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KR DFEfFEAE (C (& adenoma-carcinoma sequence. serrated neoplasia pathway.
RAEMFENL S RITFANSNTSE D, TNETNRE. FEEIKRE. REUBER(CHEETD
dysplasia ZRIFERZ E LTS, — A CRIEREZN I BEABHENSRET DK de
novo BEGFEIDEEZISNTND. ABEOHEBFRECENFNBLE(CDVNTE, B
LFERDMICHBRIEDOBRAN S EE < DRFEMTONTSEAY, de novo#E (BT DN)
DIRIZE(C DV T DRGHIATT (FABH TR, KIAFK TIE, DN OIBAZES LELTF
ZREEOBRICDVWTHRET Uz, DN Z"HIREZ/M1DT, KEE 10mm BUITdD pTl (SM)jE
THRANEN 2 TENSIRDIRE EEE L. SREIRRE U < [FRRERERN (CHIBR S/ DN
44 B ZEMREUIZ, Fiz, 10mm UTOREZHTFISD pTl (SM)FE (ARIEFRSRIE :
adenoma-carcinoma sequence: T ACS)24 mE = LEBIIIRE & Ue. RIBZREF IR
(FARBFEEIR AR (CERL U Tz, FEROFSRAIETERRT (& PG type (polyoid growth type) &
NPG type (non-polypoid growth type)(CH3EUTz. #MRIEENY—H—TdhD MUC2,
MUCS5AC, MUC6 &/IMBRIFHFDNY —H— T3S CD10 REREBZITL, MRAZEZ/\BE,
K, BIESE, BE, MRREKB(CHIELI. DN (F ACS [CLEABEIC NPG type h'%
Mo e, ENSUNOBRKRRIEFNRFICARE(FRHRMN DTz, MUC2, CD10,
MUC5AC, MUC6 MWITNDHFIFSEEES DN, ACS BITEREZ(IRN >z, thWRZEDFET
(&, DN, ACS I CHMRRREDIEEICEREN DDz, HIENED & AGIR T ERMEEP O RAZ
BDILETI(E, DN D 94.1%, ACS @D 87.5%HW—3E U CLVz. MRFE EELTFEEEDHE
f%(%, DN TIIERE LECFEREOHICERREREZRDMN 12N, BIERESEDH
MOFRERZE & (FRIRD, BRAFEZE, MSI-H, CIMP-H Zi2s/z. ACS THIWRLE &8
EFEREDOBEICBRIMEREFRL, BRAFAZR, MSI-H, CIMP-H [EWL\INERDHRND
7=. ACS &HEERU, FRRAEN DN (CHEHFERNISREE EEX SN, MoK EEE
(X ACS L(FBRZERND >z, Fz, DN (CHENGREE B CFEREOBFRERDS
N> =N, DN OBBESECDH BRAFZERE, MSI-H, CIMP-high i"#5nzceEmns
(&, RIBFEREZFHI(C DN BTSN BREDR(C (L serrated neoplasia pathway Z#R TRE{b
UTERENEENTVDaEEMNMEE SN, CNSDZENS, DN (FE—DHF(ICKDIE
BEHMENSEERELE T DIETIIRS, RABAERENNSIRERTRCRIbZRLUZ, £
FRIQERC K DB SN TV D AR EER SN,



1

ASEDMBEFEE(C(X, @adenoma-carcinoma sequence 2, @serrated neoplasia
pathway> ¥, @XEMFRIE (inflammatory carcinogenesis)® 9 3 FEHANEBESNTL
3. Adenoma-carcinoma sequence (IIRIEZBERE & UTERERIETHD, APC,
KRAS, p53 EDBILFEBRNZDORELEREICEHS LTS 7). Serrated neoplasia
pathway (LB 4R — x> SSA/P (sessile serrated adenoma/polyp) (WHO 28 5 AR C
(% sessile serrated lesion (SSL)(CRIMHZEE )V EDIREINRE ZAERE & UIERERIET
&, BRAFZR, microsatellite instability (MSI), CpG island methylator phenotype
(CIMP) ENQRECRIS L TNDEBEXSNTLS V. MEERESEREABXAPIO—>
RDEMRHTERER R (CE U DREEETH D, dysplasia EMF(ENDIERAEES Z BIER
BEIBRIEE, RESHD TP53 EENMFHESNTNS 101D,

