTL fBRDFELL] #TATIZ Leukapheresis {2 THBE M HERER L7 PBMC & RiF{bt Mk
FEAINERE YPK-1(MUCL SRFEEAM0) % 3 AREAREEE L, & OIC{EAR IL-2 il T <7 B MK
& L MUCL-CTL ¥ L7z, ZaziliE 1 BECINICREHIRERS L, IfEo~ 3 EikE52E
AL Ui,

[FEPRAOFESR ] SZH4ENNT 61, 7 5§, Stage3 : 13 #, Stageda : 4 5], Stagedb : 4 I TH Y,
RO : 18, R1:3#ITdHotr, MHAFREFHMITPRIET 165.8 A, FFHRERIT 3%, £
TREEIT 145 76. 9%, 242 49.0%, S5 15. % THY, MSTIL 24.7T WA ThH o, Fio, &5
CIL FIRRZA Y 1.3X 109 EL EOB CEFRAEAFEHNMOER 258D, [HHE
GEMMUCL-CTL FREIIATIE & BT ESs & 4 2 FEE A RR S ivfe, Elo, AFRETIE
o ie e GRS AFRIE O T4~ — b — L IR DRI RR Sz,

2. 1R

JEFR X RN REEChH Y, £, BVEMOOHRCEREREE LB, BRE
RHBHBRICT BB LRV AED, FEETRTARBRERTH D, HoEBEF O TR
9Bz DIE D, D, BEINCRR LB EDBF LK L TORMRIGEIRMSHET S35,
FHEENICRIBTRAE DN ERATT b, TOFEAEHY 2 ELUNIKER L, b 4%
RIL 2BWRIMTH B, Y

2005 4E, WEEEMFHAEIEEREO KRB TUEREY, CONKO-001 A39Thil, T AV F K
> (GEM) & FUTEMBE T, MR EDIERPAFECERZEEFHNOLERZ 7 &57‘_0 L
P, SAFHMICBE L TEIEEEEZRD T, BERHERANETHD EEX DI, ¢
oI FER T O BRIB T (L FRE I R E AR~ O R 22 < IEFHFRANTH < A1
BOWTERTHDEEZBND, Af/lmm1u§<@Wﬁ BWTARRELRT Y 2
WALTZHE TIBFIFRI LT D, YYEHE THEREGREIZ K > TTTORMMEREE O
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%%&UWWW&MKEPCVMHﬁ%ﬂﬁJTM EERMER L, —J. MUCT {ZIEWARHE
oM@ HEESE T2 & CIIFBLE TR wtﬁotoé%eé@?fdmmlmr% ERETHY .

wm1ﬁ LHOHIRE T T AR (CTL) A% HLA FEREAYIC MUCL ZRB3kT 5 2 & bHlRE L1,
4}

TR ORERE S LT, HEE TIIWC FUFEEN & LB TFREmE T MsE Lz, £
LCHHE T, MICI ERH e MEEMakTh D wwléiofwiénﬁcmaﬁ%
VN ST SRR (MUCL-CTL FRdk) 25, DIRRRHEREITIRE I L, FELATRIEIISLN
RSO O, e EES SEHFICRERTEFREZRE wm%on_&&%&bko
MUCI-CTL R34 THFEEIZ O3] (5%) AR S hioh, RFTERSEeshem<. 3
AFFRIE 19, BICBE o T,

BEmOE AL SFEIR TH S CEN IIREIRIMEICE T, LA, RNV 7 F
250 LS4 FE B IR OO SO 2 R S, BRI R D S e R O{RME & ELEED - MEERICTE
ML S B AR RIB ST 5, &7

AE, Fox LSBT OB IE & L TR RERESH GEM SRR L TomR
St EITol, APEE T LIERNc B L CH FRMICER AT &L £ FHREF
L, OHFEHEMRIED & DR 21T 272,

