|'| Amsterdam UMC

A .l

ECTALCANCER 30 pucust 2027 — | g s i § e — l!‘) ﬂmsterdom UmC

\STER cLASS INTERCONTINENTALGTY STARS - ARG -GYPT




What 1 s a ocomplex [/ ad

A Higher risk of recurrence and/or incomplete resection
A Higher risk of (deep) submucosalinvasive cancer

A Higher risk of complications

CRC Masterclas$ Cairo, Egypt | August 2022 “ Amsterdam UMC
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CRCpolypsPrevalence by size

Di mi nutive O 5 mm

Intermediate

10-19 mm
arge
O
\/
= Diminutive 70-80% = Small 10-15% = Intermediate 5-10% Large 1-2 % M
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CRC polyps are diverse

IC valve

Appendix orifice

Dentate line

Inside flexures

u left lateral
" supine
» right lateral

Behind fold

@
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Endoscopli c techni que:

Cold / hot snare resection Pre-cut EMR
EMR ESD
Underwater EMR eFTR

CRC Masterclas$ Cairo, Egypt | August 2022 “ Amsterdam UMC
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Surgical techniques

A Combined laparo-endoscopic wegde resection

A Radical Oncologic resection
o Completion

o Primary

CRC Masterclas$ Cairo, Egypt | August 2022 @ Hmsterdom umc
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Bowel cancer screening programs

50% B : -
L ETEE;{Z‘ZT;”C%M 2015 A Up tot 40% screendetected CRCis T1
s Screen detected 2015 A Overall risk LNM ~ 11%for T1

30% | A Potential endoscopid local therapy

A 75% T1 CRcated in colon 847%pedunculated

20%

10% -
A Recognition is important!

0%
1 2 3 -

Stagedistribution CRC before &during screening program

. Elferink NTVG 2018 \/
CRC Masterclas® Cairo, Egypt | August 2022 e T o s 2 7 M Amsterdam UMC



Effective Mx CRC polyps : structured TX

” 1. Structured polyp assessment )
V Size
V Shapd Morphology
V Location

\_ VOptical surface features )

2. Planning

V' Now or later? Appropriate consent?

V' Refer to more exprienced/ dedicated colleague
V' Piecemeal (hot/ cold) or en bloc?

\V Refer to surgeon

3. Post polypectomy management

\/ Evaluation resection site
V' Avoid complications & recurrence
\/ further Tx required ?

CRC Masterclas$ Cairo, Egypt | August 2022 “ Amsterdam UMC

versitair Medische Centra



W

Pedunculated vs Sessile (LNPCP)

. "
CRC Masterclas$ Cairo, Egypt | August 2022 Rutter et al. Gut 2015 /! Amsterdom UMC
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@ Colorectal polypectomy and endoscopic mucosal resection (EMR):

ESGE Guideline

European Society of Gastrointestinal Endoscopy (ESGE) Clinical

Always endoscopic removal !

BOWEL WALL

BOWEL WALL

CRC Masterclas® Cairo, Egypt | August 2022

Head size <20 mm Head size 220 mm or
and Stalk width 210 mm
Injection with 1:10 000
adrenaline and/or
prophylactic mechanical
hemostasis followed by
Hot Snare Polypectomy

Stalk width <10 mm
Hot Snare Polypectomy'?

Ferlitsch Endoscopy 2017

|’| Amsterdom UMC
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CRLAN®

Oncological Outcome OR (95% CI) P value :

14 Dutch units
Adverse Outcome 0.49 (0.35-0.69 <0.001 _
222/1656 events (13.4%) TLCRCs ( ) N=1656 T1 CRC
Metastasis 0.48 (0.32-0.72 <0.001
141/1656 events (8.5%) T1CRCs ( ) 43% PM
Incomplete resection 0.54 (0.34-0.85 0.008 .
e secton ( ) AEPM: 9.3%
Recurrence 0.61 (0.38-0.99) 0.05 D7

90/1656 events (5.4%) T1 CRCs

B U T éstill high proportion referred for surgery : 46-76%

CRC Masterclas$) Cairo, Egypt | August 2022 Kessels et al., Clin Gastroenterol Hepatol 2019 w Amsterdam UMC
Universitair Medische Centra