CNSORIEREEDMIC, BRIE, BREIRRZ, dysplasia EORPEREZR T (CIERE KB
BENSEHENRE T DIRERECEESINTSED, de novo FBEEMFEENTND. KiE de
novo FEDTFIEIL, 1960 FERFIENSEKTEIEMEIN TSN 121, 1980 FRMUE, B
ADOWRES (CKDKIBED de novo FERMNMARMIF SN TR 1417, K de novo &
(&, PIBRAIIC(EFIE - MRAMA T, EARRIEFNCIINSVRE TEHETESHEN T
20 IREFENZ N E SN 1920 S FIRIBEN (C(IARAERSE S LEE LT KRAS ZENH
RONEHRETNTNS 21729,

75, KEBEOEBRECEMFNBEE(CDVTIE, BoFERDMICIERAZED R =M
SOMTRBITONTE/Z. MBRFEEY—H—&ELUTMUC2 (Mlifg~<—7—), MUC5AC (BRR
B ERE~N—7—), MUC6 (BEIFIIR EZ~—7—)(C CD10 (MBRIFE O~ —H—)ZIX,
R R/BE, ABE, SIPESE, B, MERKECHETDE D, BETIIEHMR
REECRREDEENBNC & 39, BREDS < (SREBERTH I ABHEDORE Z 1R
UARBBEINZ O, B - RHMERZE CIINBERDEENE < RB &Y, WEEE Y, %
REMERIE 22 2%, IREIRVRE M TEBBRARDEENE\C &, BREMRESINTVS. L
U, de novo EDHRIZE (C DL\ TDORFKERIIAFEE Koga 5 PDDEDHHBDHTHD.

2 DEs% T, de novo FEORRE%EFIE - FRMERZ(CREET, “KEE 10mm T
DN pT1 (SMYET, HERESNEOHFNSRDED"EEEL, ENSDEKRRIEFEN - OF
TRIBZIISHC DLV TIRE LTz 39, AWAZE TISBIRAESIZ U\ T de novo FEDHRAZEH K
WELFEREDREFRZERET LTz,



WREHE

POE

de novo ¥& (BUF DN)Z, “BIEREZRIDT, KEFE 10 mm BUTF®D pT1 (SM)JE THEEEA
WAL TENSIRDRE"EEERL, SMBRHIRE U < (FRREREN (CHIFR M7z DN 44 JRZEZ Xt
REUEE. Fz, 10mm UTORREZHFT D pT1 (SM)E (BRIEERESE : adenoma-
carcinoma sequence: BT ACS)24 imZE 7z LEEdiB8 & Lz, DN, ACS LWINE, ikl
KIGRRAEAE, U > FIEMRBENSEON DA, RIEMRZRESHOIEFRIIUIZ.

ik

WREIDINS T« >TOvIZEYIL, 3 um ED&EGYA 6 2/FR U, 1 MBoUlA
(CENYBFZVUY - TADDZRE (HE 28) Z170), 2 RBLEOUA (CIETFECHRARD R
EREaTUE.

1. REEEFNIRE

ERHE, MEFARIR(SABEEIRVVRFISE 9 ARICHERLU Tz 37, #EMSEL, FhARPOIBTERR
o, BEE, FREHEHERXEBEARAZHWCEHMmUZ. PWIEE(Z type 0-1 (PFEiCE) & type 0-11
EER)(CKBIL, mMEOHFHIE type 0-1 & UJz. type 0-11 (X, E(CERMEMEREE (type O-
IIa), FMEMME (type 0-Ilc), MEMZEMHSEREFER (type 0-Ila+1lc) (CHAD Urz. #BHEEL
(FERBMEEHEAL, tubl (BIRBESDME), tub2 (BRBRES ML), por (RMEAREE)(C
DFfe. HAEPETERER(E, Tkegami®®SD4EICHELY, Polypoid growth type (PG type)&
Non-polypoid growth type) (NPG type) & (CH3HEUTZ. PG type (SAEFRAIREZ BB HHIIRAG AR
KOBASMCENED (RERELT(E 0-1 (CHHZ), NPG type (LGB MR S RFENEN
KODBWED(AEEEIT(Z 0-11a, Ilc, Ila+IIlc (CHHH)THB.

2. BEFIRE

KRAS, NRAS, BRAF, p53 Bz FERMT, < UOYFTSA NREEME(MSL)ERYT, CpG
745> RAFJULRZE (CpG island methylator phenotype: CIMP)f##rdD75%(%, BLER 3©)
DBEDTHB.

