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1. Fejlédési rendellenességek



Fejlodési rendelleneségek I.

* Malrotatio

* Obstrukcio ( volvulus, ileus) tiinetei az djsziilottben
 malabsorptio

« Stenosis és atresia

— Szerzett formdja gyakoribb, mint a
velesziiletett forma

* Intussusceptio lehet a kovetkezménye
 Atresia: duodenum vagy anus

» Duplicatios cystadk



Megacolon congenitum- HIRSCHPRUNG betegség
(F:L=4:1)

— 5000 Gjsziilottbél 1

— parasympathicus ganglionok
hidnya (Meissher és Auerbach
plexus- nincsenek ganglion

sejtek) iz ‘.“d

— Sporadicus vagy csaladi JE
halmozdéddst mutat \ RS

— Rectum mindig érintett =’ (7} Abnormal

— Long-segment vagy Short- €= aganglioric
Seg menT www.yalepath.org/DEPT/ diagunh‘s/pedi_glar‘gein‘r.jpg

— Nincs perisztaltika

— A bél az érintett szegmenstdl
proximdlisan kitdgul- idével
megacolon alakul ki



2. A régio ,, specidlis”
patholdgidja



Diverticulosis

30 év alatt gyakorlatilag nem, a betegek fele
>60 éves

Ok: alacsony rosttartalmd étrend
Gyakran t6bbszoros

A mucosa a bélfal felé tiiremkedik
Els6sorban a colon sigmoideum érintett
Szovodmények:

— diverticulitis, fistula, perforatio, abscessus,
hemorrhagia



Diverticulosis coli







Nodi haemorrhoidales

 Tdqgult analis és perianalis vénds plexu

* Hajlamosit:

— VI8 foglalkozas, elhizds, székrekedés, terhesség,
sziilés

* Gyakori mdj cirrhosisban

* Ha a szekletben vér van, colonoscopia indokolt
még akkor is, ha a be‘regnek vérzo aranyerei
vannak



Irritabilis bél szindroma

Chronicus hasi fdjdalom, puffadds,
széklet habitus vdltozads

MA és MI normadlis

20-40 éves nok

Fibromyalgia vagy mads kroénikus
fdjdalom, hatfajas, fejfdjas, depresszio
stb. gyakran tarsul



3. Gyulladdsos
bélbetegségek



Gyulladasos bélbetegségek

 Fertozéses enterocolitisek

- IBD

— Crohn betegség

— Colitis Ulcerosa



I. Fertozéses enterocolitisek

* Virus, bacterium, parazita - Id.
vékonybélnél

* Pseudomembranosus colitis
— Clostridium difficile (kérhazak!)
— AB kezelés- (féleg 3. generdcidos cephalosporinok)
— MA: Pseudomembran a belfelszinen

— MI: Vulkanszer( exudatum, elpusztult felszini ham,
neutrophilek a lamina propridban

— SY: ldz, hasgorcsok, vizes hasmenés, occult vér



Pseudomembranosus colitis




IT. Inflammatory Bowel Disease
(IBD)

CROHN DISEASE

* Crohn betegség (CD),
Colitis ulcerosa (UC)

« Elkilonités az érintett

bélszakaszok és a
gyulladdsos infiltracio
mélysége alapjdan

« UC-rectum és colon,
mucosa és submucosa

* CD- GI barmely része
(ileum érintettsége
gyakori ),
transmuralis gyulladads

ULCERATIVE COLITIS

o Continuous
Y rasions colo‘mc.lnvplvement. '
beginning in rectum

5 Ulcer

Transmural inflammation
Ulcerations
Fissures

Copyright © 2010 by Saunders, an imprint of Elsevier Inc.