Histologic Model For Pedunculated T1 Colorectal Carcinomas

oC Dy, 6 @ a 9
SN
o
P

/%5 Hospitals: 13 :
g P A= Low-risk  High-risk Missed
T1 CRC T1 CRC metastasis

Pedunculated Conventional model 1
T1 CRC: 708 (ASGE/ESGE) 0.67 43% 57% 1.3%

Conventional model 2

Metastasis: (JSCCR) 0.64 35% 65% 1.2%
Our new model 083  68% | 8% | 13%
Gastroenterology

: &
CRC Masterclas® Cairo, Egypt | August 2022 Backes et al. Gastroenterology 2018 M HmsterdomumC
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Colorectal polypectomy and endoscopic mucosal resection (EMR):

European Society of Gastrointestinal Endoscopy (ESGE) Clinical
Guideline

Superficial Colorectal Neoplasia

Sessile or Flat Pedunculated

Small Head size <20 mm Head size =20 mm or
Size 6-9 mm and Stalk width =10 mm
Cold Snare Polypectomy Stalk width <10 mm Injection with 1:10 000
to achieve en bloc Hot Snare Polypectomy adrenaline and/or
resection’ prophylactic mechanical

Diminutive

Size =5 mm
Cold Snare Polypectomy’
to achieve en bloc resection

hemostasis followed by
Hot Snare Polypectomy

Advanced endoscopic imaging
to identify the presence
of submucosal invasion®

CRC Masterclas$ Cairo, Egypt | August 2022 Ferlitsch Endoscopy 2017 |" Amsterdam UMC
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CRC polypsO10mm : LST

Endoscopic subtypes of colorectal laterally spreading tumors
(LSTs) and the risk of submucosal invasion: a meta-analysis

» Table4 Risk of submucosal invasion inlaterally spreading tumors, stratified by size.

Risk of containing submucosal invasion 46% 9.2% 16.5%

(95%Cl) (3.1%-6.0%) (6.6%-11.8%) (9.8%-23.3%)
Heterogeneity index, |2 31.6% 14.1% 69.5%

References [1,38,39,58,59,63,67,69] [1,38,58,59,69] [1,38,58,59,69]

. ¢
CRC Masterclas$) Cairo, Egypt | August 2022 R.M. Bogie, S. Sanduleanuet al, Endoscopy 2018 \/) Amsterdam UMC
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Laterally Spreading Tumours (LSTs)

> 10-20mm horizontal growth pattern

RISK

15-209% [ SEEE———  Non-granular [NG-type] |

u

40% NG Pseudedepressed
—uOAANA N —  Granular [G-type]

1-2% (Homogenous)

10+% (Dominant nodule)
%“ﬁ-’f’b"
CRC Masterclas® Cairo, Egypt | August 2022 Holt BA & Bourke MJ. Clin Gastroenterol Hepatol.2012;10:969-79 ." Amsterdam UMC

Rutter MD et al. Gut 2015, 641847'73 Universitair Medische Centra



Risk of Covert Submucosal Cancer in Patients With Granular
Mixed Laterally Spreading Tumors

Ferdinando D’Amico,” Amaldo Amato.* Andrea lannone,® Cristina Trovato,

| : g p— Table 3. Results of the-_ Multivariate Analysis for Detection of
_ - el Covert SMIC in GM-LSTs
Non-rectal LST-GM <4cm ”‘ ."'". " Non-rectal LST-GM =4 cm . .
SMIC Risk 5.0% wrbs - SMIC Risk 7.4% Adjusted Odds._ Ratio
L e Variable 95% CI)® P Value
Sex
Male” 1.00 92
Female 0.98 (0.58-1.65)
A : Age, years 0.99 (0.97-1.01) 23
s P L s l Lesion size, mm° 1.02 (1.01-1.03) 003
Rectal LST-GM <4cm & S R ORL Rectal LST-GM > 4 cm Colonic location of the lesion-
Right colon” 1.00 004
SMIC Risk 8.0% Q Y Sl SMIC Risk 22.1% Sransvesecolon 164 (0_51_5_21)
" Left colon 1.83 (0.67-4.99)
Rectum 3.08 (1.62-5.83)

. ¢
CRC Masterclas$ Cairo, Egypt | August 2022 D &mico et al, Clin Gastroenterol and Hepatol 2020 M Amsterdam UMC