3. FiE
[5a)4:] 2007 £ 5 2013 £, 44ﬁawwnw%@ﬁwﬂk_;mLﬂﬁmw71v—n
AEMIT I, 1 AOBFIIFPICEBEERZF), ZOEORFPLERA L, D

43 4 O BEITHTHE, @ﬁ%mf%ﬁ%f@5GWg:MmiuL@Hmwm To7=
(Table 1), APIEIIEAIEE & v lERE UCARIL (FWEFS £ 121-1D). 18
B B THIAT Uic, 0%, AFEIERHER & L TOBRBITT > TRV, T
WHhieo Tt LA KEOHREEBSITAELSIT., ~N IV UXESICAN | BFEc+
DRA T F—AFareEry hob e, MfTLE,

[t 2 4 )

T RO HR M A T TER R AR ORISR L L,
QfFal. BEHFE SRR BN FTRE RN E A I & BT S = R
OffFETo T R UPREEERHE I CHEEBAR, FBEESIRCENE R EBFRE~
NOKEARB Y > S 2 R FUBSNY o 5Eilsf, SRR O 2V ER,
@20 mkLl Lo
@FETFSERRIC DWW T, UTFORERFZ LTS, (7 LT F=C 2.0mg/dl, BV IV
<3, 0g/dl, M/MRED 75, 000/ml, BMERED 3, 000/ml b L < 1&L15, 000/ml).
®ECOG PS  0-2,

S A==



Wil 7 = L— Y A %IV, CIL B L, 7t 1 M E ISR ST 5, ik 28 B
12 #1E] GEM (1000mg/m?) DR 5 44T 5, GEMiZ dayl, 8, 15 T4BE 1Y A& L, FH6¥A
INATH (Figure 1), {LZEFEETIC A MRS 2000/mn3 #i5H L < 13 12000/mnd BA k. 1.
ANEREL 75000/mm3 SR & A2 o Tt A . AV E E v OREIIEE S CIER Ui, E,
Graded @ [ MERGEA « FPEED, S PEED, Graded O BIMLER - PR
YeE 2D $ 0, M/VREL 25000 R, Craded PLEOIEMEEAEFREF ORI
GEM 1% 1000mg/m? A>& 700mg/m? {4 ff 24T o7, CIL @ 2 [EIE, 3 [EH OF 513 GEM & 11T
LTH 1 A EITIT o7, FROEMIZ 3 MAMEIZCT, MRI & L BHIRICTITo T,

[CTL 7% ]

YR THISE L7z HLA-A24, MUCL BR3SER b MEHANAEE TH 5 YPK-1 % CTL AV I,
YPK-1 }3 10%FBS (/7= —7 /v KU »54k) & O DMEM 5 (ROKIEE) %2 vy T 5KC02
TAZEERE Ui,

SAY M BLEETR (PBMC) 4% COBE Spectra Apheresis System(COBE BCT #b) %fﬁwf%ﬁﬁb
7= #. Ticoll-Paque (Fv v h=-TF 7 Ne L T- (47 v 7 ) #HOELGHEI
W L7, SEvyT, PBMC K 0. 2mg/ml v hvA ¥V (BFIREE) Ik D?Ff%ﬂ:é:}w:
YPK-1 & ALM-Y B%Hh (Gibeo #1) T 3 A fi), Ftifde (PBMC:YPK-1kk; 1000:1) #1To7c, £D
%, %3, 5 7 HBICIL-2 (EEFIENEE)  10JRU/ml 2EM LI, MERAOEN &
RERL 10 B BiCHE S hi CIL 2N LASREKIC T 3 BB 21TRo k., £R
100ml W CHIR U CREARIC IR 5- 21T o 7= (Figure 2) .