IBD- Etiologia

Nék
Tinédzserek, 20-as évek eleje
Incidencidja névekeddben van

Hygienes hypothesis: pathogenek dltal
kivdltott tdlzott immunvdlasz és
chronicus betegség fogékony
szervezetben



IBD-Pathogenesis

» Idiopathias
* Nem autoimmun
» Tényezbi:
— Szervezet-mikrdbdk interakcidja

— Bélham dysfunctio
— Tdlz6 immunvalasz



IBD- Genetika

* Konkordancia monozygota ikrekben: CD - 50%,
UC-16%

« Eltérést mutaté gén CD-ben: NOD?2
(nucleotide oligomerization binding domain 2)

« NOD2 Polymorphismusim 4X nagyobb
riziko

» Egyéb gének CD-ben: ATG16L1 (Autophagy
related 16-like) IRGM (Immunity related
GTPase M)

« Ezek a gének a korokozok felismerésében és
az elleniik valo védekezésben fontosak



IBD- Microbiota and Mucosal immune responses

Barrier defects
lead to influx
of bacterial
components

Bacteria

] [
?n?l‘,"ﬁﬂi‘f&m.?&ﬂm fiRn0 uﬂ 500 H‘m W’, oI RO t‘ T fnﬂnmﬂfu] 1994'0!-'."{}6"’ M0000RA00 | PASHGRAD
lJL | J &) @) J &
Bacterlal > : :‘ 1. 4
© | _components T Macrophage ¥ |°Y¥
< . =
Dendrltlb
cell ) ‘
L‘—] /
<
IL-8

Neutrdbhil

Copyright © 2010 by Saunders, an imprint of Elsevier Inc.



Epithel dysfunctio

* A NOD2 asszocidlt Crohn betegségben a
tight junction funkcidja karosodik

« UC- ECM(extracellular matrix 1)
polymorphismus

* Aberrdns felszini nydk

* A Paneth sejtekben aberrans
granulumok (defensinek) a ATG16L1
asszocidlt Crohn betegségben




IBD

» Crohn betegség



Crohn betegség

1932. Crohn, Ginzburg and Oppenheimer

A GI traktus barmely teriilete érintett lehet
Terminalis ileum leggyakrabban érintett
Vékonybél- 40%

Vékony és vastagbél - 30%

Skip lesiok



IBD - Epidemiologia

* Crohn betegség * Colitis ulcerosa
— Fejlett orszdgokban — Fejlett orszdgokban a
gyakoribb CD-nél gyakoribb
— 2-3. és 6-7. évtizedben, — 20-25 éves korban
de bdarmely életkorban kezdddik altalaban, de
jelentkezhet bdrmely életkorban

elofordulhat



CD- Makroszkopia

Aphtosus fekélyek, amelyek szerpentin-
szer(i fekélyekké olvadhatnak 6ssze a bél
hossztengelye mentén

A mucosa macskako-rajzolatot mutat
Fissurdak, fistuldk a bélkacsok kozott, a bér |, a
vagina, a huigyhalyag felé

A bélfal merev, vaskos a gyulladds, fibrosis
miatt

Strictura, stenosis, hdr tinet

A mesenterium zsirszovete a bélfalat
koruloleli



CD -vékonybél




Crohn betegség-vastagbél




CD- vékonybél
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CD Szovettan

* Transmuralis gyulladas

El nem sajtosodd granulomak: az esetek
35%-aban

Crypta abscessus

Mély (késszlrds-szer() fekély-fissura

Paneth sejtes metaplasia a bal
colonfélben

Mucosa atrophia



CD Tunetek

* Hasmenés, laz, fajdalom
» Stressz-okozta reaktivdcio/ relapsus

» Elsé tiinetek a dohdnyzds elkezdésekor
jelentkezhetnek

* malabsorptio



CD Extra-intestinalis
manifestatiok
Uveltis
polyarthritis migrans
Sacroileitis
Ankylosing spondylitis
Erythema nodosum



IBD

e Colitis Ulcerosa



Colitis ulcerosa-Makroszkaopia

Rectum és colon
Pancolitis- ha a teljes colon érintett

Backwash ileitis pancolitisban- egyébként a
vékonybél dltaldban nem érintett

Széles alapu fekélyek
Pseudopolypusok

Miutdn a gyulladds nem transmuralis, a bélfal
nem vaskos, nincsenek sz(ikiletek, fistulak

Toxicus megacolon-perforatio



UC- Szovettan

Mucosa, submucosa gyulladdsa
Neutrophilek, crypta abscessus
Fekélyek

Mucosa atrophia idével
Nincsenek granulomak



Colitis ulcerosa
pseudopolypusok)