Lesion morphology: Paris classification

Protruded lesions Flat elevated lesions Flat lesions
Ip 0-lla 0-llb
Pedunculated Flat elevation of mucosa Flat mucosal change
bz B i am—— — ——— ———¥
Muscularis \ = aee] T ST e ESRRMRRRRRReS T o ssssaee s —
mucosa e o2 N — = N

Submucosa —

Muscularis

propria ’,i

==

Isp
Subpedunculated

Adventitia

0-llc

Mucosal depression

O-lla+1Is
Flat ion with raised,
Is N
Sessile

i- broadbased nodule

Not suitable for
endoscopic resection !

CRC Masterclas® Cairo, Egypt | August 2022

Holt BA & Bourke MJ. Clin Gastroenterol Hepatol.2012;10:969-79
Rutter MD et al. Gut 2015;64:1847-73

Paris Classification

I-p
(pedunculated)

. ".“-..1-?"" ,
Il (flat ulcerated)

lic (flat depreésed)

I1-b (flat flat)

|’| Amsterdam UMC
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cancerous

Kudo S et al. J Clin. Pathol.1994;47:880

CRC Masterclas® Cairo, Egypt | August 2022

llls

i,

A

Adenoma(dysplasia)

Low
grade

69
(58.9%)

8,232
(83.4%)

1,456
(47.4%)

90
(8.1%)

0
(0.0%)

High
grade

16
(13.7%)

1,126
(11.3%)

768
(25.0%)

117
(10.5%)

0
(0.0%)

Tis
30

(25.6%)

533
(5.3%)

738
(24.0%)

504
(45.1%)

16
(5.2%)

T

2
(1.7%)

0
(0.0%)

108
(3.5%)

406
(36.3%)

292
(94.8%)

117

9,982

3,070

1,117

308

Shin-el kudo.J.Colon Exam, 2012 L\’y HmS_t,?rde,U_mC



JOURNAL of
DIGESTIVE
ENDOSCOPRY

Expert Team

Narrow-band imaging (NBI) magnifying endoscopic
classification of colorectal tumors proposed by the Japan NBI

EMR

ESD

surgery

Type 1

Type 2A

Type 2B

Type 3

histology

Sessile serrated polyp

neoplasia

neoplasia/ Shallow
submucosal invasivecancer *?

* Regularcaliber
Vessel ivisible™t il u?ardistribution * Variable caliber * Loose vesselareas
pattern (meshzd Feriril patterr) 2 * Irregular distribution * Interruption of thick vessels
Surface . Beglulardark or w:nte spots | - Regular " | ' = '
pattemn Similarto sumrtr’c:;za ingnorma (tubular/branched/papillary) rregularor obscure morphous areas
: High grade intramucosal
Most l'kely Hyperplastic polyp/ Low grade intramucosal e Deep submucosal

invasive cancer

Endoscopic
image

11th IGILUCA Cairo, Egypt | July 2022

|’| Amsterdam UMC
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Complex / advanced CRC polyp

Risk for recurrence/incomplete resection

AL esi|] on S| zZ e O 4 0 mm Table 3 Independent risk factors for failed endotherapy®

Feature Statistical association (n=479)

Aprior failed resection O ——ry
5% C11.77 to 7.94; p=0.001
A | |eo_Ceca| Valve or dentate ||ne lleocaecal valve involvement OR=3.38; 95% Cl 1.20 to 9.52; p=0.021

Niffi nacitinn (R
Lesion size >40 mm OR=4.37;

Previous APC use OR=3.51; 95% CI 1.69 to 7.27; p=0.001

=95% Cl 1.14 to 4.12; p=0.019
D5% Cl 2.43 to 7.88; p<0.001

A Size-morphology-site-access (SMSA) level 4

APC, argon plasma coagulation.

