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Ulcerative Colitis vs. Crohn’s Disease
Who Cares?

* |leal pouch-anal anastomosis (IPAA)
e continence-restoring operation
* use of Ileum to create a reservoir

* generally contraindicated in patients with
preoperative diagnosis of Crohn’s disease

“There is nothing like a pouch to bring out the
Crohn’s in someone.”



Pouches and Crohn’s Disease

* Pouch failure
e Fistulas
* Pelvis sepsis

* may require resection of pouch and
variable length of small bowel —
short bowel syndrome



Untreated Ulcerative Colitis

* Diffuse continuous disease

* Rectal involvement

* Disease worse distally

* No fissures

* No transmural aggregates

* No upper Gl tract involvement
(except for “BWI”)

* No granulomas
(except for crypt rupture granulomas)










Untreated Crohn’s Disease

 Segmental disease

» Variable rectal involvement

* Variable disease severity

* Fissures, sinuses, fistula tracts

 Transmural lymphoid aggregates

» Upper Gl tract involvement

* Epithelioid granulomas unrelated to
crypt rupture















Unusual Patterns of Disease in UC

» Effects of oral/topical therapy

* Right colon/appendix involvement in
subtotal colitis

» Pediatric UC at initial presentation

* lleitis in UC (“backwash ileitis”)

 Upper Gl tract involvement (diffuse
duodenitis)

 Granulomas in UC (crypt rupture)
 Fulminant UC



Treatment Effects

» 14 patients with UC
11 ASA enemas
» 3 placebo enemas

* Rectal biopsies at 1-month intervals

» Evaluated features of activity and
chronicity

Odze RD et al. AJSP 1993



Treatment Effects

Diagnosis No. Biopsies (N=123)
Chronic inactive 53 (43%)

Chronic active 32 (26%)
Active 2 (2%)
Normal 36 (29%)

Odze RD et al. AJSP 1993
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Treatment Effects
Summary

» Patchiness and/or rectal sparing in 30
- 50% of patients with UC

* Does not imply Crohn’s disease

* Best chance to distinguish UC from
CD iIs In the Initial pre-treatment
bilopsy specimens.
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“Skip” Lesions in Subtotal UC

 Appendiceal 21-86 %
 Ascending colon 4%

 Cecum/periappendix 10-75%



“Backwash lleitis”

* Poorly defined criteria

* Involvement of Tl In continuity with
cecum

« How much is too much (1 cm? 2
cm? more?)
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Ulcerative Colitis & Carcinoma
Risk Factors

* Extensive colitis

* Long duration (>7-10 yrs)

* Primary sclerosing cholangitis
* Dysplasia

* Family history of colon cancer



IBD-related Dysplasia
Classification

* Negative for dysplasia

» Positive for dysplasia
*Low-grade dysplasia
*High-grade dysplasia

* Indefinite for dysplasia



The Problem with Dysplasia

» Sampling error

* Intra/interobserver variation
‘reactive vs. dysplasia
*low-grade vs. high-grade















IBD-Related Flat Dysplasia

e Low-Grade
« Coexistent carcinoma 9%
* Progression to HGD/CA 30-54% at 5 yrs

 High-Grade
e Coexistent carcinoma 40-67%
* Progression to CA 40-90% at 5 yrs

Bernstein C et al. Lancet 1994



The Dreaded “DALM”

# Patients %DALM %Cancer

w/DALM
Blackstone (1981) 112 11% 58%
Butt (1983) 62 29% 83%
Rosenstock (1985) 248 5% 38%
Lennert-Jones (1990) 401 1.5% 83%

Bernstein (1994) 1225 (meta)y 3.2% 43%



What 1s a DALM?

e Obvious mass

» Elevated plaque-like lesion

» Sessile / pedunculated polyp



Adenoma vs. Polypoid Dysplasia
How Can You Tell?

 Location relative to distribution
of IBD

* Histology
* Molecular profile

* You can’t tell!
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Adenoma vs. IBD-Related Dysplasia

Adenoma IBD-dysplasia

Macroscopic polyp plague
Glands regular, round Irregular
Mucin regularly distributed variable
Nuclel elongated round
Stroma sparse variable
Proliferation luminal basal
Transition sharp gradual

*pased on PRE-DETERMINED ARBITRARY criteria

Schneider A et al. Z Gastroenterol, 1993



Adenoma vs. IBD-Related Dysplasia
Molecular Genetic Features

* P53 staining

» B-catenin staining
* LOH 3p21 (VHL)

- LOH 5q¢ (APC)

» LOH 9p (p16)
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Polypectomy May Be Adequate Treatment for Adenoma-like
Dysplastic Lesions in Chronic Ulcerative Colitis