UC- Tinetek

Nydkos, véres hasmenés
Hasi fdjdalom, gorcsok
Relapsusok/ aktiv betegség

Elsé tiinetek a dohanyzds elhagydsa utan
kezdodhetnek



UC Extra-intestinalis
manifestatio
Uveltis
Migratory polyarthritis
Sacroileitis mint CD
Ankylosing spondylitis
Erythema nodosum

2,5-75% -a a betegeknek: Primer
Sclerotisalo Cholangitis



Feature

Bowel region

Distribution
Stricture

Wall appearance
Inflammation
Pseudopolyps
Ulcers

Lymphoid reaction
Fibrosis

Granulomas
Fistulae/sinuses
Malignant potential
Toxic megacolon

Fat/vitamin
malabsorption

Differences between CD and UC

Crohn Disease
lleum £ colon

Skip lesions
Yes

Thick
Transmural
Moderate
Deep, knife-like
Marked

Marked

Yes (~35%)

Yes

With colonic involvement
No

Yes

Ulcerative Colitis

Colon only

Diffuse

Rare

Thin

Limited to mucosa
Marked

Superficial, broad-based
Moderate

Mild to none

No
No
Yes
Yes
No









Indeterminate colitis

« IBD esetek 10%-a
. Atfedd morfoldgia és tiinettan



Colitishez tarsuld neoplasia

» Dyspalsia-neoplasia kockdzat novekszik,
ha
— A betegség legalabb 8-10 éve fenndll
— Pancolitisben
— Minél gyakrabban jelentkezik aktiv epizdd
(kidjulas) és minél kifejezettebb
* Surveillance program



UC-Carcinoma riziko

Persistent severe inflammation

N &5 N AT W
Normal . Ulcerative
: Ulcerative ey Adeno-
Alterations colonic colitis Relsug carcinoma
mucosa dysplasia
Chromosome or
Changes in microsatellite instability . , ,
| Increased CRC esetek 1 %-a UC talajan jon létre
Function proliferation
[.) ' d °
—— CRC az UC betegek 5%-aban alakul ki
or LOH APC
[ vHL |
Epi- | CDKN2 |
mutation L_I
[  ki67 |[{___Src |
P21WAF1/ ||| Bc-2 |
Over- CIP1
expression
IFN inducible
gene family
I-8U




A chronicus colitis egyéb okai

« Diversios colitis-IBD-t utanozhat a
szoveti kép

* Microscopicus colitis
— Collagen colitis
— Lymphocytas colitis
« GVHD
— Vékony- és vastagbél érintettség allogén
csontveld atiiltetés utan, ami vizes
hasmenés képében jelentkezik



4. Polypusok és daganatok



POLYP

* Polyp- a bél lumenébe emelkedd terime

« MA: sessilis vagy nyeles

» Epithelialis polypus vagy egyéb polypoid
képlet, amelyet a submucosdban, vagy a
falban jelenlévd tumor okoz

» Epithelialis polypus : nem neoplasticus
vagy heoplasticus




NEM NEOPLASTICUS
POLYPUSOK T.

Hamartomatosus polypus:

— Juvenilis polypus:
« Gyerekekben ( de felndttben is lehet)
« Rectum
* Juvenilis Polyposis Syndroma vagy sporadicus polypus
« Cysticusan tagult mirigyek, gyulladds, felszini erosio

— Peutz-Jeghers polypus:

« Vékonybél, gyomor, colon
* Nagy méret

* Megtartott epithel, fadgszerien eldgazédé simaizom és
kotoszovetes stroma

« Sporadicus vagy Peutz-Jeghers sy részjelensége
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NEM NEOPLASTICUS
POLYPUSOK II.

-Hyperplasticus polypus

Bal colonfél
Gyakran tobbszoéros

Flirészfogazott
(serrated) morfoldgia

Malignus potencial? |
X B 4 /v o oo ...,"

Elkilonitendé a Sessilis 25"

serrated adenomatdol  Fat




NEOPLASTICUS POLYPUSOK-
Mucosalis low- és high grade
neoplasia (adenomdk) I.