Ferlitsch et al, Endoscopy2017

CRC Masterclas® Cairo, Egypt | August 2022 Rutter et al Gut 2015

) Amsterdom umc



Complex / advanced CRC polyp

SMSA scoring system

[smsa2 | ¥ & Table 3 Range of scores for each polyp level
Median duration - 10 min . ! % 0
Likelihood of: . ; § ; ‘ i Polyp level Range of scores
+ Success 99.4% . ; y ), i
+ CSPER 1.7% E ‘ i . A o i Level | 4-5
* Recurrence 5.5% i 3 ¥ | ="
Level I 6-8
Level Il 9-12
SMSA 3 p R\ T % ; 7
Median duration - 15 min AN A ok - WS , g Level IV >12

Likelihood of:

* Success 97.8%

* CSPEB 4.3%

» Recurrence 9.2%

ME S Validation in 220 lesions >20 mm showed SMSA level 4
iU & h W @ | | A Higher complication rate (8,6%vs 0%)

Likelihood of:

* Success 92.9% E ‘N N N -2 A Lower clearance rate (87%vs 97%)

A __ronen 9 N0/

* Recurrence 23.5%

e

. Longcroft-Wheaton G et al, Dis Colon Rectum 2013;56:960-966 )
CRC Masterclas$ Cairo, Egypt | August 2022 M. Sidhu, M Bourke et al, Endoscopy 2018; 50:684-692 Ml Amsterdam UMC
Gupta S et al, Frontline Gastroenterology 2013;4:244-248 Universitair Medische Centra



Volume of surgery for benign colorectal polyps

in the last 11 years

Maxime E. S. Bronzwaer, MD,' Lianne Koens, MD, PhD,” Willem A. Bemelman, MD, PhD,’
Evelien Dekker, MD, PhD,' Paul Fockens, MD, PhD'; on behalf of the COPOS stu dy group

A Absolute & relative volume stable 2005-2015:

A > 80% NQendoscopic resection
A 2 4%referral to expert center
A Mortality 1,4%
A Morbidity 35 %

1.07
1.0 - 300000
- 250000 5 0.87
~ 0.8 - s
g 5 &
& L 200000 2, v 0.6+
2 0.6 8 £
] L o ©
3 150000 3 S 0ad
> 0.4 a z
= 100000 =
& o o
[7} n v e«
< 02 L 50000
0.0
0.0 T T T T 0 o ’C: A Q;: N
D N SN N SR P S PP
S () (\) 9 9 N N N N N N (\) (w)
LTSS S5 B & &4

Gastrointest Endosc2018

CRC Masterclas® Cairo, Egypt | August 2022

- 800
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- 500
- 400
=300
- 200
- 100

4s pawuopiad jo'onN

The impact of the national bowel screening program
in the Netherlands on detection and treatment of endoscopically
unresectable benign polyps

C.C. M. Marres’ - C. ). Buskens? - E. Schriever' - P. C. M. Verbeek' - M. W. Mundt? - W. A. Bemelman? -
A.W.H.van de Ven'?

Techniques in Coloproctology (2017) 21:8873891

After introduction of BCSP in 2014 :
3X more radical resections for benign
CRC polyps

Table 3 Perioperative complications

Complications N (%)
Perioperative death 2(2.6)
Complication Clavien—Dindo > 3b 9(11.8)
Complication Clavien—Dindo < 3b 16 (21.0)
Anastomotic leak 3(3.9)
Conversion 3(3.9)
Total 76 (100)

| Amsterdam umc



W

Polyp Advice

PANEL for complex polyps in NORTH-HOLLAND (NL)

@ Online tool for advice on Tx for complex CRC polyps and suspected T1 CRC
cancers : www.poliepadvies.nl

9 Feedback within 5 working days from expert pannel (14 Gl experts )

www.poliepadvies.nl poliepadvies@amsterdamumc.nl



Non-pedunculated CRC polyps

Non-invasive lesion

/\

1-2 cm

A Hot snare polypectomy

A Enbloc EMR

RCT EMR vs HSP (125mm)

| mproved RO rates

f

or

EMR

V

vi t h

CRC Masterclas® Cairo, Egypt | August 2022

Hochiri et al, Endoscopy2016 48(7):646-51

e s

>2CcMm

A Enbloc EMR
A Pre-cutting EMR

A Piece-meal EMR

i'&b ESQ)??l 4 mm

-> for lesions with high SMSA score : referral for
expert endoscopist or surgeon

Universitair Medische Centra

|’| Amsterdam UMC



Colonic EMR - outcomes

A Safe A Inadequate histology

A Cheap A -> problem for HGD / T1 CRC
A Quick & easy "