[FoE 48 LB TERERRIRD 7 o —F v — 1]

ARG AR R — MRS TH Ao, GEM O, TH - RSB ICIEIRE S
TV, FD%, KFEICBITA G OFEHOMEREREMKE (relative dose
intensity : RDI) DSEETEORFITHA~EL, T, EHNZ Lo Tik+4572 CIL BixE5sh
TWARNWEDHEH Y, GEM & MUCI-CTL FREOMRREEMETT 22 LHBEEL Y, £ D&,
RDIP50%, MUCI-CTL 234r72< &% 2 [EILL B4 s s OV DREGIH EHISFHES & L1z (n=21,
Figure 3) . MSIGEEES% Table 2 W Lic, MLOERNIIEEMBIRTEN & L (n=22,
Figure 3) .

[PBMC & CTL ¥ 7z h D43#T]

EEHEIHTAE /) 7 o—FA8E (mibs) Z2AWTY V2 BRY 7 > FOBREET
ofe. AT O mAbs i Coulter Immunology J VMEA L7, HUCD3 Hifd, ¥iCD4Fufk, i
CD20 Hifd, HLCD25 Hifk, #TCDS6 Fifk, HTHLA-DR Fifk, i CDLIb Fuf (W31 FITC) K
UM CD8 Hidd (PE) , #i TQL Fifk (PR) & FBV iz, TQL/CD4 U CD8/CD11b 13 2 BB 2T o
Fro W AOWEITIEL, EPICS 7 m—H A h A—F— (Coulter Electronics ) %M
W YEFIRE MR 488nm (200-500mW) IZFRE Lz, T T oY 7 ATRIEREEUI: 5000 {4
& L,

{Ha 3l SR PRI R D 44T



PRRERSEHOR T, ELFRE, VY Ty b b, Favs ey o
RDI, CTL OIEEI5300s HEEIEFESICRIT DIRRARTHIE T ZRET Uiz, By A
ZEiL ROC dhifR K O R®ie, by FATEZACTEER, SERMITEITO, IR
FHIEFEFRE L,

[ FeatSaa 447 ]

M~ —H—0Z{biE Student @ t FREF L, P. 05 FFFFANCHERE & Lz, il
1L+ IR ETR Uilc, AR T T o~ Y —otF 2 O TRE Uk, BEEEX
Log-rank test &\ /e, BEERMIT CHAEZLZ RO LEFEH T Cox 2~ — FLLF 44T
12 & > CEE RN 21T o 7e, TREFZEAYSTIZ JMP ver. 9.0(SAS Institute Japan) % fl\
TiTo7,

4. R
[EHI)
2007 b 2013 £ TORERIRAERIAEIRREIT o 72 43 Ao LAREFI 21T o 7,
AR L VARHRIE A Table 1ICART, TNM 2¥RIE UICC(26) & B -,
(&= indi|
MRS, IEERTE, messive REFEM, FEBIRA~DFEMOEEFIT L TH
1BOERE METT Lz, FIREE. LBRMESEIRGE RGN U CTEMRE SRR &2 1T » 1.
STOREPFEREARFRE ) o JENE 4 08 5 B+ R ER, @fmEFRE1 48
JEINBR, MEERREHEIREIT > /. MIREHEIERZIT o7 11 FEFID 5 5. 6 FlAFEIERIC
b PARIEZEE RO, 37 FIASFBSEARIGEIR (RO) 23EOiv, 6 FIDSESEry Wi ih
(R1) Tdhole, £TORF CHREEMFEEREBEITER S, Baobd 4 f,
B 31 B, IR AR - 6 #, IR LR - 1, IBRFERUE 1 B Th ol
[CIL FeE]
CTL JRis G m3 & FEFSOMRIZ 3 | . 324, 2E 6 4l, 1{H : 3FITHoTz, &
S CTL#01%2.0 x 102 ~1.7 x 10°ETH -7, CILIREX S FIC2 A LNICREREL, 10
BT 3IMALA, 22 FIT4 AL, THT4~15 A LIICsER L,
[GEM # 5]
GEM #HizBi LT, 4 # (10.3%) T 1 VA ZAPHckRERIEE Qo7 Eio, 15 #
(38.5%) T7m b a/L{EPRESERE Ui, TBRPILBA & LTIAFEEFS (23 f), ke
BHE (1 ), BENLE 4 F) Tholn, 18 EFTMIERIEDR S, CEN O 52317
oo, GEM OFEHHRESA I L3 A 70, FHREERITI8ETH- 7=, GEM DIFE
BEEREELT 37Tng/mt /M TH Y . FH RDI ik 50. 8% T o 7o, Filid bALEFRERIAE T
SRR 36 B (22-183 H) Thois,
[FRERAE 5]
G TRFEE ) O MEE A TTRIR & SAEFHRITRRET 16.8 220 L 247 BDATH Y,