Colorectalis rak (Colorectal
Cancer-CRC) precursor |€zidi

Surveillance colonoscopia 50

évesen

Nyeles vagy sessilis

Low grade vagy high grade ADENOMAS |
dysplasia ik o Seate
(TUBULARIS ADENOMA: 75%- *Jvl{gt’gf

ban tubularis structurak SaRVg2s
VILLOSUS ADENOMA: legaldbb 52, &8s ALY
50% villosus SaWay

TUBULOVILLOUS: 25-50%
villosus)

Mucosalis low/high grade
neoplasia-dj nomenklatdra

‘4'.u
Ui 1. 140
ane MY Mucosa

. Submucosa
Muscularis propria

© Elsevier 2005
52



Polypusok







NEOPLASTICUS
POLYPUSOK- IT.

« SESSILIS SERRATED
ADENOMA
— Jobb colonfél

— Hyperplasticus polypusra emlékeztet,
de a fureszfogazoﬁ jelleg a polyp g
mélyén is jelen van, Tagul‘l' rypT '
oldalirdnyd névekedés | &

— NINCS DYSPLASIA =
— MALIGNANUS POTENCIAL

http://commons.wikimedia.org/wiki/File:Sessile serrated adenoma 3 intermed mag.jpg



http://commons.wikimedia.org/wiki/File:Sessile_serrated_adenoma_3_intermed_mag.jpg

POLYPOSIS SZINDROMAK I.

+ JUVENILIS POLYPOSIS SZINDROMA
— AD
— 3-100 polypus
— Vérzés
— CRC rizikéja emelkedett
« PEUTZ-JEGHERS Szindroma

— A bér pigmentdcidja fokozott a szdj koriil, a
szdjnyalkahdrtydn,az arcon, a genitdlidkon, a
tenyereken

— GI hamartomatosus polypusok

— CRC, pancreas, emld, tiido, petefészek és uterus cc
rizikdja emelkedett



Peutz-Jeghers polyposis sy

Roche Lexikon Medizin, 4.Auflage; www.edu.rcsed.ac.uk/ images/709.jpg
© Urban & Fischer Verlag, Miinchen 1984/1987/1993/1999




POLYPOSIS SZINDROMAK
IT.
« COWDEN szindrdma:

— Hamartomak a GI tractusban és mucocutan

hamartomdk
— Pajzsmirigy, endometrium és emlérdk kockdzata
fokozott

CRONKHITE-CANADA szindréma:

- Nem oroklott, ismeretlen etioldgidjd
- 50%-ban haladlhoz vezet
- »B0 év

- 6I hamartomatosus polypusok, ectodermalis
eltérések



POLYPOSIS SZINDROMAK IIT.

« FAMILIALIS ADENOMATOSUS
POLYPOSIS SZINDROMA (FAP)
- AD
— CRC rizikdja emelkedett

— Adenomatous Polyposis Coli (APC) gén (neg
regulator in the Wnt signaling pathway - p-catenin)
germline mutacidja

— Dg criteriumok:

* Legaldbb 100 polyp, APC mutdcid, FAP a csaldadban

* Legaldbb 1 az aldbbiak koziil : epidermoid cysta, osteoma,
desmoid tu



POLYPOSIS SZINDROMAK
IV.
« FAP ( folyt.)

— Egyre t6bb adenoma az életkor
elorehaladtaval, CRC 40 éves kor kordl

— Extraintestinalis manifesztdciok:
hepatoblastoma, epedti cc, desmoid tu,
exostosis, fogeltérések, a retinahdm
velesziiletett hypertrophidja, endokrin
tumorok, KIR tumorok




Familial adenomatosus polyposis (FAP) (Kopper-Schaff:Fig.16.38)







POLYPOSIS SZINDROMAK V.

— GARDNER szindroma (FAP varians):

- FAP+ osteoma, epidermalis cysta, fibromatosis,
szdmfeletti fogak

— TURCOT szindroma (FAP varidns):

- FAP + KIR tumorok (medulloblastoma,
glioblastoma)




GASTROINTESTINAL POLYPOSIS SYNDROMES

Selected Extra-
Gastrointestinal

Mean

Age at

Presentat

ion (yr)
Peutz-Jeghers 10-15
syndrome

Juvenile polyposis <5

Cowden syndrome, <15
Bannayan-
Ruvalcaba-Riley
syndrome

Cronkhite-Canada >50
syndrome

Mutated Gene
LKB1/STK11

SMAD4, BMPR1A

PTEN

Nonhereditary

Gastrointestinal Lesions

Arborizing polyps; Small intestine >
colon > stomach; colonic
adenocarcinoma

Juvenile polyps; risk of gastric, small
intestinal, colonic, and pancreatic
adenocarcinoma