3. RERe

Histofine Simple Stain MAX-PO (MULTI) & (ZFLA/\AADAILT>RAtt) (CTHRESR
BT U, —RIUK(C(E MUCSAC (CLH2, Novocastra). MUC6 (CLH5, Novocastra).
MUC2 (Ccp58, Novocastra). CD10 (56C6, Novocastra). D2-40 (D2-40, COVANCE).
p53 (PAb1801, Termo SCIENTIFIC) =AUz, FEHI(C(E diaminobenzidine &AL\,
BEBEAY MU TITO .



MUC5AC. MUC6. MUC2 R (FHMiRENREB(CRBEINDIEDEFEE. CD10 =R
BFERAMRRENREBICREBEINDIEDZHEEE L. TNTNRED 5% DM
HOEDERBABIEREE U2 9, p53 REAGEIRHIRB(CLABINDIEOERIEMIEE
U. BHEHREDOS MR Z negative: BEMEMABR/QA L. sporadic: BEMEMBRAETEE(CFTE.
nested: FBIEMRRERENBITHICEE. diffuse: BEMREANUFAMEICHEFE. (CHFEUT.
nested & diffuse ZEEBEIFIRE Uiz 49,

3. MiRED
MUC5AC. MUC6 ZBEY—7—. MUC2. CD10 ZBEI—H—E LT, BOMRKRILE
SR, BREAE. BE (MBECABR). MRRER, CHELE (1),

4. HEtiRn

TRETARAT(E PASW statistics 22 (HARY 1 - E— - TAKRS) ZAVWTITO 2.
Pearson M1 —HEARTE F /(& Fisher DEIEHERFTEEA. Mann-Whitney D U 1&7E (CTHRE
L. P<0.05 ZzBREHD LU,

TR

1. BRERIRERFEO%EN

DN, ACS DEERRIEFIIFZER 1 (TR (R 1). #HIEAEIERRINT, DN (X ACS (CHEAX
BEICNPG type B'ZEM o 12ht, ENSLUHNDEFICDVTIF DN, ACS TEEZEREN D
.

2. HimRERER

DN ZHARAEED S ARIR FIEREER(C, ACS ZRRIEED, *LMEAESED, #iR TESEElCEN
TNDF, MBRIZER —H—OFEREE SR EDEREE 2 L& Uz (R 2). DN, ACS
WINBREEBT(E MUC2 & CD10 DFEIBEENE < (45.5~75.0%), MUC6 DOFEIRSEE (&
o7z (0~4.5%). MUC5AC (& ACS DFEIEREIMMBODIE (CLEXESEE (20.8%) TdHo
=hY, WINDOY—H—FKIBEE (E DN, ACS I TERZE(IAN o7z, ACS DERIEEIDHERAZ
BY—H—RBAFEEE(FRRD, MUC2 i*£fIT, MUCSAC 1Y 45.8% TRIRZMETHD,
CD10, MUC6 MFEBR(FFRDHIEMN DT,

HORAZE DA TIE, DN (X ACS LEIT/NBRDEENEAEE, #R FERESBLINE
RE@mN DT (45.5~58.3%) (B2). DN (& ACS [CEERKBEDSEEMMEL MEMA S D 2
Y (18.2%, 13.6% vs. 25%), BEZE(F/EH >/z. DN, ACS I CTHEREZRDIZED (I



BRKETHOIZ (K 3). MIRRKEL(S DN ORMIRANEEST 15.9%, #ETRESEET
31.8%MDEEE THDZDICH L, ACS TIFENEN 0% 8.3%THDTz. ACS DRRIEEIDRS
BZER, NG EBRREARENIEFHT DOTH o, BB, LWINDRETEBEMERA
BIERDHIIM oI,

3. HIRPERD SR T BB OMRAZE DXL

DN, ACS WI'NEEER >V DIBIE TN (IAEAES S MR FESEE 2 & DE TITo TV
3. O T, HRNEBCHMET BRI THRIZENERDHS(E, B FREER EOx
EEITD ZEMNTER. DT EMS, DN, ACS DFLIENIEED S HR T EREEl O Rz E
MRIEL TSI EDIHZIRFT U (R3, ¥4).

DN T(d 37/44 (84.1%)T, ACS Tl 21/24 (87.5%)T, #IRAEEED & H5E T EREEDN L
BE—DHBIEE TH Oz, MRFZEDZELE, HETESHI THRRRENELTDIEDON
ZMofz. DN TIXIBELD 5/20 EARZEID 2/8 1%, ACS TEIARBEID 1/6 EBEEAEID
1/4 1Y, MRREKEINZLL TULE.