A Unlimited size

A Effective

o0 Technical succes 90-92%

0 Avoiding surgical resection 83-92% A Recurrence 15-30% (max. 41% polyp > 4cm)
A EndoscopicMX 93% surveillance
A Invasive cancer at suveilance 0.3%

0 Secondarysurgery indication

A >60%submucosalinvasion
A <40%not succesfull
A 1% complications

FF (w2 ""‘/

A Delayed bleeding 6%

. MossGastro 2011, HassanGut 2015 \/
CRC Masterclas® Cairo, E t | August 2022 - ’
gypt | Aug MossGut 2014, Longcroft-Wheaton Dis Colon Rectum 2013 “ RTsiteMgggergng



Non-pedunculated CRC polyps

4 e- T1 CRC

I
I
\ 4 v

<2cm >2cm & HGD/Sm1

All patients should get

tattoo 3cm distal to
location of procedure !

> 2 cm & deep sminvasion

rectum



eFTR for early colonic cancer

CRC Masterclas® Cairo, Egypt | August 2022
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Dutch prospective eFTR registry

eFTRfor T1 CRC ideasible and relative safe

Prospective multicenter registry V Technical succes: 87%
Started august 2015 V ROresectionm : 84% (80%or primary lesions)
23 participating hospitals V Severe adverse events : 2.2%

39 certified endoscopists
Delivers optimal histology/risk stratification in >98%

eFTRcould change traditional TX paradigms and reduce
the overuse of surgery:
V ROresection in deep invasive cancers
V Completion treatment after previous R¥R1
resection low risk T1 CRC

> 700 eFTRregistered procedures
~ 350 T1 CRCrelated

CRC Masterclas$ Cairo, Egypt | August 2022 “ ﬂmsterdom UmC

sitair Medische Ce



Endoscopic submucosal dissection: European Society
of Gastrointestinal Endoscopy (ESGE) Guideline S
ESGE

ASi7 RECOMMENDATION Update 2022
ASU 13 ESGE suggests that ESD should be considered for en
bloc resection of colorectal (but particularly rectal) le-
\|  sions with suspicion of limited submucosal invasion (de-
\ marcated depressed area with irreqular surface pattern
\ ora large protruding or bulky component, particularly if
the lesions are larger than 20mm), or for lesions that o ] _
A EX otherwise cannot be completely removed by snare-based >M invasion & relative Safe)
\ techniques. 1
Weak recommendation, moderate quality evidence.

ml, O Db&s&doru m) ,

CRC Masterclas® Cairo, Egypt | August 2022 Pimentel -NunesP et al, Endoscopy 2015



Colonic ESD- outcomes

A Larger tumours dunlimited size

A Low recurrence

A Good histology den bloc specimen

A T1 cancers without high risk features are cured

Duration 30 min 108 min
En-bloc resection 47% 92%
Bleeding 3.5% 2.0%
Perforation 1.4% 5.7%
Recurrence 12.2% 0.9%

CRC Masterclas® Cairo, Egypt | August 2022

7.4 (6.4-8.3)
58.7 (36.2-79.9)
0.85 (0.45-1.6)
5.0 (2.8-8.9)
0.08 (0.04-0.17)

A Time / resource consuming

A Difficult : lack expertise outside Asia

A Higher complication rate (> 4-5cm)

A Costly

A No cure for deep Sminvasive cancer (R1)

: Y oo R

| Amsterdam umc




U
LEARNING CURVE FOR ENDOSCOPIC SUBMUCOSAL DISSECTION OF
LARGE COLORECTAL TUMORS

Kmicar Hotra, Tsuneo Ovana, ToMOAKT SHINOHARA, YOSHINORI Mivata, Axiko TaxamasHI,
Yoro KiramMmura axp AxraIsa ToMoR:

Department of Gastroenterology, Saku Central Hospital, Saku, Nagano, Japan

CRC Masterclas® Cairo, Egypt | August 2022

Digestive Endoscepy (2010) 22, 302-306

Lesion 2x2cm (4cny)

48min in experienced hands !!

Lesion 3x3cm (9cny)

90 min in experienced hands !!

Lesion 5x5¢cm (4cn)

250 min in experienced hands !!