Hamartomatous polyps, lipomas,
ganglioneuromas, inflammatory
polyps, risk of colon cancer

Hamartomatous colon polyps,
crypt dilatation and edema in
nonpolypoid mucosa

Manifestations

Skin macules;
increased risk of
thyroid, breast, lung,
pancreas, gonadal,
and bladder cancers

Pulmonary
arteriovenous
malformations, digital
clubbing

Benign skin
tumors, benign and
malignant thyroid
and breast lesions

Nail atrophy, hair
loss, abnormal skin
pigmentation,
cachexia, and
anemia



GASTROINTESTINAL POLYPOSIS SYNDROMES (Cont.)

Mutated Gene

Gastrointestinal
Lesions

Selected Extra-
Gastrointestinal
Manifestations

Mean Age at
Syndrome Presentation (yr)
Tuberous
sclerosis

Classic FAP 10-15
Attenuated FAP 40-50

Gardner 10-15
syndrome

Turcot syndrome 10-15

TSC1, TSC2

APC, MUTYH

APC, MUTYH

APC, MUTYH

APC, MUTYH

Hamartomatous
polyps (rectal)

Multiple
adenomas
Multiple
adenomas
Multiple
adenomas

Multiple
adenomas

Facial
angiofibroma,
cortical tubers,
renal
angiomyolipoma
Congenital RPE
hypertrophy

Osteomas,
desmoids, skin
cysts

CNS tumors,
medulloblastoma



LYNCH SZINDROMA
(Herediter non-polyposis
colorectal cancer -HNPCC)

» Jobb colonfél endometrium, gyomor,
ovarium, ureter, KIR daganatok
fokozott rizikdja

 Mikroszatellita instabilitds a mismatch
repair gének csirasejtes mutacioja
miatt

+ MSH2, MLH1, PMS1, PMS2, MSH6



LYNCH SZINDROMA

« Amsterdam criteria

— ATt least 3 family members affected by cancer (colorectal,
endometrium, small bowel, ureter, renal pelvis)

— The patient is a close relative of the other two

— The cancer manifests at least in two consecutive generations
— At least one cancer occurs before the age of 50

— FAP may be excluded

— Cancers were diagnosed histologically

* Muir-Torre syndrome: HNPCC+sebaceosus mirigyek tu
* Turcot syndrome: HNPCC+ KIR tu



Familial and Sporadic Colon Neoplasia- Features

Predominant
Etiology Molecular Defect [Target Gene(s) Transmission Site(s) Histology

Familial APC/WNT APC Autosomal None Tubular, villous;

adenomatous pathway dominant typical

polyposis adenocarcinoma

(70% of FAP)

Familial DNA mismatch MUTYH None, recessive None Sessile serrated

adenomatous repair adenoma,;

polyposis mucinous

(<10% of adenocarcinoma

FAP)

Lynch sy DNA mismatch MSH2, MLH1  Autosomal Right side Sessile serrated

repair adenoma;

mucinous
adenocarcinoma

Sporadic APC/WNT APC None Left side Tubular, villous;

colon cancer pathway typical

(80%) adenocarcinoma

Sporadic DNA mismatch MSH2, MLH1  None Right side Sessile serrated

colon cancer repair adenoma;

(10% to 15%) mucinous

adenocarcinoma



COLORECTALIS
ADENOCARCINOMA

« A GI tractus leggyakoribb malignus
Tumora

 Daganatos haldlozas 2. leggyakoribb oka



Estimated number of new cases in 2020, worldwide, both sexes, all ages

Other cancers
8 879 843 (46%)

Cervix uteri
604 127 (3.1%)

93(3 source: Gl‘abocjnAZQZP
Estimated number of new cases in 2020, worldwide, males, all ages

Lung
1 435 943 (14.3%)

Other cancers
3938 086 (39.1%) Prostate

1414 250 (14.1%)

Colorectum

1065 960 (10.6%)
Oesophagus Stomach
418 350 (4.2%) 719 523 (7.1%)
Bladder Liver
440 864 (4.4%) 632 320 (6.3%)

Total : 10 065 305

Breast
261 419 (11.7%)