MARC ENGELSGJERD,* FRANCIS A. FARRAYE, VS and ROBERT D. ODZE*
Departments of *Patnology and *Medicing, Brigham and Women's HospIal, and $Harvard Vanguard Medical Assaciates, and Harard Medical

Schoal, Boston, Massachusetts

See aditorial on page 1488,

Background & Aims: Chronic wlcerative colitis (CUC)-
associated adenoma-like DALMs (dysplasia-associ-
ated lesions or masses) pose a difficult clinical prob-
lem to both gastroenterologists and pathologists
because they are difficult to distinguish endoscopically
and pathologically from sporadic adenomas that de-
velop coincidentally in patients with CUC. The aim of
this study was toevaluate the outcome of CLC patients
with an adenoma-like DALM treated consarvatively and
to compare the findings with CUC patients with a
coincidental sporadic adenoma. Metheds: Clinical, en-
doscopic, and pathological features and outcome of
24 CUC patients with an adenoma-like DALM were
compared with those of 10 CUC patients with a coinci-
dental sporadic adenoma and 49 non-CUC (control)
patients with a sporadic adenoma. Patients were fiol-
lowed up for a mean of 42.4 and 41.2 months for the 2
CUC groups, respectively, and 37.0 months for the
non-CUC controls by endoscopic sunveillance, Results:
Of the 24 CUC patients with adenoma-like DALMs
{malefemale ratio. 14/10; mean age, 61.5 years;
mean duration of colitis, 10.4 years), 14 (58%) devel-
oped further adenoma-like DALMs within the follow-up
interval. Only 1 patiemt (4%) developed an isolatad
focus of low-grade dysplasia, and none developad
adenocarcinoma. Five of 10 (50%) CUC patients with
sporadic adenomas developed further adenomas, and
none of the patients in this group developed either
dysplasia or adenocarcinoma. Of the 49 non-CUC
control patients, 29% developed further adenomas.
Conclusions: CUC patients who develop an adenoma-
like DALM that endoscopically and histolegically re-
sembles a sporadic adenoma, regardless of its location
{either within or outside areas of documentad colitis),
may be treated with polypectomy and endoscopic
sunveillance bacause of its relatively benign course.

PaLI.ents with chronic ulcerative colitis (CUC) have an
incressed risk of malignancy that develops through a
dysplasia-carcinoma sequence.’-? Dysplasia, defined as

unequivocal neoplastic epithelium, is the most important
risk marker of ma]ignancy.]"’ Dhysplasia 1s broadly catego-
rized as flat (endoscopicatly invisible) or raised (endoscopi-
cally wisible), in which case the term dysplasia-sssociated
lesion or mass (DALM) is applied. %8 Previous studies on
DALMSs indicate a high sssociation (up to 5096 with
adenocarcinoma.6-10 However, after a careful appraisal
of the lterature, it is apparent that DAILMs are a
heterogeneous population of lesions that may appear as
varlous gross subiypes, such as a plaque, mass, stricture,
of, more commonly, 85 a discrete sessile nodule or
pedunculated polyp that endoscopically resembles a
sparadic adenoma.?® Fecent data suggest that not all
subtypes carry a high cisk of matignancy. #11-13

CUC-sssociated adenoma-tike DALMs pose a difficudt
diagnostic challenge to both clinicians and pathologists
because they are difficult to distinguish endosoopically
and pathologically from sporadic adenomas that develop
coincidentslly in patients with CUC451405 This 4z a
critical distinction because a CUC-related adenoma-like
DALM 4= a tumor that develops as a result of the
underlying chronie inflammation; thus, its presence has
traditionally been considered an indication for colec-
tomy.l'"‘s This treatment plan is based on the presump-
tion that these patients have a high risk of progression to
malignancy within a short (<5 year) period.)*'8 How-
ever, this hypothesis has never been evaluated in a
controlled fashion. Becauss little is known sbout the
natural history of adenoma-like DALMs in CUC, it is
unclear if colectomy 1s necessardly required in all cases. In
contrast, sporadic adenomas oocurring oodncldentally in
patients with CUC, whese development 15 presumabily
unrelated to the underlying colitis, are vmually treated by
simple polypectomy. %5 Bath CUC and sporadic adenamas
are common disorders, thus, gastroenterologists and
pathologists often encounter patients with both condi-
tions.