4. HREEEEREFEREORR

DN T(3#RAZE SBCFAER OB ICERIMBREERORN o e, BERERDHHM'E
ORAZBE E(FR/RD, BRAFZR, MSI-H, CIMP-H Z&8&/z (k5) (K 4). ACS THEH
BB LB FEREOMICERRMBEEIRS, BRAFZR, MSI-H, CIMP-H (FLWINER
SR (R 6).

R

K% de novo J& (DN)(FZDRRBENS RV ENS, ZOMRKRIEFNS KUD TR
IBFHA TR GRRE IR EIRRZE DEEHIC < SARKT UES < (FRLV). HRAZE EDREEICD
L\WTH, DN TIEMUC2 BIRMET I3 EVSHRENBMESNDDHTHD V. DN DR

ZE(CRI I B RMIRET I Koga 5 DTN H D (SBE/R0). Koga SIEARZ & B
BICEDREZRAVTUVDN, ZRFEEDORTHRRKE (unclassified type EREESHTLY
D) DEEEDHH DN (66%)E ACS(14%) EDRIICERENHD D, AMRRKEN DN (CHFE
IRAERZE E LTS, AAFAERE Koga SERABRTH D, MMRRKREDIEZEDHH, DN
EACS LOBITEREN DD, HENESSCIRDOTHDE, DN OHBRREKEMN 15.9%TH
DIEDICH U, ACS TIIRRKRE(IH SN DIz, —7F, Koga SD&51T(E ACS THIK
SEE RN SHRRKBNEIRLU TS, DT &, Koga 5HDN & ACS WINEEEPZY
FEREHETE S (COT TR UTLVRNWS EICRERLU TV EHESND. AARERTS
RUTEAR(C, EOMBRIZE (SHEANSHMIRTBNERT D (THVWELL, /NEEL, KIBE,



B Ea OMENEN SRR RELOFIE T /ERME(CBITI Dl NHSD. de novo FIE
(CHFENIERICEZASHNNC T DIeH(CE, RBRIADERR, IO EMRAEEBOF RN
EETHD. TOmRNS, ACS OFRREEES THIRRKEMNH SN D e ARAFTAER N S
(&, FIRRKEN DN (CHFENQIREBEEERDIENTESD. AT, MBRRKELUIND
AL (L DN, ACS EBICHBERERCHIRLTVWD CENS, WMRZEDE=MS, DN (&
ACS ([CHARKY U BRIR AT Z T2 E D TLRED TRV EREEND.

DN DB(EFERE T Uz 4 OIS DBIRIAT > TH, DN TIE RAS BEERN ACS (T
ERBRITBEWNEDD, p53ERE, BRAFEZE, MSI-H, CIMP-high M48E (& DN & ACS T
BEZE(372<, DN (CHENMECFEREEIFZDH SN T, KARDOMRIZE SEGTE
R EDREZRDEFENTTE, DN, ACS WINBIGRFEEE RASERE, BRAFEE, p53 &R,
MSI-H, CIMP-high &DRICERRMERF/2<, DN [CHFENIRIE SBILTFER DK
ZRERHSNIEN DTz, DN (CHENIAERRKE E BRI Z R I B FER RO
ofz. M5 T, BRE>ZRDRMNOIZEDD, DN DBFESE(CDH BRAF ZE (50.0%)
2 MSI-H (25.0%), CIMP-high (50.0%)h'\#H 5Nz ENSIE, FRIBAEEFERE DN &2H1
SNBHREDR(CIE, TNSBIZFERICL S serrated neoplasia pathway® Y= ETEL L
TERENEFEN TV ERMEERESND.

de novo B &, BREEIREDEITREZNTY, "MHEEEDIEEHE#MN SEERET D"
EEEINDN, BERICIL, RIBFZEEFIIC de novo IBx g 2 EIF TSR0, FEREET
TIRASNDREE, BHCHRAE URBRFRERMOEEIAAS ST TERLIZEDTH D, RESH)
NESDRIBZERT D EIARTRRIENS THD. BHRECREDANR(TEDH THER S
NTWTEHE, ZOREVCHINVIREZOFRITRENMFEL, BOERCHVWENDERERS
NICEJREMZBEIT D EE TSR, DUz Ens, IRIFATIE, KB de novo 12
(&, TEIRTFRETHNEL, REDRERRREIREDIPERE ESNDIEDZEHFLTL
IR (FERRCIROIFNDSHEBREND) BEMELSDZRIRNN, KIAFERD KUBRATR
M55, DN (CHENDBLFER, R E, MRTEESBEFEREOBRE, BH5
NIZNT ENS, DN (FE—DHFF(ICKDIEEMRNSEEFRLE T DR TR, BRLIIRTE
RZEN 10mm AT EWDS/NSREBETRIMTBIEZR Uz, SHRRERCKDEBRENTLY
DOREHEEREIND.