Lung
2206 771 (11.4%)

Colorectum
1931 590 (10%)

Prostate
1414 259 (7.3%)
Stomach

1089 103 (5.6%)

Liver
905 677 (4.7%)

Total : 19 292 789

International Agency for Research on Cancer
P

Estimated number of new cases in 2020, worldwide, females, all ages

Breast
2261 419 (24.5%)

Other cancers
3489 618 (37.8%)

Colorectum
865 630 (9.4%)
Stomach
369 580 (4%)
Corpus uteri Lun
417 367 (4.5%) 770 828 (8.4%)
Thyroid Cervix uteri
448 915 (4.9%) 604 127 (6.5%)

Total : 9 227 484

Ieternational Agency for Research on Cancer
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Estimated number of deaths in 2020, worldwide, both sexes, all ages

Other cancers
3 932 768 (39.5%)

Pancreas
466 003 (4.7%)

Oesophagus
544 076 (5.5%)

Total : 9 958 133

Data source: Globocan 2020

Estimated number of deaths in 2020, workdwide, males, all ages

Lung
Lissam LYy

cancars
1 27 207 e

Liver
417 557 (0 4AW)
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246 040 LTINS
phagus Colosectum
106 313 iy LT LT
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Toial . 6 528 810 Dutasource: Gabocan 2020
Graph production: Global Cancer
Ol s vh Sl SO " Observatory (http://geo.sarcfr)
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Breast
684 996 (6.9%)

Lung
1796 144 (18%)

Colorectum
935 173 (9.4%)

Liver
830 180 (8.3%)

Stomach
768 793 (7.7%)

International Agency for Research on Cancer

Estimated number of deaths in 2020, worldwide, females, all ages

Breast
684 996 (15.5%)

Other cancers
1637 669 (37%)
Lung
607 465 (13.7%)
Colorectum
419 536 (9.5%)
Pancreas Cervix uteri
219 163 (4.9%) 341831 (7.7%)

Liver Stomach
252 658 (5.7%) 266 005 (6%)

Total : 4 429 323
s ey o s co G
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Estimated age-standardized incidence rates (World) in 2020, Colorectum, both sexes, all ages

ASR (World) per 100 000

>26.9
17.0-26.9
I 107-17.0

6.7-10.7 - Not applicable
<6.7 No data

All rights reserved. The designations employed and the presentation of the material in this publication do not imply the expression of any opinion whatsoever
on the part of the World Health Organization { International Agency for Research on Cancer concerning the legal status of any country, territory, city or area
or of its authorities, or concerning the delimitation of its frontiers or boundaries. Dotted and dashed lines on maps represent approximate borderlines for
which there may not yet be full agreement.

Data source: GLOBOCAN 2020
Graph production: IARC
(http://gco.iarcfr/today)
World Health Organization

{ %‘\ World Health
W' 1% ¥ Organization

International Agency for
Research on Cancer 2021




Estimated age-standardized mortality rates (World) in 2020, Colorectum, both sexes, all ages

ASR (World) per 100 000

=113
8.7-11.3
6.5-8.7
- 4.6-6.5 - Not applicable
<4.6 No data

All rights reserved. The designations employed and the presentation of the material in this publication do not imply the expression of any opinion whatsoever
on the part of the World Health Organization { International Agency for Research on Cancer concerning the legal status of any country, territory, city or area
or of its authorities, or concerning the delimitation of its frontiers or boundaries. Dotted and dashed lines on maps represent approximate borderlines for
which there may not yet be full agreement.

Data source: GLOBOCAN 2020

Graph production: IARC
(http://gco.iarcfr/today)
World Health Organization

g” %\ World Health
W' 1% ¥ Organization
International Agency for

Research on Cancer 2021




Sporadicus (nem familialis) CRC-
Epidemiologia

25-55 / 100 000 - Europa
Ffiakban gyakoribb
Magyarorszdg: 55/100 000
Hdsevés, dohdnyzads, alkohol
NSAIDs-védé hatds

Colitis ulcerosa

Irradidcio

Sigma-rectum- leggyakoribb



CRC- Tilnetek

Tilnetmentes
Haematochesia
Vashianyos anaemia
Bélhabitus megvdltozasa
Abdominalis discomfort
Tenesmus