TR IEAE Bl O M REAEFHIN & £EFHMILS. 10 A L 14 TP A ThoT (Figure 4,
5),

[FdetE]

YEPEHI R, BBoRE, B ORBRID EO MICI-CTL JHEICER T3 L Bbh 2 5F
FHEIRED R Do,

[EAETAFTEMI BT D HRET)

GEM D RDI>50%7>> MUCI-CTL #£:-[B]%% 2 (8] LA L O FEF & R VAHSER & LT (Figure 3)
YT T N— T BT o T, EHIRFUEFI O RDI i3 72%TH V., MUCL-CTL DFEHEE
B 2. T ETH o7, BAKIEIRIERZ Table 2 IRT,

ERRRIEANZ 54 B CTCAE \ZEE-3V /i Grade, 4 D HFHH % Table 317 T, Grade,
4 DEEFHTRELENDONEMEED Thofz (35%), Graded LA EDOFEMEEEOT
FERIRD o, BRI, B, REBUIG R L ORTREREBERESES
RO R0 7z, BRREY, ERAICH CREKISICIODTEEREE DI FRITAS L ARD
277,

TREVRFEAEHIIC I3 D 1 65, 2 85, 3 4, 5 FEAETESEIL 86. 3%, 54.6%, 44. 1% Th o7z,
FrEefid 741 (33%) . RETERIL 4/ (19%) 127l (Table 4),

BHTEPUESICIIT 2 RO SIRMERI & Rl UEREMOLEFNMICEEER2RD 2ok
(FFHAETFHIRT @ 32. 720 H vs. 19.8 228),

BEIERITT4 D PBMC @ U 233k 7 » b % Table 51Z7R$, CD3+, CDA+HEHMRA TR 1%
WCENENEBICENERD -, E7m, CD20+, CD56+, CD4+/CD25+ERIEMIZIX L ENAE
B Lz, ‘

Fo, VRRRBAARIOBE ) L Bk Ty k& 3 HR T x Lot ABEOBRE U Loy
7w b D#ELE Table 6 12”9, U BkYT 2y MCEELRE(LERD LT,

i, RETL D BIEFHETHIRF% Table 6 (2777, i CTL #HEELO1. 3X10° &4
BN, SISO TS L FHRUEGERT Th o, 8 CTL R5{E%0 1. 3X10° {8
BT, BEFREEFHRIIERICUEFZRD (Figure 6),

5. ZE2

TS PO BR AR TG BN BRIESLZ B 1T B GEM BN MUCL-CTL BHRSHEIC KT B RH £ 1T o7, &
BRI ZRICHTARE TS Y . REFEREOFEERITRD s o7, GEM I XY i
HENFEOBEOBIRER L R L, » P58 CRElEERER FOFEEROH
IMTERD Do T,

FEio, BT T N—THENT & LT GEM @ RDI>50%4>D CTL #-5-[B1%k 2 B LA |- % A HEa 4 5E 1
&L THRFEIT> 1o, AUFERORREEEMCBWT H 23, R ITREOEKRBED b
D &R LKW, ZAVEARIRDOREFIC T 2B EH R OEHMITE LTI A0 MR
HoTTHEMER B Do AUIZRICR T DIRFEREFIIIER ICOETH Y | ERRIREEE