Abbrevations used In Mis papar: CUC, chroric ukcerative colltls;
DALM, dysplasia-associatad leslon or mass.
© 1888 by the Amerlcan Gastroenterological Assoclation
0016-5085/E9/510.00
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Colonoscopic Polypectomy in Chronic Colitis: Conservative
Management After Endoscopic Resection of Dysplastic Polyps

PETER H. RUBIM, SONYA FRIEDMAN, NOAM HARPAZ, ERIC GOLDSTEIM, JEFFREY WEISER,

JEREMY SCHILLER, JEROME D. WAYE, and DANIEL H. PRESENT
Henry . Janowtz Division of Gastroenteralogy, Department of Medicing, Department of Pathology, Mount Sinal Medical Center,

Nesw ork, New York:

See editorlal on page 1488,

Background & Aims: Adenomatous polyps are by defini-
tion dysplastic and pathologically indistinguishable from
the dysplasia-associated lesion or mass (DALM) de-
scribed in 1981, Yet, adenomatous polyps in noncolitic
colons are usually removed definitively endoscopically,
whereas DALMs are regarded as harbingers of colon
cancer, mandating colectomy. Mathods: Since 1988,
all of our patients with chronic ulcerative or Crohn's
colitis and dysplastic polyps and no coexistent dyspla-
sia in flat mucosa underwent colonoscopic polypac-
tomy. Biopsy specimens were obtained also adjacent
1o polypectomy sites, from strictures, and throughout
the colon at 10-cm intervals. Follow-up colonoscopias
and biopsies were performed within 6 months after
polypectomy and yearly thereafter. Results: Colonos-
copy in 48 patients with chrenic colitis (mean duration,
25.4 yaars) resectad 70 polyps (80 in colitic and 10/in
noncolitic mucosa). Polyps wera detected on screening
colonoscopies (20%) and on surveillance (71%). Pathol-
ogy was tubular adenoma in all polyps from noncaolitic
mucosa and low-grade dysplasia (57), high-grade dys-
plasia (2), or carcinoma (1) in polyps from colitic
muceosa. Subsequent colonoscopies (mean follow-up,
4.1 years) revealed additional polyps in 48% but no
carcinomas. Surgical resection (6 patients) for recur-
rent polyps confirmed colonoscopic findings. No dyspla-
sia or cancers in flat mucosa were found at surgery or
on follow-up colonoscopies. Conclusions: In patients
with chronic colitis who hawe no dysplasia in flat
muceosa, colenoscopic resection of dysplastic polyps
can be performed effectively, just as in noncolitic
colons.

IL is generally agreed that patients with both chronic
uleerative colitis'™'" and Crohn's cotitis™-*" are at
incressed risk of developing colorectal cancer. Colonoscopy
with biopsy o detect dysplasia remains the mainstay and
meet widely used means of mnoer prevention in patients with
chronic colitis, 224 despite its shomtoomings -1

In 1981 Blackstone et al® described a series of
patients with chronic colitis who had single or multiple
discrete polypoid, nodular, or plaque-like colondc dysplas-
tie lesions. These were called dysplasia-associated lesions
or mass (DALMs) and identified as markers for colonic
cancer. Since then, the discovery on colonoscopy of one o
more DALMs has been considered by many as an
indication for cn:-ha-\’.'t-:-m_'.-'.:'r!‘g

In contrast to DALMs, adenomatous polyps encoun-
tered in patients without colitis usually are not consid-
ared indications for surgery. Sporadic adenomatous pol-
vps are frequent findings at colonoscopy, with a prevalence
estimated & high as 3096 in middie-aged asymptomatic
adues, #3% Although adenomatous polyps arising in
noncolitic muoosa are, by definirion, dysplastic and
potentially premalignant, it is widely accepted that they
can usually be removed definitively by colonoscopic
means. 8 Surgery is reserved for adenomas that cannot be
removed colonoscopically or for adenomas that are found
to have invasive carcinoma.

Despite the differences in the approach to DALMs in
colitis and sdenomas in noncoolitic colon, the 2 lesions are
often indistinguishable pathologically. The differentia-
tion between DALM and adenoma is made on clinical
grounds, If the polyp originates within colitic mucosa, it
is presumed to be a DALM; if it develops in noncolitic
mucosa, the diagnosis is adenoma.

This radically different approach to lesions that are
pathologically indistinguishable has stimulated us to ask
whether some dysplastic polyps arising in colitic mucosa
can be managed effectively by colonoscopic resection
without incurring a subsequent increased risk of colonic
cancer. To address this issue we have studied a large serles
of patients with chrondc colitis observed after colono-
scoplc removal of dysplastic polyps.