Ldz, fajdalom, fogyds
Tleus

Acut has -perforatio miatt



« Exophyticus g
— Jobb colonfél

 Excavalt/kifekélyesedett

— Bal colonfél, transversum

— Szalvétagy(rd-szer(
sz(kiilet-obstrukcid

« Diffuz
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Adenocarcinoma- perforatio




Malignant epithelial tumours WHO classification of

8140/2  Adenocarcinoma NQS : - :
8213/3 Serrated adenocarcinoma mallgnan’r eplThellal ’rumogrs
8262/3" Adenoma-like adengcarcinema of the stomach (5th edition)
8265/3 Micropapillary adenocarcinoma

8180/3 Mucinous adenocarcinoma

8490/3 Poorly cohesive carcinoma

8490/3 Signct ring ccll carcinoma

8510/3 Medullary adenocarcinoma Digestive System
8560/3 Adenosquamous carcinoma Tumours

8020/3 Carcinoma, undifferentiated, NOS

086033/3* Carcinoma with sarcomatoid component

8240/3  Neuroendocrine tumour NOS

8240/3 Neuroendocrine tumour, grade 1

8249/3 Neuroendocrine tumour, grade 2

8249/3 Neuroendocrine tumour, grade 3

8152/3 L-cell tumour

8152/3 Glucagon-like peptide-producing tumour

8152/3 PP/PY Y-producing tumour

8241/3 Enterochromaffin-cell carcinoid

8241/3 Serotonin-producing tumour

8246/3  Neuroendocrine carcinoma NOS

8013/3 Large cell neuroendocrine carcinoma

8041/3 Small cell neuroendocrine carcinoma

8154/3  Mixed neuroendocrine—non-neuroendocrine neoplasm
(MINEN)



Histologiai szubtipusok

Adenocarcinoma

Mucinosus adenocarcinoma
Pecsétgylird-sejtes carcinoma
Adenosquamosus carcinoma
Laphdamrdk (anus)
Anaplasticus cc
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Terjedés

Lymphaticus

— Regionalis
nyirokcsomok

Direct infiltratio

— Peritoneum, kornyezo
szervek

Vena portae

— md]

Vena cava inferior
(rectum alsé harmada)

- tid8




Adenoma — carcinoma

NORMAL COLON MUCOSA AT RISK ADENOMAS CARCINOMA

OB e

e

Mucosa
Submucosa SEEi T AT00 —e S iS00 —-
Muscularis EEE==— AT
propria
Germ-line (inherited) Methylation Protooncogene Homozygous loss of Additional mutations
or somatic (acquired) abnormalities mutations additional cancer Gross chromosomal
mutations of cancer Inactivation of Suppressor genes alterations
suppressor genes normal alleles Overexpression of
("first hit") (*second hit*) COX-2
p53at 17p13
APC at 5021 ﬁ_g;:g)m K-RAS at 12p12 LOH at 18q21 Lﬂgme;?:s’
(SMAD 2 and 4) ¥

© Elsevier 2005



Adenoma — -carcihoma

NORMAL COLON

8 Ve e PN
Bl b
seulans Eeeea—a———s

propna
Gemline (inhented) Alteration of second Microsatelite Accumulated mutations
or somatic (acquired) allede by LOH, instability/ in genes that reguiate
mutations of mismatch mutation, or ‘mutator growth, dfferentiation,
repair genes promoter methylation phenotype’ and/or apoptosis
MLHT1, MSH2 TGF3RII, BAX, BRAF,
(MSHE, PMS1, PMS2) TCF-4, IGF2R, others




Colorectal cancer progression
In sporadic and high risk genetic syndromes

Normal Tumor Tumor

colonocyte initiation progression Carcinoma

SporadiC =3  NOrmMal  ———  NOIMal - — 6% risk
(30-50 years) (10-20 years) (mean age ~ 68 years)

FAP  =— Accelerate( =3 Normal  =——— 100% risk
(5-20 years) (mean age ~ 40 years)

Lynch =3  NoOrmal =3 Accelerated === up to 80% risk

(1-3 years) (mean age ~ 40 years)
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Grady W.M., Carthers J.M. Reviews in basic and clinical gastroenterology
Gastroenterology 2008 135:1078-1099



EGFR és RAS/RAF activacio CRC-ben

» EGFR expressio kifejezett

— A gén dltaldban nem mutdlt, de a képiaszdm
emelkedett lehet. Anti-EGFR terdpia (cetuximab)
alapja

* Mutations (K-RAS) activating the RAS/RAF
signaling pathway

— Predictiv és prognosztikus markerek CRC-ben-mert
aktivdlé mutdcido esetén a betegek nem reagdlnak
az anti-EGFR kezelésre (Benvenuti et al.CancerRes 2007.)

