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CLINICAL PRACTICE
GUIDELINES

Treatment
recommendations

Very early, early and intermediate disease

Very early disease cT1,
sm1chNO

Local RT may be used as
an altemative to local
surgery (+/- CRT)

Early disease
cT1-cTZ; cT3ab if middie
or high cNO (cN1 if high),
MRF clear, no EMVI

TEM if pT1 and no
adverse features

TEM plus perioperative CRT
if adverse features present

TME If adverse histopathology
(sm =2, G3, V1, L1)

Intermediate disease
cT3a/b very low, levators
clear, MRF clear, cT3ab in
mid- or high rectum, cN1-2
(not extranodal), no EMVI

([ Y N
MRI to re-evaluate tumour
\. J

TME In most cases

(plus photographic

record of specimen
and assessment
of TME quality)

TME in most cases (plus
photographic record of
specimen and assessment
of TME quality)




Eloaywyn

TME “gold standard”

Oeparmeiag Tou Kapkivou Tou opBou
-Torikn umtotpornn 4%
(Sauer et al, 2004; van Gijn et al, 2011; Bosset et al, 2014)
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KAAUTEPOC EAEYXOC VOOOU, EAeUBepO
VOOOU SLACTNHO KoL UTTOTPOTIN
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* Xelpoupylkn opBov TME

- YyYnAn voonpotnta
Dutch TME-trial, (20% poviun,60%npocwpLvn)
19 % b¢ev €kAeloav tn otopia

- Alatripnon odyktnpwv - KME

APR:40 % mpoBAnuata nepLveikol TpaUaTOoq
66% TPOBANUATO CTOULOG

- 2Topia (mpoowpvn - HOVLUN)

- MolKpOXPOVLEC ETILITAOKEC Challenging
2uvdpopo npoodLag ektounc LARS
Oupoloyikec SUoAeLTOUpYLEC
2e&oUaALKEG SUOAELTOUPYLEG 20-50%

Whiteford. J. Gastrointest. Surgery (2007a (Kim et al, 2002; Paun
et al, 2010; Smith et al, 2010; Juul et al, 2014))
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* Pk Xepoupykn yia otadio | kat otado i
0pOLKOU KAPKLVOU, OLVOMEVETOL VOL EXEL TTOAU
KOLAQL LOLKPOXPOVLOL OLITOTEAECLOLTOL.

-4,5% 5-€11) TOTUKI UTTOTPOTIN.
-90% 5-etn eAevBepn vooou emiBiwon (DFS).

- Noonpotnta vunAn (30-68%).

_ @VT]TC')'[I’]'COL 2-5%. 6unvec 2.0%—4.6% ylLa VEOUC

9.0%—-13.4% >75 years

Melgren et al. Disease Colon and Rectum 2000
Nelson H et al N.Eng.J. Med 2001
Peeters KC. Jclin Oncol 2005
Elmessiry MM et al. Colorectal Dis.2014



Delphi method, 224 CSSANZ members, 72 respondents (32%)

Clinical factors Open Laparoscopic Robotic taTME TEMS/TAMIS
Female, BMI <30 13(21.3) 41 (65.1) 8(47.1) (1L 6(17.6)
Male, BMI <30 19(31.1) 27 (42.9) 8(47.1) 12(44.4) 6(17.6)
Female. BMI > 30 18 (29.5) 29 (46) 11 (64.7) | 12 (44.4) 5(14.7)
Male, BMI > 30 26 (42.6) 15(23.8) 10 (58.8) 15 (55.6) 5(14.7)
Anterior location and extra-peritoneal 24 (39.3) 17 (27) 9(52.9) T 12(H3d) 4(11.8)
Posterior/lateral location and extra-peritoneal 16 (26.2) 24 3R 1) 10 (58.8) 9(33.3) 2(5.9)
APR 23(37.7) 34(54) 11 (64.7) 1(3.7) 1(2.9)
Ti,<3cm 13(21.3) 25(39.7) 8(47.1) 7(25.9) 14 (41.2)
T,23cm 14 (23) 31(49.2) 10 (58.8) 8(29.6) F(11.8)
T2, <3cm 17 (27.9) 29 (46) 10 (58.8) 11 (40.7) 1(29)
T2,23¢cm 13(21.3) 30 (47.6) 9(529) 9(33.3) 1(29)
T3 and negative CRM 28 (444) | _10(58.8) | 11 (40.7) 1(2.9)
T3 or 4 and positive CRM | 48 (80.3) 7(1L1) 6(35.3) (L 1(29)
Total surgeon preference for each technique 61 63 17 27 34