\'l Amsterdoam UMC

Universitair Medische Centra



EMRvs ESD:cost-effectiveness analysis

V Selective ESDprevents 19 additional surgeries
_ per 1000 cases atslightly lower cost compared

{ , with WREMR.
’, E"d°s°°°'cLes'°"”si“'"e"t /) |V Universal ESDcould prevent an additional 13
mem—— surgeries per 1000 casescompared with
selective ESD,but at substantial increased
[... e J{ i 512] {U"'jgj;jﬂfﬂ cost.

V Expandingselective ESDcriteria according to
contemporary Japaneseqguidelines provides
little additional benefit .

A universal ESDstrategy In the colorectum Is not

justified

Bahin Gut 2017



Colonoscopic-assisted Laparoscopic Wedge Resection for
Colonic Lesions

A Prospective Multicenter Cohort Study (LIMERIC-Study)

[ ] A Multi center study (n=13) : 2017 -2019
A Short term safety & efficacy

CRC Masterclas® Cairo, Egypt | August 2022 Leicher Ann surg 2022



Colonoscopic-assisted Laparoscopic Wedge Resection for
Colonic Lesions

A Prospective Multicenter Cohort Study (LIMERIC-Study)

TABLE 2. Technical Success of Colonoscopic-Assisted Laparoscopic Wedge Resection in Patients Scheduled for CAL-WR TABLE 3. Clinical Outcome CAL-WR
Indication CAL-WR
. . . . n =110 (%)
Overall Endoscopically- Unresectable Residual Adenomatous Irradical Low Risk
n = 118 (%) Polyp n = 66 (%) Tissue n = 34 (%) pTln =18 (%) Overall COHlp]iCEl[iOl‘l'i 7 (6)

Techn}ca] success 110 (93) 63 (95) 31 (91) 16 (89) Minor complications (CDG I—H) 7 (6)
Location successful . R
CAL-WR Urinary retention 2

Caecum 50/52 (96) 35/36 (97) 14/15 (93) 1/1 (100) Urinary tract infection 1

Ascending colon and hepatic flexure 25127 (93) 13/14 (93) 8/9 (89) 4/4 (100) Sureical site infecti 1

Transverse colon 10/11 (91) 717 (100) 374 (75) - urgicat sie infection )

Descending colon and splenic flexure 717 (100) 4/4 (100) 2/2 (100) 1/1 (100) Readmission due to pamn 1

Sigmoid colon 18/21 (86) 4/5 (80) 4/4 (100) 10/12 (83) Opioid intoxication 1
CAL-WR not performed Paralvtic ileus 1
Reason: 8 (7) 3(6) 3(9) 2(11) .afa yiic I‘eusi

Rectal lesion 3 1 — 2 Major complications (CDG III-TIV) -

Ingrowth in ileum” _ , ! - ! - Median length of stay (range), d 2 (1-5)

Stenosis due to prior endoscopic resection 1 - 1 - . . . .

Suspicion of carcinoma | | _ _ Median operating time (range), min 58 (20-138)

Lesion close to mesentery 1 - 1 - T ] K T

No tension on suture possible 1 1 _ _ CDG indicates Clavien Dindo Grade of complications.
Converted into:

TAMIS 2 1 - 1

eFTR 1 — — 1

LEAWR with acceptance of irradicality 1 - 1 - A . _

Right-sided hemicolectomy 4 2 2 - Benlgn path0|0gy 69% (”—76)

*CAL-WR was performed with acceptance of irradicality. A H . 0 _—
CAL-WR indicates colonoscopic-assisted laparoscopic wedge resection; eFTR, endoscopic full-thickness resection; TAMIS, transanal minimally invasive surgery. I nvaSIVe Can Cer . 20 /0 n_22

A pT1:n=13
A pT2:n=7
A pT3:n=3
A No residual cancer : 11% (n=12)

CRC Masterclas® Cairo, Egypt | August 2022



)
Curative local Tx of T1 CRCdepends on:

ARadicality A en bloc ROresection

AAbsence of high risk features:
V Deep submucosalinvasion ( i . e . O m&adifg®ma3,or Haggitt 4)
V Lymphovascular invasion
V Poor tumor-differentiation
V Intense tumor budding (grade 2 -3)