» Azon betegek kisziirése, akiknél az anti-EGFR
kezelés varhatoan eredmeényes lesz

— (wild" type K-RAS)




The serrated pathway to colorectal carcinoma: current concepts and challenges

PUTATIVE MOLECULAR PATHWAYS TO COLORECTAL CARCINOMA

Serrated pathways

Normal mucosa Lynch FAP
(germline mutation (germline mutation
/ \ of a MMR gene) of APC gene)
BRAF CIMP-H KRAS APC Loss of remaining
‘ ‘ * APC allele
/ SSA \ TSA + /- sTVA TA Hundreds of TAs
MLH1 loss P16 loss wWnt Loss of remaining MMR Hypomethylation
‘ MGMT loss ‘ allele, p53 ‘
SSAD SSAD TSA + HGD TAHGD TAHGD
MsI MSI SMAD4, pS3
{frameshift (frameshift
mutations e.g. mutations e.g.
TGFRBI TGFRPI
IGFIIR) IGFNR)
BRAF CIMP-H BRAF CIMP-H  KRAS CIMP-L CIMP- CIMP-
MSICRC MSS CRC MSS CRC MSI CRC MSS CRC
Good prognosis Poor prognosis  Poor prognosis Good prognosis Standard prognosis
Resistantto SFU Sensitive to 5FU Sensitive to 5FU Resistant to 5FU Sensitive to 5FU
Resistantto Resistant to Resistant to Sensitive to Sensitive to
anti-EGFR anti-EGFR anti-EGFR antl-EGFR anti-EGFR
therapy therapy therapy therapy therapy

Histopathology

Volume 62, Issue 3, pages 367-386, 22 JAN 2013 DOI: 10.1111/his.12055
http://onlinelibrary.wiley.com/doi/10.1111/his.12055/full#his12055-fig-0011

Familial pathways

Conventional pathways

Normal mucosa

/N

APC APC
' t
TA TIA
Hypome{hylalion KRAS
TA HGD TVAHGD
b f
SMAD4, p53 psS3
CIMP- KRAS, CIMP-L
MSS CRC MSS CRC

f {

Standard prognosis Standard prognosis
Sensitive to 5FU Sensitive to 5FU

Sensitive to Resistant to
anti-EGFR anti-EGFR
therapy therapy


http://onlinelibrary.wiley.com/doi/10.1111/his.2013.62.issue-3/issuetoc
http://onlinelibrary.wiley.com/doi/10.1111/his.12055/full

Egyéeb tumorok

NET/NEC (Id. vékonybél)

Mesenchymalis tumorok
— GIST (Id. vékonybél)

Lymphomak
Metastaticus tumorok
— Emlérak, tiidérdk, melanoma malignum



PERITONEUM



PERITONEUM

» Peritonitis
— Steril: epe, pancreasnedv okozta, sebészi

(talcum, idegentest), autoimmun (SLE)
kismedencei gyulladdsok, endometriosis

— Infectiosus:

* bacterialis: perforatio, ateresztd bélfal,
trauma, négydgydszati gyulladasok (Gonococcus,
Chlamydia), spontdn peritonitis (mdj cirrhosis)



Peritonitis: morfoldgia

o Akut
» Kronikus

 Granulomatosus (tbc, idegen anyag)

* Reactiv peritonealis fibrosis
(posztoperativ)

 Sclerotisalo peritonitis (primer vagy
secunder)
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Primer tumorok

 Mesothelioma

— Benignus
— Malignus

» Desmoplasticus kis kereksejtes tumor



Peritoneum: metastaticus
tumorok

* Peritonealis carcinosis
— Direct terjedés
— Lymphogen
— Hematogen

» Féleg GI tumorok és ndgyogydszati
tumorok attétei