HETH DN, BEOHERR L LB LIAFRERES BT 5 FRIZBFICEDLND

(Table 8), * ®CONKO-001 RABKIZIWTYE GOM 5 1 WA 7 ARMOMESNE R Lz
qualified analysis group DIRETEIT- TWVANR, T & Wil L CHARERIZIBIT 5 155
TR TEG| O ERRAGFHMEIRFCH o/ (13,7 H vs. 15.8 M H), Fi, HF, 9—
2w RO —7 X0 RO BT ABDBR RO KRR | BSPAC-4 OFFRIPHE S
Fro O) ZOOFERTIL GEM BFNZEE~, GEM & A2y # B U BRI X AT B LSERE R
BRI THAWETDZEETLERS, ZOUFRAFER Grade3, 4 OFFFHELIABD
oo AHFFE OIS TEFUEFIREO M B RAFMMIL Z @ ESPAC-4 (2 X5 GEM/ A~ Z v fif
ABCE BT, oFEEROMMNERD P07, RIEEERIZIBWTEY CIL &5
B (O1.8X10° {#) M L= FHREFTH Y, EEREFHMOEEELRDTNWEL L
b, GOMIT & AT A BRI IR 5 MUCL-CTL FRIE DR O AT REME A RIB & 7z (Table
5), BART. divbilassés Uiz X 5z, MUCI-CTL Hijhiz ) AHF S mBFED EFHFIT T
HPHINEE & LE_F R BIFThH o728, VIBUERIRO GEM {23 LT MUCL-CTL FREED LHE%)
EOWEERH D B L bR,

GEM D&\ RIESTHEIZA L T, MIRREEEY v SRoEMEIEmE Ly, OH
TPE Y > 3B (Treg) OFFE A MG 5, VEHELRIMGEEMIS (MDSC) % EEEATIZM
fl45, T HEOHEREZRESS Wi oERBEIN TS, ZO XKD GEM i15hfE
MRS @, LA, RRRARGIERIGOH TR & R LIEHIIEI 9 D S i
I A B LT D AR B D, DEODH, bhvbiuid GEM & BEFEDOHEEIRIC
S Ol

Fo. bbb MUCI-CTL BIREREE CREMER TR EIERE O NFSB M 2 R 2 R S D 25,
BT EREMMEIAEDE (65.0%) THHIZ E2WE Ui, ¥ i OFIEBHERIT—RRYIC
9 60% & ME STV AR, 1B ARSI TERAEFR2E L TN TH o7, HHERY
SERITIR GG 2 IBICIHICRTE L T Ok, &5 24 RERIE IR & IS BT 5 &
XN TWS, 15, 16)ARIFEICRBNTY Vo8R0 EEEZRTEEZ O, T
TSIzl T3 EF L b5,

MUCI-CTL BERRFREE & b O AR E TIE BT S OET 25D 5 (19% vs. 65%), GEMIZ
& A BETEREI O ITET & 0TV A, CONKO-001 FRERIZIB VT, GBM BEHETD RO
YIRS Rl URBEOMERAEMMIFSTH Y, BN IL@L10RET= Y Fa—AOfF
ARHBLEEZBNTVD, DMICI-CIL FEEIFITEZMHIO. GEM IZRETRSEH O Flhe
PEAURIR X, F D78, MUCL-CTL & GEM DRI EHRENH D LH iz,
T, feRE. SRl faysinEiiE CTL OBEOIEIC SR TN TTREIESE X
b, KEINEE, TEEOERIZHR Mhbo Tnd B I Tna, WEk, [HE
BT T Treg DI & SoEMEIAR I 5, OMDSC MR E QP IZFE D IR R
FEETCIHASICEMEICED L LHEINTWS, DELFEEEORK, EMLY
MDSC 2338 HNTE Y, RFFIZRE LT A ERI ERRIES 2 F 1 S CHRICH