CRC Masterclas® Cairo, Egypt | August 2022



L e t Riz=®valuate depth of invasion

CRC Masterclas® Cairo, Egypt | August 2022



Sminvasion depth Is a weak predictor for LNM

A Risk of LNM if only deep sm invasion is presentis 1 83 %15

Study, year Risk for LNM

Suh 2012 118 2 (1,7 %)
Nakadoi 2012 249 3 (1,2 %)
; | ; : ;
Warning! Precise pathologlc evaluation 8%
reqUIred ”I Risk for LNM
Surgical mortality
Yasue 2019 258 4 (1,6 %) Recurrence despite surgery

1 Suhet al, Endoscopy 2012 3 Nakadoi et al, J Gastroenterol Hepatol 2012
2 Kim et al, Medicine 2016 4Okaet al, Dig Endoscopy 2013



Gastroenterology 2022;m:1—16

Deep Submucosal Invasion Is Not an Independent Risk
Factor for Lymph Node Metastasis in T1 Colorectal Cancer:

A Meta-Analysis

Liselotte W. Zwager, ' Barbara A. J. Bastiaansen, ' Nahid S. M. Montazeri,
€ Hiroshi Kawachi,’ Isidro Machado,®

Valeria Barresi,” Katsuro Ichimasa,
Weiqi Sheng,'® Shinji Tanaka,'' Kazutomo Togashi,'© Chihiro Yasue,'® Paul Fockens,

Leon M. G. Moons, ' and Evelien Dekker'

® Roel Hompes,
Tadahiko Masaki,®

a

1.2

Deep submucosal invasion is not an independent risk factor for lymph node metastasis in

T1 colorectal cancer: a meta-analysis

DSl in relation to LNM in
univariable analysis

DSl in relation to histological
high-risk* factors in
multivariable analysis

DSI as solitary risk factor for
LNM

DSI| should be
reconsidered as
strong indicator

/ \ : ¥ y
3 67 studies ) 8 studies, 3621 ﬁ ﬁ } .
e o @ for oncologic
i / \ s Study __OR [95% C1]
21,238 patients e aumes ,. surgery
| Pal etal, 2017 220|0.71, 6.86) ——
Shin ev.al., 2018 088 [0.32, 2.43] -
Yasueo otal, 201§ 161060, 431 o R
Bademw teemim o —
Overall LNM-rate: 11.2% Nemoletal 22 07802203  8— L
DSI overall OR 1.73[0.08,3.12] S > /K
IS 0 2 2 RO/ '~ 2) i . 0 ;// ' . '
OR 2.58 (95% CI 2.10-3.18) OR 1.73 (95% C1 0.96-3.12) Absolute risk: 2.6% . 4 @
DSl (deep submucosal invasion); LNM (lymph node metastasis); OR (odds ratio).
*poor differentiation grade, lymphovascular invasion and high-grade tumor budding GaStroenter()]Ogy

CRC Masterclas® Cairo, Egypt | August 2022
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)
Curative local Tx of T1 CRCdepends on:

ARadicality A en bloc ROresection

AAbsence of high risk features:

V Lymphovascular invasion

V Poor tumor-differentiation

V Intense tumor budding (grade 2 -3)

CRC Masterclas® Cairo, Egypt | August 2022



Conclusions

A Structural lesion assesment key for appropriate technique selection
A Pedunculated vs NP CRGolyps

A LST : plane of resection dependent on depth of invasion (EMRESDBeFTR Surgery)

A Considereferral before consideringsurgeryin complexbenignlesionsof T1 CRC

A Hybrid / Primary surgery : Endoscopicunresectable CRCpolyps or deep sminvasion > 2cm

A Completion surgery in high risk T1 CRC (shareddecision)

11th IGILUCS Cairo, Egypt | July 2022 Q’l} Amsterdam UMC
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ADiminutiveand smallpolyps cold snaré

ALargestalkedpolyps(> 2 cmhead > 5mmstalk): hotsnareafter
pretreatment ofstalk considemmechanicallclose defectvhenonly
adrenaline wasised(1:10.000).