o

=

KBZ de novo¥E (DN)Z, “RKEZE 10 mm LT D/ pT1(SM)FETERFHERAENEDHH
S5RJ2ED"EEERL, TOMBREES IUMMRE LB FEREDREFEEIRET L. ACS
LB L, MRRIRELN DN (CHENIERIZE EE X SN, MOMMRAZESRE (E ACS &
[FBEREIRM Dz, F/z, DN (IFENGIRILE S ELTFEE EDREREROS NN D



7=1%, DN OBZRESEL(CDFH BRAF ZE, MSI-H, CIMP-high iA#5nizc EnsiE, wiE
RZEEZF I (C DN &2 DREDH(C (S serrated neoplasia pathway & TE{E UTZRE
PNEENTVIEREMEEEZNZ. NS5O ENS, DN (FE—DOHREIC KD IEEMEN
SEFERE T DIECIFTRL, HLRFYERZEN 10mm UTF EVWDSNSIREE TR

FRURE, ZERLBERICEDBHR SN TV EEEEERENE.

WRERAB(CHIED. HEEZH DT UCHMBEARFERFHRAARMDF - ZEREFD
. IREF—RIEUR, B XEEFEHR, BOSEEECRHN LTI, K. AR
BUTHHZIEESE U F - ZEFEDFRE (LOMZ. EBREF. IWIHIR) Z(EUHE
EOERCRBNZLUET .

3k

1) Morson BC: Precancerous and early malignant lesions of the large intestine. Br ]
Surg 55: 725-731, 1968.

2) Muto T, Bussey HJ, Morson BC: The evolution of cancer of the colon and rectum.
Cancer 36: 2251-2270, 1975.

3) Snover DC, Jass JR, Fenoglio-Preiser C, Batts KP: Serrated polyps of the large
intestine: a morphologic and molecular review of an evolving concept. Am J Clin
Pathol 124: 380-391, 2005.

4) Leggett B, Whitehall V: Role of the serrated pathway in colorectal cancer
pathogenesis. Gastroenterology 138: 2088-2100, 2010.

5) TItzkowitz SH and Yio X: Inflammation and Cancer IV. Colorectal cancer in
inflammatory bowel disease: the role of inflammation. Am J Physiol Gastrointest
Liver Physiol 287: G7-G17, 2004.

6) Vieth M and Neumann: Current issues in inflammatory bowel disease neoplasia.
Histopathology 66: 37-48, 2015.

7) Vogelstein B, Fearon ER, Hamilton SR, Kern SE, Preisinger AC, Leppert M,
Nakamura Y, White R, Smits AM, Bos JL: Genetic alterations during colorectal-
tumor development. N Engl J Med 319: 525-532, 1988.

8) WHO Classification of Tumours Editorial Board: Digestive System Tumours. 5th



ed,
9)

International Agency for Research on Cancer, Lyon, pp163-169, 2019.
Bosman FT, Carneiro F, Hruban RH, Theise ND: WHO Classification of Tumours of

the Digestive System. International Agency for Research on Cancer: Lyon,

pp160- 165, 2010.

10)

11)

12)

13)

14)

15)

16)

17)

18)

19)

20)

21)

Lashner BA, Shapiro BD, Husain A, Goldblum JR: Evaluation of the usefulness of
testing for p53 mutations in colorectal cancer surveillance for ulcerative colitis.
Am J Gastroenterol 94: 456-462, 1999.

Takaku H, Ajioka Y, Watanabe H, Hashidate H, Yamada S, Yokoyama J, Kazama S,
Suda T, Hatakeyama K: Mutations of p53 in morphologically non-neoplastic
mucosa of long-standing ulcerative colitis. Jpn J Cancer Res 92: 119-126, 2001.
Spratt JS Jr, Ackerman LV, Moyer CA: Relationship of polyps of the colon to
colonic cancer. Ann Surg 148: 682-698, 1958.

Castleman B, Krickstein HI. Do adenomatous polyps of the colon become
malignant?. N Engl J Med 267: 469-475, 1962.

PRR—: RIFEOBE. EXEMk, 1=, pp73-112, 1989.

Kuramoto S, Oohara T: Flat early cancers of the large intestine. Cancer 64: 950-
955, 1989.