Bell, SW et al. Surgical techniques in the management of rectal cancer. a modified Delphi method by colorectal surgeons in Australia

and New Zealand. Tech Coloproctol 2019,23.743-9
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Elval anapattntn n pudikn
XELPOUPYLKN O OAA TA OTAOLAL;



TOTIKN EKTOMN O€ LOOVLKEG
oUVONKeC

-Z€pae OTL Sev UTTAPYXEL VOOOG O0TOUC AepdpadEvec
- KOLL TEXVLKA UTTOPEL va YIVEL TTARPNG EKTOUN,
- TOTE TO XElpoUpYEio autod Ba ATav BeparmeuTIKO.

Blood vessel

Lymph node S

Spread fo
other organs

5 €TNC eTPilwon



Nepdadevikn npooBoAn

T1: 0-12%

T2:12-28%
13:36-79%

T1sm1l

with lymphatic invasion

+ lymph node invasion
sml: 1-3%
sm2: 8%
sm3: 23%

Kivbuvoc Tomknc
UTTOTPOTIAG

<5%

Tlsm2/3

with lymphatic invasion

12

with lymphatic invasion
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Original Article

A predictive model for local recurrence after transanal

endosci

S. P. Bach i
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Depth of Lymphatic
invasion invasion
pT1 =ami Mo

Yas
pT1 am2=-3 No

Yes
pT2 Mo

Yeas
pT3 Mo

Yas

=<1
3-0
5.2
10-5
17-8
9.8
16-7
19.7
322

M:Eu:irnuni tumour diameater (cm)

11-2 2.1-3 3.1-4 4.1-5
36 44 54 BB
64 77 94 114
127 153 185 22.1
214 255 303 357
119 143 173 207
200 239 285 337
236 280 332 39.0
379 441 510 583

=5-1

81
13.7
26-4
41-8
24.7
395
454
657

280-290

|Ro Lyvo <3cm
ir

&0 72

Patient selection tor | EIVI IS frequently governed by fitness tor radical surgery rather than

suitable tumour biology. TEM can produce long-term outcomes similar to those

published for radical total mesorectal excision surgery if applied to a select group of
biologically favourable tumours. Conversion to radical surgery based on adverse TEM
histopathology appears safe for p T1 and p T2 lesions.




TEM/TAMIS AmntoteAeopota

v Selected cases (T1)

- TIALPOMOLAL TOTILKA UTTOTPOTH JLE | XaknAn Bvntotnta <0,5%
XapnAn voonpotnta 3-12%
sm1l/sm2 0-5% FIAN Yeonpot i

Alatripnon opyavou
sm3 10-12%

v" Non randomized control trials/individual case series
£6eLEav onUavTIkKn av€énon otnVv TOTILK UTOTPOTIA
OUYKPLVOLLEVO. LE PLULKN XELPOUPYLKN

Local recurrence Local zxcision TAMIS

Memorial Sloan 2,7%
Kettering Cancer
Center

Minessota 0% Mellgren A et al Dis Colon Rectum 2000

Nash GM et al Dis Colon Rectum 2009

Isha Ann Emhoff et al Digest Endoscopy 2013
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Alpa ano opBo

MRI: T2NO, CT —
ApvnBnke TME
TAMIS: T2NI
ApvnBnke TME
RX-CHEMOTX (XELOX)
4y F/U

T.Theodosopoulos MD, Phd
Aretaieion Hospital

TAMIS ywa T2-T3

* Local excisionfor early rectal cancer
* Cancer and LeukemiaGroup B [CALGE) B9E4
* MNotbasedonanintentionto treat

Local excision

Local excision
+ Chemo-ROT

ICONN



BJS 2016

Systematic review

Meta-analysis of oncological outcomes after local excision of
pT1-2 rectal cancer requiring adjuvant (chemo)radiotherapy or
completion surgery

W. A.A. Borstlap, T.). Coeymans, P.]. Tanis, C. A. M. Marijnen, C. Cunnin

Toyman s 14 peAetec 404 aocbBeveic pe CRT
7 peAéteg 150 aoBeveic TME

Table 1 Baseline characterisn

:::Z:T ‘ 5 % pT 1 Indication for adjuvant therapy
14 3% pT2(11%—21%) CRT

Ramirez etal 15 T1: & of 3IZ| RT: 50-4/28 Gy pT1 high-risk (G3-4/L1//1/R0)
SR pT2 kow-risk (G1-2 + L0 + V0 + R0)