AAdequatelesionassessmenfor everyLSTsize morphology site, access

AConsidereferral to experiencieccenterbefore consideringsurgeryin
complexbenignlesions

ARoutine clipclosurepost EMR isiot recommendedout canbe consideredn
high risk cases

A5 2 ys€bpeimmediatelyin delayedbleedsthat canbe resuscitateg most

bleedingssettle spontaneously
11th IGILU XSCalro Egypt | July 2022 I&f{jﬂmsterdom uUmcC
ecoanizsiansfor imminentoerforationo & i | Nddl & éomlication
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POLIEP -
ADVIES A

IPANEL VOOR COMPLEXE POLIEPEN IN NOORD-HOLLAND

, Online tool voor advies t.a.v. behandeling complexe poliepen
vroegcarcinomen via www.poliepadvies.nl

<3 Feedback binnen 5 werkdagen vanuit panel bestaande uit 14
iDL - artsen regio Noord-Holland & Flevoland

A Voor meer informatie:
A www.poliepadvies.nl poliepadvies@amsterdamumc.nl




Webinar | Resectiontechniques in endolumina“’yrgery

Dilemma in T1 CRC..

[Endoscopy] Vs [ Surgery ]

V Locoregional recurrence V Morbidity

V Lymphatic spread V Mortality
V Cancerrelated death VV Functional loss




Key messages

_wl



AMinimal invasive approach could be the first step

AAdditional lymph node resection in selected cases
(adjuvant therapy)

APerhapsthe focus should be on full thickness resection
techniques (instead of submucosaldissection)
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En bloc or not..? Rectum Is different!

Colon a4 Rectum
A >90% EMR & ~—< AVery low threshold ESD
A SomeESD ¢uperficial cancer only).. U Favourable risk-benetit

ASomeEMR




Shared decision making

Benefits
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C WEQ

Mortality of surgery T1 CRC was 1.7% in 5170 patiénts

Surgery related mortality for Tl‘ CRCslIs not lower than~1‘ e,
more advanced CRCs % »
CRLAN®

Type of operation Women Men I
. - 6.1 (5.5-6.7) 10.0 (8.7-11.4) 8.7 (7.9-9.4) 16.7 (15.0-18.3)
Right colectomy N=6371 N=2075 N=5124 N=2093
8.8(7.2-10.4) | 15.9(11.9-20.1) | 11.5(9.9-13.3) | 18.8 (15.3-22.3)
Left colectomy N=1062 N=308 N=1345 N=484
: ‘ : 5.0 (4.3-5.7) | 11.7(9.4-14.1) 8.3 (7.6-9.0) 13.9(12.1-15.6)
Sigmoid resection N=3699 N=725 N=5387 N=1516
LAR 6.3 (4.7-7.8) 9.5 (5.6-13.5) 15.0(13.1-16.8) | 22.7 (18.8-27.1)
N=891 N=201 N=1371 N=396
APR 5.3(2.0-8.7) 12.5(2.9-24.4) 9.1(6.3-12.5) 22.3(14.9-30.0)
N=170 N=40 N=340 N=112

1-2 3-4 1-2 3-4
ASA

Vermeer et al., BrJ Surg2018



What iIs the clinical
surgery

/\

7%
Low risk

ber¥fit of adjuvant



W

T1 Colorectaal carcinoom - vroege darmkanker

Randvoorwaarden :

A Lage kans op
Incomplete resectie

A Controle over de
diepte van de
resectie




Flowchart

gesteeld

\ 4

Always endoscopic resection

Niet-gesteeld

A 4

Minimaal invasive:
A Signsof superficial invasion
A Deepinvasion but size < 15-20 mm

Histology

- Tumor budding poorly
differentiated clusters

- Lymfangioinvasion

- Status of the m. Mucosae

- Hagqitt-level 4

Histology

- Tumor budding/ poorly differentiated
clusters

- Lymfangioinvasion (MMR7)

- Status of the m. propria

- ??Molecular markers (immunoscore, CMS
other)

&< hd

o
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inactivation
or B-catenin

activation

COX-2
upregulation

K-Ras
activation

SMAD4
inactivation

p53
inactivation

Normal
mucosa

!

—

Abberant
crypt foci

!

-’cd

!

Early >

enoma

Intermediate
adenoma

!

—

Late

adenoma

[

)

Carcinoma

—

Metastasis

Piecemeal resection

Invasiveness risk

T1 CRC

sm-d

Endoscopic

resection

deep
deep.
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