Kudo S, Tamura S, Hirota S, Sano Y, Yamano H, Serizawa M, Fukuoka T, Mitsuoka
H, Nakajima T, Kusaka H: The problem of de novo colorectal carcinoma. Eur J
Cancer 31: 1118-1120, 1995.

Shimoda T, Ikegami M, Fujisaki J, Matsui T, Aizawa S, Ishikawa E: Early colorectal
carcinoma with special reference to its development de novo. Cancer 64: 1138-
1146, 1989.

Ajioka Y, Watanabe H, Kazama S, Hashidate H, Yokoyama J], Yamada S, Takaku H,
Nishikura K: Early colorectal cancer with special reference to the superficial
nonpolypoid type from a histopathologic point of view. World J Surg 24: 1075-
1080, 2000.

Kudo SE, Kouyama Y, Ogawa Y, Ichimasa K, Hamada T, Kato K, Kudo K, Masuda
T, Otsu H, Misawa M, Mori Y, Kudo T, Hayashi T, Wakamura K, Miyachi H, Sawada
N, Sato T, Shibata T, Hamatani S, Nemoto T, Ishida F, Niida A, Miyano S, Oshima
M, Ogino S, Mimori K: Depressed Colorectal Cancer: A New Paradigm in Early
Colorectal Cancer. Clin Transl| Gastroenterol 11: e00269, 2020.

Koga Y, Hirahashi M, Ohishi Y, Oda Y. Clinicopathological features and phenotypic
classification of de novo-type colorectal carcinomas differ from those of colorectal
carcinomas derived from flat adenomas: Pathol Int 69: 331-340, 2019.
Laurent-Puig P, Olschwang S, Delattre O, Validire P, Melot T, Mosseri V, Salmon



22)

23)

24)

25)

26)

27)

28)

29)

30)

31)

32)

10

RJ, Thomas G: Association of Ki-ras mutation with differentiation and tumor-
formation pathways in colorectal carcinoma. Int J Cancer 49: 220-223, 1991.
Aoki T, Takeda S, Yanagisawa A, Kato Y, Ajioka Y, Watanabe H, Kudo S, Nakamura
Y: APC and p53 mutations in de novo colorectal adenocarcinomas. Hum Mutat 3:
342-346, 1994.

Fujimori T, Satonaka K, Yamamura-Idei Y, Nagasako K, Maeda S: Non-
involvement of ras mutations in flat colorectal adenomas and carcinomas. Int J
Cancer 57: 51-55, 1994,

Minamoto T, Sawaguchi K, Mai M, Yamashita N, Sugimura T, Esumi H: Infrequent
K-ras activation in superficial-type (flat) colorectal adenomas and
adenocarcinomas. Cancer Res 54: 2841-2844, 1994,

Kaneko K, Fujii T, Kato S, Boku N, Oda Y, Koba I, Ohtsu A, Hosokawa K, Ono M,
Shimoda T, Yoshida S: Growth patterns and genetic changes of colorectal
carcinoma. Jpn J Clin Oncol 28: 196-201, 1998.

Umetani N, Sasaki S, Masaki T, Watanabe T, Matsuda K, Muto T: Involvement of
APC and K-ras mutation in non-polypoid colorectal tumorigenesis. Br J Cancer 82:
9-15, 2000.

Yashiro M, Carethers JM, Laghi L, Saito K, Slezak P, Jaramillo E, Rubio C, Koizumi
K, Hirakawa K, Boland CR: Genetic pathways in the evolution of morphologically
distinct colorectal neoplasms. Cancer Res 61: 2676-2683, 2001

Kaneko K, Kurahashi T, Makino R, Konishi K, Ito H, Katagiri A, Kumekawa Y,
Hirayama Y, Yoneyama K, Kushima M, Kusano M, Tajiri H, Rembacken BJ,
Mitamura K, Imawari M: Pathological features and genetic alterations in colorectal
carcinomas with characteristics of nonpolypoid growth. Br J Cancer 91: 312-318,
2004.

Hirata I, Wang FY, Murano M, Inoue T, Toshina K, Nishikawa T, Maemura K:
Histopathological and genetic differences between polypoid and non-polypoid
submucosal colorectal carcinoma. World J Gastroenterol 13: 2048-2052, 2007.
Yao T, Tsutsumi S, Akaiwa Y, Takata M, Nishiyama K, Kabashima A and
Tsuneyoshi M: Phenotypic Expression of Colorectal Adenocarcinomas with
Reference to Tumor Development and Biologlcal Behavior. Jpn J Cancer Res 92:
755-761, 2001.

