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RNA sequence analysis revealed the expression of genes involved in the
improvement maintenance of the intestinal mucosa, such as BMPs and their receptors ACVR1 and
downstream target genes (idl, 3), was increased, suggesting their involvement in CAC development.
Therefore, we assessed the expression of BMP5 and BMP6 by immunohistochemical staining. The
expression of BMP1,5,8 protein was enhanced in the stromal tissue around the crypt at dysplasia.
BMPs are known to be involved in the expression of idl and id3 via the Smad pathway. We confirmed
the upregulation of id3 protein in the submucosal stromal tissue of the tumor by IHC. These results
suggest that activation of the BMP-id pathway in stromal cells is involved in CAC carcinogenesis.
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1. WFFERIAR S HI DT 5

BB RIGRSC7 v — i RE & L RIEMEZE (Inflammatory Bowel Disease : IBD)
DBERITL, ABIZBWTHEINO =& Z 72 E > TRV, 5% b S DAL Z N TFRIATY
%. Colitis-Associated Cancer (CAC) 1%, IBD BEHIZHRAET HRIEMERECTH Y, IBD B3
DT % ERET DEERRE T THDHN, RIEWLINTTHHETRV. FTxdonEzcls, M
BN\AFAET DRRHESE I (Cancer-Associated Fibroblast : CAF) 7> 5 43 S 415 Tanascin-C 723
CAC I <5 L TnWD Z E&/R L7z, & 5|Z Tanascin-C & integrin av B3 & OfES
ZMET S Z L2k Y CAC 3 24 2 = & 12pksh L 7z (Inflammatory Bowel Disease &1
FHaH, Minor revision |2 TEIEH). ZOBIERRN S, MERMIRZIER & T % CAC TPk
BT THNTH D Z EDBRBINS.

2. MHEOBE®

A TR LSV ARAME SRR O 1 S PE 2 Mo N B 7 Sk % I MFEAE L, Z b o
(I M EER A (Mesenchymal stem cell: MSC) oMb L72b ORELEEN TS,
WHHEIZHB T D MSC OEENLZNE THEL S RINTWDA, CAC BSOSOV T
ZIVE THED 2V, Z 2 TARIISETIE, RIEMREIZIIT 2 MSC O&FICHER L, FHE0ME
JEA~OE BB L, MSC ORFHIZER 0 L, BB TRBZLEHLNITLHZ L
T, BEFOENKTZRE L, CAC T AMEST L Lz AL L, IBD & O T#&
WM BB LIRS~ BB ST 22 ENET 5.

CAC W90 Z% < ITEAMEB DWW COMEHT CTh v, FEPFHMEMRICER LI2boikige A s
7oy, CAC R IXMEHROE 5RO TREVWEEZEZL LN TVAN, MEMEOFTH- &
HIFEOMERIZEL L TWD &b MSCIZHER LIEAFRIZZ N E TITARL, AUFZEIC LD
PO INRBE & AR & LTz CAC DFIE TR K3 287 LUIBIRIRIE 24§58 92 2 L AN ATRE & 72
U, IBD BEO T EICKRE S FHEHTES.

3. WHEDHE
1) RIEPEFFE T T VI T 2 KIBR I L OF8H O/ IR

ABFZETIFBUE CAC 7 A~ U AL L TRBEHSNTND AOM/DSS £7 /b~ 7 A%l
BT 5. RIEDHO Inflammation €7 /L, Dysplasia €7 /b, CAC EFT /LOFKEREIZHBV TR
Wt 7RI L, WHIRAY, HEFRUREE S, pb3, Ki-67 72 &N K 2 e ta 217 5 .
2) RIBNRZERSAILOSHE, 558 & 25 bREOMER

FRE 1) OEBIZTERIR L 72 B M2 I61T 2 Rk & EERapiiia 2 0Bt 2. ISR
HI 28 AT AIRIRIBIE 2 2 7 7 T — BT 4 A—B 2 EOREFIEIC THI D T 5. #k
LV SN MlaE viable 7R TRHMI 21T 9 72, BIREHICT7 v —H A P A R —(Z
¥ 5. CD105, CD73, CD90 5%, CD45, CD34, CD14, CD11b, CD79a, CD19, HLA-
ClassII(DR)FaME D MR ] 4 MR IE & UCoBET 5. ol S - MEEreiiimog, 8
Wi, RE~DFCREERGET 5.
3) Wiy —7 = RiE (RNA-seq) % MV 7o EIHEREr NG OB s T I BLA BiFAT

ERL2) OFERT v ka3 — U TERIRS Nz R AIE 2 & total RNA 2 fhiH. &l s —
7 AT T BT —BdS AN L T2 e b cDNA Z VTR, R 24TV, AR



— 7 I L DESNBAF AT .
4) CAC~vAETNVEHW CAC 39T 15 EBR

ERE1) ~3) OERICT, MEERBMRICBO TRRICEIRZEMN L SR OF G
R E 720 9 DRF AT 5. EAWE S L <ITHER S 7 VRO LERZ AF L, $iE
TZHIT H CAC I TRIEREZITH .
5)  CAC iRk % A\ 7o iR TR BT

WEHZEB T DK 25 il CAC FHfifAD FFPE #4725 RNA #4iH L, &ty —27 =
Z % vz RNA-seq IEIZ & 0 BUR FRBUFNT 24T 5 . et BRUIRIE & R 72\ il RS ) &
L, B FREOHEZ LR, v~V AETT ML D EREDBEMEEZMHTTS. & bICHFFE
LR T, TR E & OB OWTHTT 5.

4. BFFERCR

RNA > — 7 = A fifiiiE R 5, BMPs (BMP2, 4, 5, 6, 7), TDO%%K ACVR1, Fift
DiEfEFGd1, 3)7e &, B D [A) eI B S 2 B8 aF O RBATLE L TE Y, CAC
FAE~ORAG RS2, BMPs 132 OIREABUZ L > TREDOHARIZHFE LTS, @
H, BMPs ORBUIREHER CTIZZ LS, HHBTHLEL TS, £/, BMPXZDO TiiD
Smad R B IIELCHAE B G- WA D DAY, NEEEER I3 LT - RO W
8 < X FETZ53 02> TZe . BMPs OB IERAEIZ B L 72 Cyclooxygenase X° Estrogen
receptor FREE D FIRITAF(EL TR Y, KIFHEOFERE & L THANIER S ATWDS. £
Z T BMP5 & BMP6 D38 & o2 il ik b4 2. (ITHC: Immunohistochemistry) (Z THi#HT L
7= & Z %, Dysplasia OOF& % )& JH oo R E Ak T BMP1,5,8 & H DRI THE A TR L1,
BMPs /& Smad #&#% 2  L7- id1, id3 72 EOREBUCHEHG L TWAHZ Enmbh TRy, i
BokGhE T VB AR T id3 A OB LED THC ICTHER L. ZNHOFEND, WE
HIRLIZ 3317 5 BMP-id #238 O1E AL 2S CAC FEFICRE- LT\ 5 Z LAV S .
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