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PATHOLOGY REPORT OF MALIGNANT POLYPS ‘INTRAMUCOSAL CARCINOMA’ VS ‘HGD’

Prefi
re erred Depth of Involveme | Manageme
1. Presence/absence of poorly differentiated

carcinoma (any amount) Low-grade dysplasia
A 2. Presence/absence of angiolymphatic
invasion . " . .
iy 3. Presence/absence of high-grade tumor Mucosa (epithelium) - IEREREEE Rl PonpecFo'my’{IocaI
| Distnee _
4. Distance of invasive component to (No risk of mets)
margin/completeness of excision Intramucosal
5. Depth/Width of invasion

muscularis mucosae

Invasive carcinoma
(submucosal invasion)

* Depends on endoscopic resectability
**Depends on endoscopic resectability and presence of high-risk features for lymph node
metastases




EMR OF POLYP - LYNCH SYNDROME PT %

2/15/21

PATHOLOGY REPORT OF MALIGNANT POLYPS

1. Presence/absence of poorly differentiated
carcinoma (any amount)

2. Presence/absence of angiolymphatic

f invasion

i Y 3. Presence/absence of high-grade tumor

v budding

4. Distance of invasive component to
margin/completeness of excision

5. Depth/Width of invasion

muscularis mucosae

PATHOLOGY REPORTING — HOW ARE WE DOING?

Average Range of Lab
Averages

Tumor Grade 84% 50-100%
Lymphovascular Invasion 80% 62-100%
Margin Status 90% 71-100%
Tumor Budding 44% 0-100%
Submucosal Depth 19% 0-100%
Complete Reporting 41% 0-100%

(Grade, LVI, Margin, Budding)

N=236 malignant polyps from 234 patients

Berg KB et al.Virchows Arch. 2020 Jun:476(6):863-870.
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LN METASTASES

DEPTH OF INVASION AND RISK OF

Depth of submucosal invasion # of cases Nodal involvement

<500 um 23 0

500 — 1000 pm 15 1(7%)
1000 - 2000 pm 38 2 (5%)
2000 — 3000 pm 61 11 (18%)
3000 - 4000 pm 45 5 (11%)
4000 - 5000 pm 31 6 (19%)
>5000 pum 38 8 (21%)

The odds ratio of regional nodal involvement was 5.0 (range 1.5-17.0) at a
threshold of 2 mm for tumor depth.

Ueno et al. Gasroenterology 2004 127:385-394

DEPTH OF INVASION AND RISK OF LN METASTASES

Ueno et al 2004
Nakadoi et al 2011
Tateishi et al 2010
Kawachi et al 2014
Oka et al 2013
Ueno et al 2014

Pai et al 2017

Number of tumors
(LN metastases)

251(33)
499 (41)
322 (46)

806 (97)

118 (13)
Rectal only

3556 (393)

116 (28)

Depth of submucosal invasion

% in node negative vs. % in node-positive cases

Using 2 2000 um
52%vs. 91% (p<0.0001)
Using 2 1800 um
48% vs. 83% (p<0.0001)
Using 2 1000um
88% vs. 98% (p=0.05)
Using 2 1000um
76% vs. 96% (p<0.0001)
Using 2 1000um
73% vs. 92% (p=0.18)
Using 2 1000um
84% vs. 95% (p<0.0001)
Using 2 1000um
60% vs. 81% (p=0.04)
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Kawachi H, ot al Mod Pathol. 2015 Jun28(6) 872-9.

MEASURING DEPTH OF SUBMUCOSAL INVASION
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DEPTH OF INVASION—JSCCR guidelines

Negative vertical margin e,
+v v
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Depth ion Depth of invasion
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Vascular invasion Vascular invasion
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R is considered Ilymph node dissection
Fig. 10

Treatment strategies for pT1 (SM) cancer after endoscopic resection

jtanabe T, et ol IntJ Cin Oncol 2017 Mar 27, doi. 10, 1015,

WIDTH OF INVASIVE COMPONENT

WIDTH OF INVASION AND RISK OF LN METASTASES

Width of submucosal invasion # of cases Nodal involvement

<2000 um 35 0

2000 < X < 3000 pm 2 1(4.5%)
3000 < X < 4000 pm 24 1(4.2%)
4000 < X < 5000 pm 19 4(21.1%)
5000 < X < 6000 pm 23 4(17.4%)
6000 < X < 7000 um 10 2(20%)
7000 < X < 8000 um 26 4 (15.4%)
> 8000 pum 92 17 (18.5%)

The odds ratio of regional nodal involvement was 5.0 (range 4.5-21.1) ata
threshold of 4 mm for tumor width.

Ueno et a. Gastroenterology 2004 127:385-394
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WIDTH AND AREA OF SUBMUCOSAL INVASION

Area of Submucosal Invasion and Width
of Invasion Predicts Lymph Node Metastasis
in pT1 Colorectal Cancers
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SUBSTAGING PT1 - HAGGITT LEVELS FOR POLYPOID

LESIONS

Ueno ot al. Gastroenterology 2004; 127:385-304.
Haggit et al. Gastroenterology 1985 89(2):328-336

SUBSTAGING PT1 — KIKUCHI LEVELS FOR NON-POLYPOID
LESIONS

o @ NxT =

Proper staging requires knowing
where the MP is.