Morino et af 21 19 T IVI E : 4’ 6% fs n.r. pT2: patients who refused radical

BUrgery

Greenbarg etat 18 51 (o) + 50-4/28 Gy All pT2
4% pT1
Duek stal. = 12 (o) .F. pT2 with clear resection margins
Min et al. 17 19 6 /o pT2 -4 Gy (7) pT1 high-risk (G3—-4/L1A1/RA1)
+ 4525 + 54 Gy (12) All pT2
Gopaul et al. = 15 LE T1: 4 RT: 45/25 Gy (10 of 19 patients with pT1-2, basaed on physician

preference

Stipa et al. L I.r.

Mendenhall et al 22 pT1 high-risk

[G3-4/Rx'R1/perinaural invasion)

:5-year 0561-80%  TME:5-year OS (2)79% & 100%
5-year DFS 75-100% DFS 94% & 86 % 5-10y
5-year DSS 75- 100%

RAT: 44-6/25 Gy T2 with clear resection margins

L T R T (- WA (R o SRR B U (S o, (. [ [ T e N i L [ L e



Colorectal

Disease
Systematic Review

A systematic review of local excision followed by adjuvant
therapy in early rectal cancer: are pT1 tumours the limit?

J. E. Cutting &, S. E. Hallam, M. G. Thomas, D. E. Messenger
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[ Courtesy J. Tuynman, Amsterdam
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Borstiap WA et al. Meta-analysis of oncological outcomes after local excision of pT1-2 rectal cancer requiring adjuvant (chemo)radiotherapy
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and Patient Outcomes

Upper CI 15.5 9.7

804 acBeveic Tomukn ektoun T1-3 + CRT




TAMIS yiae T2-T3 pe adjuvant RCT

Ta OyKOAOYLKQ atoTEAECHATA ELVOL KATWTEPO ATIO
TME aAAa kaAvtepa ano TAMIS xwpic CRT



BMC Cancer
A

A multi-centred randomised trial of radical surgery
versus adjuvant chemoradiotherapy after local excisio
for early rectal cancer

W. A. A. Borstlap, P. J. Tanis, [...], and J. B. Tuynman

Local radical resection

No necadjuvant treatment,
cNOMO based on pelvic MRI and CT-thorax/
abdomen

v

Low Risk Early Rectal Cancer

T1<3cm, well to
moderately differentiated,
ne lymphatic or vascular
invasion

=

'

Medium Risk Early Rectal Cancer
' T1 size 3-5 cm with any other histological
characteristics, or size < 3 cm with poor
differentiation and/or vascular invasion

and/or lymphatic invasion.
T2, well/moderate differentiated, No

High Risk Early Rectal Cancer

T1>5cm; T2 > 3cm
and/or poorly differentiated
and/or tymphatic or vascular

invasion

lymphatic or vascular invasion, size < 3cm.

TESAR TRIAL

VUmc @f Cancer Center Amsterdam

No further treatment TME surgery
L 4 v
Adjuvant Chemo- Completion TME
radiotherapy surgery
(start 4-8 weeks after local (start 4-8 weeks after local
excision) excision)
Extensive Follow-up Normal Follow up:
Sigmoidscopy at 6, 24 and 36 months Colonoscopy at 12 and 48 months
Colonoscpy at 12 and 48 months CT abdomen/chest or liver ultrasound/plane X-ray
Pelvic MRI at 6,18, 36 and 60 months thorax: 6, 12, 18, 24, 36, 48 and 60 months
CT abdomen/chest or liver ultrasound/plane X-ray CEA every 3 months In the first year, 6-monthly In
thorax: 6, 12, 24 and 36 months, CEA every 3 the second year and yearly thereafter
months in the first year, 6-monthly In the second
year and yearly thereafter With the addition of one MRI at 2 years
. fromlocalexcision.




