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Immune checkpoint inhibitors are used for many types of cancers, including
colorectal cancer. However, the anti-PD-1 therapy for metastatic colorectal cancer is limited to the
MSI-High subtype, which accounts for about 4% of all cases. Therefore, further study is required to
expand the application of immune checkpoint inhibitors. It is known that MUC1 is highly expressed
in breast and lung cancers, and we previously reported that knockdown of MUC1 suppressed PD-L1
expression and induced cell death in subcutaneous xenograft model. In this study, we investigated
whether a similar mechanism exists in colorectal cancer which also highly expresses MUC1. We found
that MUC1 knockdown decreased PD-L1 expression in colorectal cancer cell lines. When SK-CO1 cells
were treated with MUC1-siRNA, targeted molecules of PD-L1 were revealed through IPA comprehensive

analysis.
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1. WFZEBRAAYS WD 5t
P HNHENC K& < B§5-79° 5 programmed cell death protein 1 (PD-1), programmed cell
death protein ligand 1(PD-L1), cytotoxic lymphocyte antigen—4 (CTLA-4) 72 F#fER)E L
TeET = v 7 RA v MHEROBRKISHPEAL TS, L, BERBICL2EH0 00
HUPD-1 HUAIEDFZDZIT 10~30% 1% LR L TRV D TIEZRW, KT, KBEICINT
1., S A~y FEEEEDKIE (deficient mismatch repair:dMR) °~A 7 a¥5 T4 FR
ZREMEDE MST-H) B 7 % A T OGN L TOHRZDOMRPTRD D & SN TNDHH,
Z DFNIE TR R DK 42T Z 720, T, KIBEIE A ARALZMEDORTIRIK T 17, 4
KTIE2MLE 2> TEY, ARIBFREORENRLEEN TS, £IT, KEEIZEITS PD-
1, PD-L1 RREEFHEIROGESILR DT DITIE, TN O ORET = v 7 RA o MEEH~DOREME
ERODLZ ENEERRERE L 725,

2. WHROEM

Mucinl (MUC1) &, FL¥E. KIBEZIZ U &3 Dkkx Z2mlE ClEIRE L T, a7 &
L CTHERET 5, FRA 1L ZAVE TICHIEOME TREFBLT 5 MUCL Z#4ER LT 5 2 Lk v | IES
D PD-L1 BB AMEI L, CD8+ T cell iFMEAZBIIM S, MUCI @B ILEMILE Az~
AR TFHESET MCB W CHIRSE 2895 Z L 2WE Lz, £ 2 CRIBRICRWV T LR
Bl 5 MUCL Z4FR9 L LT, HUPD-LL HURIC K DIRRDIRAUES L ENTE RV EE X
72o ABFZED B WX KIS D MUCT-PD-L1 BREENTFET DO, FETDHETIEED X
VIR AT = A LIZ K D D7, MUCL PHEIZ LV 5T PD-L1 HUKDNRIGIRN I H LD DH % 5 5>
ETHZERHE LT,

3. WrEEO Ik

(1) FLEEHEAE MCF7, MDA-MB468 2Ry b LT, UZAZ 71y MEIZ XD K
FRT o MUCL ZEBLR L Z a9~ 5

(2) siRNA % 2 F¥HERGH L. LML MCF7 & SK-CO-1 IZfEf &, MICL &/ v 7 X 7 v X
H2RFD PD-L1 DFEHL L~ 2 Mt 2,

(3) PD-LIRBHZLESEDZ LML TWD IFNy/STATL/IRFL #2#% & MUCL & 737 %%
Bl L OREIC OV TR 5,

(4) MUC1 siRNA #%5-%% D& FFHEIDOZEALIZ OV T B RNA-sequencing 12 & > THHT L.,
PD-L1 #| D X J1 = X A% bioinformatics DFENGE ST 5,

(1) FRATHIFZEIC T MUCL 2 L < BB L TWB Z & 23 b hyo T B sk MCF7, MDA-MB468 %
Ry ar & LT RIGEMIEERIZIT 5 MUCT B A fEt Uz, 2 OfE 5 KGR T swe20,
SK-C0-1, Colo205 23 MUCI & & < Z8E L. HT29 & SWA80 [HERIFATH -7 (K1, 2),
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L REGFEMIRERIZ 31T 2 MUCT 2 BLO T 9. KRR 31T 5 MUCL SBLoOME}
SW620, SK—C0-1, Colo205 23 MUCL % L < FEEL L HT29 & SW480 1L MUCL /&FEEL CTdh - 7=,
TV,

(2) MUCLIZxt9 % siRNA & 2 Fl¥ERR AR L. FLFAMIAG MCF7 & SK-CO-1 IZfEH &, MUCL % / »
7B SETRFO PD-L1 OFEBL L~V & Et L7z, siRNA 1% 10, 30, 50nM I, HFf#IZ
24, 48, T2WfRIICEMEE So Ty A X 7 ry b & gRT-PCR THRFT L7z, ZOfEF, siRNA
JREE 50nM, 48 RFF D&M FGE TH Y . FE. KM & HIZ MUCL & PD-L1 & OFICHHBE A &
BTN yhotc, T H KM T b FBMAK R MUCL / v 7 X 72 &
STPD-LI BENMET T2 2R LEE (M3),
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3. MUC1 / v 7 #1712 X % PD-L1 F&HL~D %
MUCL /w7 27 A2 Ko THIEMAuRR, KRIGEMARRIZI W T PD-LL BEMNME T2 2 &N
AN E o T,

(3) IFNy IR SK-CO-1 {23\ T STATL, IRF1, PD-L1 ORHAFHEE L, =
D% & MUCT Z e mi & 972 PD-L1 FEBLHIE & DBIE 2T~ 25 72012 MUCL siRNAIZ KD/ v o7 &
7N & o T IFNHIBKIC & % STATL, IRF1, PD-L1 OFEHFHEN LD X 5 ITHBEZ T 5 DM
DWTHEF LTz, & DR R, RIBEMIRICIB W TIZMICL 2 v 7 #9 12 & - T, STATL, IRFI,
PD-L1 WTFHNORBGIKT L oTz (K4), ZOFEFREY ., KigEMiEskics ik IRy -
STAT1-IRF1-PD-L1 #%[#% & MUC1-PD-L1 #&EEIFRIRREE & U CTHFEAET D AIREMEDS RIE S 417z,
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4. IFNy —-STAT1-IRF1-PD-L1 &2 H51F 5 MUCL o
IFN y FIZ X - TR MER SK-CO-1 123\ T % STAT1, IRF1, PD-L1 ORIUIFHFE SN
7273, MUCL / w77 &7 /1% STAT1, IRF1, PD-L1 OFE EFICHEL H 2 ehvo 77,

(4) Et% 2 KB RRIaRE SK-CO-1 12 MUC1 siRNA Z3¢5- L, 44 W21 RNA Z[EUZ L, RNA-seq
W2 U7=, IPA (Ingenuity Pathway Analysis) 5. 5D X 91T PD-L1 (CD274) DFERY
BT & LTEERDTHPENOON ST,

CD274

/

pal
KGHEAIELE SK-C0-1 12 siMUC1 & $¢5- L, RNA-seq (ZHEH U725 SR 2 fifHr3 5 & PD-L1 (2B
T D LI 0 DR LD - TE T2,
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