Kkuehi ot al. Dis Colon Rectum 1995 Dec;38(12):1236.95.

Lymphatic invasion

-Lesions called suspicious for vascular invasion
tended to behave as though vascular invasion is
present

-No routine staining, but will do it on a case by
case basis

-Will report suspicious for vascular invasion with
acomment.




2/15/21

LYMPHATIC OR VASCULAR INVASION - does the
differentiation matter?

MARGIN ASSESSMENT

TatahT o a1 Wod Pain 2070 -

L1(33%) 45  13(29%) 32 (71%) 0.001 V1 no predictor
of LN

LO(67%) 91  5(5%) 86 (95%)
V1(25%) 34 3(9%) 31(91%)  0.38

VO (75%) 102 15(15%) 87 (85%)
LN

No m

Ishii et al. Int J C Dis 2009
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TUMOR BUDDING AT THE INVASIVE FRONT

Putiic domain

TUMOR BUDDING — a histologic ‘snapshot’ of EMT

Molecular factors

Frequent: APC gene mutation

Tumor center

Increased expr
PA (c). Maspin (n). PERK (n).
TGF-beta (c). Matrlysin (n).
PS3 (1), UPAR (m/c)

Infrequent: microsateliite instabity
(Ms1) and possibly CpG Isand
Methylator Phenotype (CIMP-H)

Tumor buds

Decreased expression:
CDB+ T-cells, pAKT (<),
syndecan-1 (m)

Increased expression:
MMP-2 (). MMP-9 (c).
Cathe (c). CXCLIZ (m/c).
Tomarcome > Neatl| p-catenin (), Befa-li-
Increased expression:
EGFR (c/m). B-catenin (n),

Ephb2./bch- (c/m.c) ABCGS (c), CD133 (¢)

Decreased expression: E- 14 Decreased expression:

‘cadnerin (m). CDA4 (m). N Xié7 (n). E-cadherin (m)
CD44vé (m), CD166 (m).
EPCAM (m). APAF-1 (c)

Histological features

frequent. nfiliating fumour margin,
™

Infrequent: peritumoral lymphocyfic
inflammation. tumor infilrating
Iymphocytes

Zlobec , et al, Oncotarget 2010; 1:651.- 661

TUMOR BUDDING

COLLEGE of AMERICAN
PATHOLOGISTS

Protocol for the Examination of Spocimons From Pationts With
=1 Primary Carcinoma of the Colon and Rectum

The CAP Cancer Protocol has added tumor budding as b
a recommended but not mandatory element in the
following settings:

1. Cancers arising in polyps (pT1) — helps to assess for risk of LN

adjuvant chemotherapy.

d —_—
Ca ncy metastasis and need for surgery. JE—
. 2. Stage Il colorectal carcinoma — helps to select patients for

TUMOR BUDDING - scoring system as per the International
tumor budding consensus conference (ITBCC)

Recommendations for reporting tumor budding
in colorectal cancer based on the International
c

Tumor
(ITBCC) 2016

Reporting exampie:
amorBanG, 543 (Ngh). count 14 (per 0.785 man)
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Tumor budding — clinical implications in malignant polyps
[as per 2016 JSCCR guidelines]

Negative vertical margin G ]
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Papitary Poory aterontiated
adenccarcioma
Poiiar
Sionotring oot
"""“‘1‘"‘" ™ Mucas carinome
Depth of invasion Depth of invasion
<1000 um 21000 pm
Vascular invasion Vascular invasion
negative
Budding (G1) l Budding (G2/3)
- Intestinal resection with lymph node dissection  Intestinal resection with
Surveillance is considered lymph node dissection

Fig. 10
Treatment strategies for pT1 (SM) cancer after endoscopic resection

While we are on the topic: What exactly is poorly

differentiated carcinoma?

Adverse histological features in malignant colorectal
polyps: a contemporary series of 239 cases
lan S Brown,'? Mark L Bettington, ** Andrew Bettington, Gregory Miler,*

b i

1ol 2016:69:202-299.
06892220,
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PATHOLOGY REPORTING — HOW ARE WE DOING?

Average Range of Lab
Averages

Tumor Grade 84% 50-100%
Lymphovascular Invasion 80% 62-100%
Margin Status 90% 71-100%
Tumor Budding 44% 0-100%
Submucosal Depth 19% 0-100%
Complete Reporting 41% 0-100%

(Grade, LVI, Margin, Budding)

N=236 malignant polyps from 234 patients

Berg KB et al.Virchows Arch. 2020 Jun:476(6) 863870,
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Management

Surgical
Indication

Positive for at least
one Pathologic 154
Surgical Indication

No §ur$|cal 63
Indication
Overall 235

Berg KB et al.Virchows Arch. 2020 Jun:476(6):863-870.

Surge Residual
E Carcinoma
m () n (%)
101 (66) 17 (17)
26 (41) 1(4)
143 (61) 32(22)

Lymph Node
Metastases

n (%)

11(11)

1(4)

20 (14)
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