Takata M, Yao T, Nishiyama KI et al: Phenotypic alteration in malignant
transformation of colonic villous tumours: with special reference to a comparison
with tubular tumours. Histopathology 43: 332-339, 2003.

Kanoh T, Ajioka Y, Watanabe H, Hatakeyama K: MUC1, MUC2 and MUC5AC mucin



11

core protein expression in ulcerative colitis-associated colorectal carcinoma. Acta
Med et Biol 52: 21-27, 2004.

33) Tatumi N, Kushima R, Hattori T et al: Cytokeratin 7/20 and mucin core protein
expression in ulcerative colitis-associated colorectal neoplasms. Virchows Arch 6:
756-762, 2006.

34) Fujita K, Hirahashi M, Yamamoto H, et al: Mucin core protein expression in
serrated polyps of the large intestine. Virchows Arch 457: 443-449, 2010.

35) Koga Y, Hirahashi M, Ohishi Y, Oda Y: Clinicopathological features and phenotypic
classification of de novo-type colorectal carcinomas differ from those of colorectal
carcinomas derived from flat adenomas. Pathology Int 69: 331-340, 2019.

36) HOEE : X7 de novo EDERKRRIEFH) - D FRIEBZNIFE. IWREFR 137:8 A
5, 2023 (1BHFE)

37) RERFRam: ABREIIRVARR. 5 9 R, £REMR, F=R, pp6-92, 2018.

38) Ikegami M: A pathological study on colorectal cancer. From de novo carcinoma to
advanced carcinoma. Acta Pathol Jpn 37: 21-37, 1987.

39) Shiroshita H, Watanabe H, Ajioka Y, Watanabe G, Nishikura K and Kitano S: Re—
evaluation of mucin phenotypes of gastric minute well differentiated —type
adenocarcinomas using a series of HGM, MUC5AC, MUC6, M—-GGMC, MUC2, and
CD10 stains. Pathol Int 54: 311-321, 2004.

40) Oohashi Y, Watanabe H, Ajioka Y and Hatakeyama K: p53 immunostaining
distinguishes malignant from benign lesions of the gall-bladder. Pathol Int 45: 58-
65, 1995.

41) Blank M, Klussmann E, Kruger-Krasagakes S, Schmitt-Graff A, Stolte M,
Bornhoeft G, Stein H, Xing PX, McKenzie IFC, Verstunen CPHJ, Riecken EO,
Hanski C: Expression of MUC2-mucin in colorectal adenomas and carcinomas of
different histological types. Int J Cancer 59: 301-306, 1994.

42) Mizoshita t, Tsukamoto T, Inada KI, Hirano N, Tajika M, Nakamura T, Ban H,
Tatematsu M: Loss of MUC2 expression correlates with progression along the
adenoma-carcinoma sequence pathway as well as de novo carcinogenesis in the
colon. Histol Histopathol 22: 251-260, 2007.



|1 De novo &, IRIEERREDRFRREF NN

DN

ACS

n P&
(n:44) (n:24)
AREE (mm) 8.4 (5.0-10.0) 9.2 (5.0-10.0) -
Filn  FHHEERE 69.0+10.2) 69.848.7 ns
451
Bt 34 (77.3) 20 (83.3) ns
egid 10 (22.7) 4 (16.7)
il
Hfl (C-T) 13 (29.5) 8(33.3) ns
£l (D-S) 19 (43.2) 9 (37.5)
B3 (RS, Ra, Rb) 12 (27.3) 7(29.2)
POAREY
type 0-I 24 (54.5) 18 (75.0) ns
type 0-II 20 (45.5) 6 (25.0)
type 0-IIa 11 (25.0) 5(20.8)
type O0-IIa+IIc 6 (13.6) 1( 4.2)
type 0-IIc 3( 6.8) 0
FEIEAIETERR T
PG type 17 (38.6) 21 (87.5) 0.001
NPG type 27 (61.4) 3(12.5)
SMIZHEE
< 1000 pm 8(18.2) 3(12.4) ns
= 1000 pm 36 (81.8) 21 (87.5)
HEAE
tub1 37 (84.1) 17 (70.8)
tub2 6 (13.6) 7 (29.2) ns
por 1(2.3) 0
IRERE
U )& (Ly) 6(13.3) 0 ns
BT (V) 7 (14.3) 1(4.2) ns
R
Grade 1 43 (97.7) 24 (100) ns
Grade 2-3 1(2.3) 0