MUTHABEREINT NG, ¥ ER MISC OWEEMEFBHPHEE LTS L b#ES
TS, PE, BRBIZRBT S COSHROEENHE STV, Do bofmREil
Tl PO e el L 0 BB IC B Y 2 RERIE TS ﬁ#mmmvwab etz

LTWaeEX b, TO&H, REF 2y IR,V POBERBUETH DN, AR
HFEOWETH B2, 5%, REOMAESRAEREICI Y Zhb0RTERFATHZ
EPMETHLEZ BN,

TR OFHFEIAE T & LTIk CA19-9, CEA, REESA. IEESBEE, © ) 3 1Wils
B, DR~ —y, MRGEETFE UTH R/ Y oSEkE, BEERE -~ CD4+ - CD8H
ORI, PERA VT U R ERRESNTVWS,  AFFERICBOCIIESHRE CIL %
D REIPEFREEF QM L= EERTTHof, TOFRIE. +572 CTL OG/EICLD
FHETHRREENTRE S TEY, —%\wsmm&k%mwé;ku Y AR
DENROBERBHFREFCE D TREMNER H B, °
—5 T, HIBRTRENER! ﬁbr@WMCﬂW@ﬁ%T@% DORFETFRD T, YL 1T
7F RSO MUCL-CTL JRIE 21TV, HEFS7 <, %&@&%zmbtoﬁk\
wm&ﬁWMWWAﬁKﬁWM@%WmLKMMPUL%%;iﬂﬁ$$%@%m&<§t
AFRUFLRBOLIEEZRE L, PE0hd, 5%, HEERIGSREOMEIEEL L
T GEM/MUCI-CTL JiiIZ MUCL mRNA EEABDLIRMR % LR 322 & TE B AR D FHROEEN
Misshsd sz b,

GEM {Z MUC1-CTL %{FA L7 BEB M B @ (L EpR iR Z 2R EREETH Y . Gl &
uL@%\ﬁﬁﬁﬁ%6MkaM%Lf%%wﬁﬁﬁmwéhtn Z DT I R
A%, KPR EIME RIRIC X - TRIEN LB ThHh B0, AFRIEDSHER 00 37 7= 72 TR TR
D—2Z7eY 5B &/bﬂiﬁﬁ*ﬁhho

6. FEE

ARG ED DITHIc D | HIEEEEWKEFIEEEEE, W k£, TLT. SRR
W 7 2 B W T AR B RE 1 IG & MR E &Lﬁﬂbﬁﬁo’t\$W%HtMmewfx
Development of Innovative Research on Cancer Therapeutics (P-Direct) S UF The Japan
Agency for Medical Research and Development (AMED) DWFSE o7 S A& L THER—B
ITAThIE L,
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8. Kz

Table 1. Patient characteristics and treatment adequacy

All patients Adequz;treotlf;atment Inadequ;g ut;eatment
Number of patients 43 21 22
Age, mean(range), y
Mean 66.7 (42-86) 61.7 (42-74) 71.6 (60-86)
Sex
Male 20 11 9
Female 23 10 13
Type of surgery
DP 12 6
PD or TP 31 15 16
Stage (UICC)
IA | 0 I
IB I 0
1A 15 8 7
IIB 20 9 11
v 6 4 2
Resectability
RO 37 18 19
R1 6 3 3
HLA
HLA-A-24 - 13 12
Others 12 6 6
Unknown 6 2 4
Follow up time (months)
Mean 26 36 16
Range 4-85 6-35 4-30

DP, distal pancreatectomy; PD, pancreatoduodenectomy; TP, total pancreatectomy
RO, no residual tumor; R1, microscopic residual tumor, UICC, Union for International Cancer Control

HLA, human leukocyte antigen




Table 2. Patient demographics and clinical outcomes of the ndeguate trentment group