>T2

* local excision alone —— treatment intent
* Postoperative CT-RDT - Local recurrence 0-45%
* Preoperative CT-RDT:

_ Local recurrence | Systematic recurrence

Complete response 0% 4%
ypT1 2% 7%
ypT2 7% 7%
ypT3 (no response) 21% 12%

Borschtz T Ann Surg 2008
Settro Aroci X World J Gastroent 2014



Neoadjuvant CRT

* organ (rectum)-preservation strategies cav
OeparmevuTIKN TPOCEYYLON OE OVTATIOKPLON O€

Neoa djuva nt CRT (Kennelly et al, 2012; Lezoche et al, 2012; Shaikh et
al, 2015; Verseveld et al, 2015; Garcia-Aguilar et al, 2015b)

* MAAPNG avtanokplon :10-30% { Napakoroudnon

TOTILKN EKTOUN

* Mepikn avtamnokplon 54% to 75% === TME

(Beddy et al, 2008; Martin et al,
2012; Smith et al, 2012b)



Neoadjuvant CRT

* > 6—8 weeks n/kat radiotherapy boost n/katinduction
N consolidation chemotherapy

aUE,aVOUV TNV AVTATTOKPLON (Sun Myint et al, 2007; Gerard et al,
2008; Fernandez-Martos et al, 2010; Sloothaak et al, 2013; GarciaAguilar et al, 2015a).

BaBoc 61nBnong, Aepdayyelakn 6tnBnon, mePLVEUPLKN

dnOnon, dladopomoinon, OpLa EKTOUNC aLUEAVOUV TNV
TOTILKI) UTTOTPOTIN

e ypTO-1: LN 3% (1-10%)
ypT2 >20%
YPT3 >33% (Imith et al, 2010, Martin et al, 2012).




GASTROINTESTINAL @ Surgical deCiSiOn making

Check for

Updates Watch and Wait?

Long-term imaging characteristics of clinical complete responders
during watch-and-wait for rectal cancer—an evaluation of over
1500 MRIs

Doenja M. J. Lambregts ' () - Monique Maas ' - Thierry N. Boellaard ' - Andrea Delli Pizzi? - Marit E. van der Sande®* -
Britt J. P. Hupkens®® - Max J. Lahaye ' - Frans C. H. Bakers® - Geerard L. Beets** : Regina G. H. Beets-Tan'*

Received: 3 April 2019 /Revised: 24 June 2019 / Accepted: 26 July 2019
() European Society of Radiology 2019

Journal of Clinical Oncology*

Magnetic Resonance Imaging-Detected Tumc 9] ueva}\btepoq
Response for Locally Advanced Rectal Cancer ;
Survival Outcomes: MERCURY Experience TPOYVWOTLKOG

deiktne elvat n

TekkisPhilip Quirke , David Sebag-Montefiore , Brendan Moran, (IT[dVTI’] O-r] O-Tn
Micola Bees, lan Swift , Kjell Pennert , Gina Brown
1 1\N\J CRT

* TRG1 Complete

72%/ ypT 76%  64%/84%

6%

* TRG2

* TRG 3 50-50 Tumor=scar

* TRG4
27%/ ypT 39% 31%/38% 27%

*  TRGS5 Oyt alayn
Poodo¢




Digestive
Diseases

Multimodal Therapy in Stage II/Ill Rectal
Cancer

Dig Dis 2012;30(suppl 2):109-117
Complete Response after
Neoadjuvant Therapy in Rectal
7 Cancer: To Operate or Not to

Operate?
Dedemadi G. - Wexner S.D.

Table 3. Local recurrence in patients with rectal cancer undergo-

ing local excision after pathological TO following neoadjuvant

chemoradiation
Author Year pCR Lymph node

n involvement, % Author Year Patients  Lowcal Median
with pT0 recurrence / follow-up
Hiotis et al. [5] 2002 27 15 months
ﬁﬂd etal. [46] 2004 42 2 Schell et al. [52] 2002 8 0 48 (18-105)
edrosian et al. [47] 2004 41 5
) Ruo et al. [53] 2002 3 0 29 (2-89)

Bujko et al. [48] 2005 21 3 Hershman etal. [54] 2003 7 0 33 (3-120)
I“'Ch“jgk}' etal. [7] 2008 16 6 0-179%  Bonnenetal [55] 2004 14 0 42 (5-109)
Habr-Gama [13] 2006 24 0 Stipa et al. [56] 004 7 o, 37(18-118)
Kim and Wong [21] 2000 45 2 Caricato etal. [57] 2006 3 0-40%
Hughes et al. [15] 2010 23 17 Borschitz et al. [58] 2008 1 0 24 (12-79)
Coco et al. [49] 2007 56 2 Nair et al. [59] 2008 19 1(5)  64(6-153)
Guillem et al. [50] 2008 37 3 Huh et al. [60] 2008 4 0 91 (50-127)
Berho et al. [51] 2009 49 14 Callender et al. [36] 2010 47 10.6 63 (9-178)
Kundel et al. [35] 2010 37 3 Kundel et al. [35] 2010 14 0 48 (5-123)
Pastor et al. [23] 3011 31 3 Belluco et al. [61] 2011 42 2(48) 554