Abbreviation used In Mis paper: DALM, dysplasiaassoclated
leskn or mass.
& 1889 by the American Gastentarciogical Assoclation
0016-5085/99/610.00




Polypoid Dysplasia in IBD

Lesion arises in mucosa with histologically
confirmed UC

discrete sessile/pedunculated polyp
 endoscopically identical to sporadic adenoma
 histologically identical to sporadic adenoma

no flat dysplasia or carcinoma elsewhere

complete polypectomy

close survelllance (4 quadrant/10 cm)

Engelsgjerd et al. Gastroenterology, 1999



Polypoid Dysplasiain IBD

24 UC patients with adenoma-like lesion
(follow-up: 17-156 mos; mean 82 mos)

“ N\

no further dysplasia: 9 further dysplasia: 15

l

none developed flat dysplasia/ADC (except 1)

Odze et al. Clin Gastroenterol Hepatol 2004



Dysplasia in IBD

/\

Mass Polyp

(true “DALM”) / \

Inside IBD Outside IBD

flat dysplasia  no flat dysplasia \

elsewhere elsewhere

/ Sporadic adenoma
Colectomy l

Polypectomy Polypectomy
Close surveillance



Colorectal Polyps

Hyperplastic polyp  Mixed-type polyp

Traditional « Hamartomatous polyp
adenomatous polyp  « | ymphoid aggregate
“Sessile serrated (misc)

polyp” (or SSA) » Cauterized beyond
Traditional serrated recognition

adenoma






Terminology

« Adenoma (Implies at least LGD)

« Adenoma with high-grade dysplasia
 Intramucosal adenocarcinoma

e |[nvasive adenocarcinoma



Terms To Avoid

 Adenoma with dysplasia
* Atypla
* Moderate dysplasia

e Carcinoma in situ












In Situ”

iInoma

o
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Intraepithelial
neoplasia

 No penetration of

basement membrane

e Most severe form of
high-grade dysplasia
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Malignant Colorectal Polyps
Critical Parameters

» Differentiation of tumor
 Lymphatic invasion
* {00 subjective (?CD31; ?deeper sections)

e correlates with tumor differentiation and
excision margin

* Polypectomy margin
e can it be evaluated?
* how close Is too close? (2 mm, 1 mm, at margin)






Completeness of Excision

* Pathologist has a LIMITED ABILITY to
assess adequacy of excision

5 um slides viewed In 2
dimensions

*Depends In large part on proper
handling at time of gross
evaluation


















Completeness of Excision

* The endoscopist’s opinion is the MOST
Important

* Assesses gross in 3 dimensions

e Cauterizes base: additional 3-5 mm
destroyed

* Additional biopsies or EUS
warranted In certain cases



Predictive Factors of Nodal Metastasis

 Poor differentiation
 Angiolymphatic invasion

*I[ncomplete resection



“Polyp at 40 cm”

Invasive moderately
differentiated
adenocarcinoma arising in
an adenoma with high-
grade dysplasia

« Margin clearly
visualized

 Tumor approximately
2.2 mm from
cauterized margin

 No angiolymphatic
Invasion



“Polyp at 40 cm”

Invasive moderately
differentiated
adenocarcinoma arising in
an adenoma with high-
grade dysplasia,
Incompletely excised

* Margin clearly
visualized

« Tumor immediately at
cauterized margin

 No angiolymphatic
Invasion



“Mass at 50 cm”

 Diagnosis: at |least
Intramucosal
adenocarcinoma

« Comment: Although
submucosal invasion Is not
seen in this specimen, the
severity of the cytologic and
architectural features, in
conjunction with the
endoscopic appearance of a

mass, strongly suggest this
0. S o iae % could be adjacent to an
bt OF #0097~ " ° Invasive component.
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Conclusions

« Adenoma = dysplasia

« Simplify terminology

e Call It If you see it

* Don’t call it if you don’t see it

« Communicate with the endoscopist



Serrated Polyps: WHO 2010

* Hyperplastic polyp
» Sessile serrated polyp / adenoma (ssreissa)

« SSP/SSA with cytological dysplasia

 Traditional serrated adenoma



Terms To Avoid

* Glant HP

* Atypical HP
*Large HP

* Mixed polyp

e Serrated adenoma









Sessile Serrated Polyp

« Endoscopy

* 9% screening
colonoscopy

« Smooth surface
 Often mucus covered
« Sessile growth pattern
¢ Sjze

* 50%>5mm

¢ 15-20% >10mm
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Dysplasia resembles
conventional adenoma

OR

“Serrated dysplasia”


















SSP Diagnosis Interobserver Concordance

Concordance on each category (kK value)

Category First round Second Third
TSA 0.81 0.78 0.83
SSP 0.45 0.32 0.49
HP 0.52 0.42 0.52
Overall 0.56 0.47 0.58

Am J Surg Pathol 2008;232:30-35