DFS {menths) Survival months)
24726
male 02/02
male 033 0 6 alive
male 02/24 P alive
male unknown ¥ 0 alive
male dead
dead
alive
fe 24/2 : alive
female
male
female 12 C 16 dead
female 26 / P G + 7 dead
male 226 5 alive
female 2413 7 dead
dead
dead
dead

female

w o

male

=

female 24/24

]

female 02724

male 24131

- A
>

male

DFS, disease-free survival, OS, overall survival; DP, distal pancreatectomy; PD, pancreal denectomy; TP, total pancreatectomy
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Table 3. Grade 3 and 4 adverse events in
the adequate treatment group (n=21)

Adequate treatment group

Adverse event (n=21)

Z
©
=

Leukocytopenia
Neutrocytopenia
Thrombocytopenia
Anemia

AST

ALT

ALP

Fatigue

Anorexia

Diarrhea
Mucositis / stomatitis

Nausea

oS O O O O O O O O o o O
o © O o O o O O o O

Vomiting

AST; aspartate aminotransferase
ALT; alanine transaminase, ALP; alkaline
phosphatase

Table 4. Recurrence sites in the adequate treatment group

Adequate treatment group (n=21)

Recurrence site

No. %o
Liver metastasis 7 33
Local recurrence 4 19
Others
Peritoneum 6 29
Lung 10 48
Bone 1 4.8
Lymph node 3 14
Total 19 50
15



Table 5. Lymphecyte subset changes before and after the culture of MUCI-CTLs in the adequate treatment group

Subset Before (%) After (%) P-values

CD3+ 702+49 840439 0.0031
CD4+ 44.1+4.5 56.6%6.3 0.0016
CD8+ 345447 33 b+53 0,6863
CD20+ 13.5£1.9 7314 0.6001
CD4+/CD25+ 10520 12924 0.0383
CDs6+ 21,1 3.7 12627 0.004

PBMCs, peripheral blood menonuctear cells; CD, cluster of differentiation
Data expressed as mean : SE,

Table 6. Lymphocyte subset changes of PBMCs before and after treatment in adequate
treatment group

Subset Before treatment (%) At the 3(10(/10)1) e P-values
CD3+ 70.2+£4.9 70.7 £ 4.1 0.387
CD4+ 44,1 £ 4.5 447+ 4.5 0.6828
CD8+ 345+4.7 334+4.3 0.4059
CD20+ 127+ 1.7 10.2+1.7 0.417
CD4+/CD25+ 105+2.0 11.0£ 1.5 0.1997
CD56+ 21.1%3.7 18.8+2.9 0.9321

PBMCs, peripheral blood mononuclear cells; CD, cluster of differentiation
Data expressed as mean + SE.




Table 7. Progrostic factors of long disease-free survival in the adequate treatment group

Factor Median DFS Univariate Multivariate
Number :
{month) P HR 95% CI P
UICC stage MMa/Iib/IV 6/9/4 22/15/ 11 0.423
Differentiation well, moderate / 74 16/21 0.985
poorly, adenosquamous
Lymph node metastasis NO /NI 813 22/ 14 0.308
Resection status RO/RI1 18/3 16/ 15 0.685
WBC (cellsful. ) <5000/ >5000 714 30/ 14 0.352
NLR <3/>3 13/8 16/ 16 0.462
Lymphocytes (%0} <30/2>30 10/ 11 16/ 30 0.29
CD3+ of PBMCs (%) <74 />74 a4/ 17 22/ 16 0.042% 1.07 0.32-3.63 0.9112
CD4+ of PBMCs (%) <43 /243 &/ 13 33/15 0.18
CD8+ of PBMCs (%) <33/>33 912 15/ 17 0.394
CA19-9 (U /mL) <300/2>300 14/ 7 16/ 15 0.173
Monocyte count (cells /ul) <350/ 2350 17/ 4 71/ 15 0.0043% 0.25 0.057-1.08 0.0622
RDI of GEM (%) <70/>70 12/7 /41 00811
Average number of <13/>13 1774 15/ 55 0.0072* 922 1511768  0.0133*

administered CTLs (x 16” cells)