DN: de novo %&, ACS: Adenoma carcinoma sequence ARAERRIE

PG: Polypoid growth, NPG: Non-polypoid growth

AR S SEITHER, R TMTREENSER

HRIEY (BB



|2 De novo & EIREHREDIEAERR

DN (n:44) ACS (n:24)

HEIRPsEED HEIE T IS RER PRAEER AERRAEER AR T EIS AR
MUC2+ 28 (63.6%) 22 (50.0%) 24 (100%) 18 (75.0%) 14 (58.3%)
CD10+ 25 (56.8%) 20 (45.5%) 0 15 (62.5%) 15 (62.5%)
MUCSAC+ 4(9.1%) 4(9.1%) 11 (45.8) 5 (20.8%) 2(9.3%)
MUC6+ 2 (4.5%) 2 (4.5%) 0 0 0
N 25 (56.8%) 20 (45.5%) 0 14 (58.3%) 14 (58.3%)
P il 8 (18.2%) 6 (13.6%) 13 (54.2%) 6 (25.0%) 6 (25.0%)
Elizna=yisl 4( 9.1%) 4 ( 9.1%) 11 (45.8%) 4 (16.7%) 2( 8.3%)
Ba 0 0 0 0 0
AR B 7 (15.9%) ? 14 (31.8%) 0 0P 2 ( 8.3%)

DN: de novo #&, ACS: Adenoma carcinoma sequence BRIEFRSE

avsb: P=0.046



&3 De novo % (n : 44) DFLIEPYEEP & 51 T E=RESOMRAE DML

IR T /= AR
FEREAERED
NEBEY (n:20) K2 (n:6) BRESE (n:4) B2 (n:0) ARRKR (n:14)
INBEY (n:25) 20 0 0 - 5
KEEEL (n:8) 0 6 0 - 2
BIZREESE (n:4) 0 0 4 - 0
B2 (n:0) - - - - -
TERRKEL (n:7) 0 0 0 - 7




|4 WRIEERIE (n : 24) OHIRPYESD MR T BB ORI E DML

AR T BRI
FEREAEER
NBEL (n:14) KiZEL (n:6) BFESE (n:2) B2 (n:0) FRRRKEL (n:2)
/MZEL (n:14) 14 0 0 - 0
KEZEL (n:6) 0 5 0 - 1
BEESE (n:4) 0 1 2 - 1
B2 (n:0) - - - - -

FRRKEL (n:0) 0 0 0 - 0




+R5 De Novo EDHIBHE LB EFER

RASZER BRAFZER p53ER MSI-H CIMP-H
BB (n:20) 3 (15.0%) 0 13 (65.0%) 0 0
KAEEL (n:6) 1(16.7%) 0 4 (66.7%) 0 0
BRFREAE (n:4) 1 (25.0%) 3 (75.0%) 2 (50.0%) 1 (25.0%) 2 (50.0%)
524 (n:0) - - - - -
HRREE (n:7) 2 (28.6%) 0 3 (42.9%) 0 1 (14.3%)




*6 RERREOHEHESERTESR

RASER BRAFEER pS3EE MSI-H CIMP-H
INEE (n:14) 5 (35.7%) 0 10 (71.4%) 0 0
FAEE (n:5) 3 (60.0%) 0 1 (20.0%) 0 0
RS (n:2) 2 (100%) 0 2 (100%) 0 0

BH (n:0)

AR (n:0)




MUC5AC and/or MUC6

(+) )
MUC2 (+) BISRAR N
CD10 (+) -
MUC2 (-) BiRA N
MUC2 (+) BiFRaR K8
CD10 (-) -
MUC2 (-) BE L &Sl

1 fRERBICLIMBREDS R



2 /MNBED de novolE
a: ITa+IIcB®, NPG typedde novolE.
b: a OEASDDILKE. ERBRESDME
c: CD10%IRBHE. MUC2ERBRBHETH o IZ.



B3 5B RKB de novoiE
a: IIaZ, NPG typedde novolz.
b: p53fRERE. EENIUEAMCPS3EABREIFEIR (+).
c: a DUASSOILAE. EIRBRESSE. MUC2, CD10, MUCSAC, MUC2(&
WINERREMT.
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H4 BERRESED de novolE

a: ITa+IIcB®, NPG typedde novolE.
b: a DUARDDILAE. ERBEEI L~

c: MUC2RIRZ 4.
d: MUCSACEIRGE. MUC6HBRIRKZME TH>2h CD10(FRIREM TH > /2.

B FRITCTIIBRAFIZE TR D 1.