Lezoche et al. [62] 2011 24 0 97 (55-139)




2 KOTIOC TNC dLtatnpnong tou opBou gival vol EXOULE
TIOLPOLOLA OYKOAOYLKA artoTeEAETHATO SLOTNPWVTOC
KaAn tolotnta (wNC Kot AELTOUPYLKOTNTO

(Allaix et al, 2011; Garcia-Aguilar et al 2015b; Pucciarelli et al, 2016).

Kaveic 6 Ba nBele va emiPallel oe acBevn KIME
N XMNE av néepe...... otL 6 Ba adalpeoel
OUTE €va KOPKLVLKO KUTTOPO...




TEM/TAMIS AmoteAeopata

Lezoche E Br J Surg 2012
* Prospective randomized trial comparing: neoadjuvant treatment and TEM vs TME

* 50 aoBeveic TEM TME
* 9,6£tnf/u

Local recurrence 5,7% 2,8%
Cancer Related Survival 89% 94%
Disease free survival 94% 94%

425 cancers NOMO

W (]‘ World Journal of « 120T1
¢ Gastroenterology - 18512 All T2 & T3 neo-adjuvant radiotherapy

Submit a Manuscript: http:/ / www wignet.com/esps/ World | Gastroenterol 2014 July 28; 20(28): 9556-9563
Help Desk: http:/ / www wjgnet.com/esps/ helpdesk aspx ISSM 1007-9327 (print) ISSM 2219-2840 (online) °
DOL: 10,3748 wig.v20.i28.9556 © 2014 Baishideng Publishing Group Inc. All rights reserved. S u rv I va I

RETROSPECTIVE STUDY

Treatment of rectal cancer by transanal endoscopic * T1100% (FO”OW-Up 82/12)
microsurgery: Experience with 425 patients * T2 93% (Follow-up 53/12)

* T3 89% (Follow-up 70/12)

Local Recurrence

© 4.7% forT1, 12% for T2, 13% for T3

Mario Guerrieri, Rosaria Gesuita, Roberto Ghiselli, Giovanni Lezoche, Andrea Budassi, Maddalena Baldarelli
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Ann Surg Oncol. Author manuscript; available in PMC 2017 December 07.

Published in final edited form as:
Ann Surg Oncol 2012 February ; 19(2): 384-391. doi:10.1245/s10434-011-1933-7.

A Phase Il Trial of Neoadjuvant Chemoradiation and Local
Excision for T2NO Rectal Cancer: Preliminary Results of the
ACOSOG Z6041 Trial

Julio Garcia-Aguilar, MD, PhD'", Qian Shi, PhD?, Charles R. Thomas Jr., MD3, Emily Chan,

MD, PhD4, Peter Cataldo, MD5, Jorge Marcet, MDE, David Medich, MD”, Alessio Pigazzi,
MD', Samuel Oommen, MD®, and Mitchell G. Posner, MD?

| R

[ 8 — F 38 (49%) ypTO
AN i | ] fv s
= i 3 (4%) ypT3

positi{:Mt:E;rgins: _T 1 ( 1 %) y pTX

e 8/ 79 10% vmnotpomnn: (6%) DM-(4%) LR
* F/U 56 unvec: (91%) dtatripnon opBbou
* 3-year DFS 88%
* 3-year OS 96%




Management of Rectal Cancer Without Radical
Resection

Annual Review of Medicine

Vol. 68:169-182 (Volume publication date January 2017}
First published enline as a Review in Advance on September 9, 2016
https://doi.org/10.1146/annurev-med-062915-021419