UICC, Union for Ieternational Cancer Controt; WBC, white bload cell; NLR, reutropil to lymphocyte ratic; CD, cluster of differentiation;PBMCs, peripherzl blood mononuciear cells;
RDI, relative dose intensity; CTLs, cytotoxic T iymphocytes;NO, no of metastasis of regional lymph node; N1, regional lymph node metastasis present;
RO, na residual tumer; R1, microscapic resicual tumor; (*); significant p values (P <0.08)




Table 8. Contpartson between the current study and previous report
ISAP-02¢

CONKO-001*

Current study Qur previous report?
GEM + MUC1-CTL P - N - N - SRR
(adequate treatment group) MCUI1-CTL Surgery alone GEM Surgery alone GEM Surgery alonz
Patient cheracteristics
Number of paticnts 21 20 179 178 58 ]
Median age (years) 62 66 - 62 61 G5 G4
Sex: males §2% 60% 58% 56% 69% 57%
Resection status: RO 86% 90% - 81% 85% 81% 87%
Number of GEM cycles 6 cycles - - 6 cycles 3 cycles
Results
Medfan DFS (months) 15.8 - - 13.4 69 1i4 )
i-year DFS rate (34) 67 - - 58 31 49 27
2.year DFS rate (%4} 38 - - 31 15 27 17
Median OS (months) 24.7 17.8 14.0 22.1 20.1 223 18.4
I-year OS rate (35) 86 83 61 73 73 78 75
2-year DS raie {36) 52 32 21 48 2 48 40
S-year OS rate {%0) 43 - - 23 12 24 1
5, aversll survival: GEM, gerilibing

DFS, ditease-free sunviva’

3 Previouly repered by X L [3008L.b Freviously reparted Sy Octle a1 31, (2057 ¢ Previously reperted by Ueno a1 l.

POD 7 POD 28

Gemcitabine 1000 mg/m?
{ Days 1, 8, and 15 of 2 28-day cycle } for 6 ¢ycles

LA 2 / ~lf~1fa_

mn

t 1 t
Mucl- Injection Injection Injection

{1st) {Znd) {3rd)
0 P t
] A 4 I 4 ]
Leukapheresis [ Leukapheresis Leukupheresis
(Ist} (2nd) (3ra)

Figure 1. [AEFRHiTH: T LS & /MICI-CTLEF BRIBIEIEDTAM L P A o




Leukapheresis

Inactivated with MMC
= YPK-1

Y

PBMC

Co-culture for 3 days (E/T=1:1000)

rh IL-2 (16 JRU/mI) =»| day 3

rh IL-2 (10 JRU/ml) =»| day 5

rh IL-2 {10 JRU/ml) =» day 7
—=p  (Check for contamination

| day 190

MUC1-CTL

s

Figure 2. MUC1-CTLsEHi 5k

MUC1-CTLstk b hIAEEFIIEER © YPK-1 O IL-2H T ok LBE IS, .

MMC, mitomycin C. PBMC, peripheral bleod mononuclear cell. rhIL-2, recombinant

human interleukin 2. JRU, Japan reference unit. CTL, cytotoxic T lymphocyte.




Resectable pancreatic cancer patients with adjuvant GEM + MUCI-CTL ( n=44)

N4

Unresectable ( n=1)

v

Surgically curative resection (n=43) (including pathelogically positive margin, n=7)

v

>2 administrations of MUCI-CTL (n=3)
RDI of GEM <50% (n=18)
Uncomplete follow-up data { n=1)

A4

N

adequate treatment group (n=21)

I inadequate treatment group (n=22)

Figure 3. #FFURE & HBIGIENRIRO 7 0 —F v — |

GEM, gemcitabine. CTL, cytotoxic T lymphocyte. RDI, relative dose intensity.
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