Geerard L. Beets,! Nuno F. Figueiredo,2 and Regina G.H. Beets-Tan®

lalse I 23COCS ON COCINOTOLATICON A G CRCOIS100
Salvaged
MNumber yp T Unfavorable Follow- Loseal afer Systemic Sboma-
af Heighe w1 path Complications up il - liseal recur- free
Beferences | patients {em)* Treatment (%) features” of TEM (muomiths) ure failure rence DF5° 05" survival®
bEL X7 Unlmown| 45320y 4 SFL L Undonioewn U ndoniivem r4-53 U nkmsiwami 7 Undniowan Unknsown|  Ulndoniown
11 +4 L= ] MGy o SFIU Unlkniean Undmiswn Ul pdon cvwm ] EE Unkmisam 11° 9% -1 e Undonossn
Fyr iy
[ 1] 0 =i MGy o SFIU 4 E-F 14% 11% o U'nkmivam 1% L 729 Unkoniossn
13 al =11 45380y 4 3FU &7/2 % X7 31} 2% 1 N% 1% MW yr
L% Iyt
14 15 =11} MGy o SFIU YT 1% Ll pelon ovem 1H 1] L'nlasivam 7 1'% Ulpebon ovwny
L% Iyt
15 i¥ w7 F- 540 N iFL 1747 oEG Ll pelon ovem af w3 e Unknowmn Ll el cwarn Unkmsan|  Ulndonoswn
14 T =8 §0-340Gy 4 Cap 14 15% % i 4% 2 6% HH% Y “Mh
{4 Orealiplarin} kyr Iy
17 47 =11 '\:ll'l.._. 4 |.:J|- 4510 36 % 17 e P4 Unknowm Unkniown Unknsoun|  Ulndoniown
I8 14 =12 Faidy Unlkniean Undmiswn 0% pLl Unkmisam Unknowm Undmoswn | Unkmsown|  Undonoswn
J R 15 =11 Bl W 4 |.:J|- ST Undonioewn U ndoniivem #+1 2y 13% Undniowan Unkmeown| 27%

ypTO - ypT1: LF : 0—6%,
ypT2 LF: 6-20%

50% &taocwon opBou (91% ACOSOG trial)

OS kat DM : RCT oyt dtadopéc




ARTICLES | VOLUME 390, ISSUE 10093, P469-479, JULY 29, 2017

Organ preservation for rectal cancer (GRECCAR 2): a prospective,

randomised, open-label, multicentre, phase 3 trial

Prof Eric Rullier, MD

Prof Philippe Rouanet, MD - Prof Jean-Jacques Tuech, MD - Alain Valverde, MD

Lorever rectal carcinoma T2T3Nx
%8 e froem the anal venge and sire <4 cm

!

Chemoradiotherapy
L0 Gy in § weels with concomitant @pecitabine and oaliplatine

! v

{>ood response (scar <3 om): Puctrsf:mut[mr:-im]
randomisation into the study to either:

; . l

Liscall excisioin Total mesorecial Total mesorectal exciEion
‘L _l. XIS
pTo-1 pT2-3or

!

Completion totzl mesorectal exccision

! '

Follow- up every 4 months up to § years




ARTICLES | VOLUME 390, ISSUE 100! -479, JULY 29, 2017

Organ preservation for rectal cancer (GRECCAR 2): a prospective, T2T3 rectal carcinomas (<4 cm),

randomised, open-label, multicentre, phase 3 trial 75% good clinical response
Prof Eric Rullier, MD Prof Philippe Rouanet, MD « Prof Jean-Jacques Tuech, MD « Alain Valverde, MD (CarC|n0ma 52 Cm)l
61% good pathological response (ypTO-1)
low risk of positive lymph nodes(100% ypNO)
46% Slaowaon opBou
P T
3 !
z
E
E 7% Fyearsurvival
— Liocal excisian | TRIw(6714861) )
. —T““"":m““‘m& e [“*}z“‘“ | . ; 2TOUG N tuxoaomolnpevous 39% good
Numberat sk 1 1 - ’ "| pathological response
Loscal mocision 74 71 B4 E1 &0 Ly .l
Total mesorectal 71 69 62 60 58 55 = | (ypTO-1)
B ACOSOG 726041 phase 2 trial T2NO
e " f 4% local recurrence kat 88% DFS.
. GRECCAR2 5% local recurrence vs 3% TME
E DFS 3 years vs ACOSOG 76041 (78% vs 88%
5 0
L I — H anokplon e€aptatol ano to otadlo
 Toaimamets cciion O1w(822.96% 58% of T1,
1 I 5 & % ® %= |1 28% of T2, -~ ypTO.
rat ri Follore-up months
e e 74 74 73 7 0 & w0 || 16% of T3,
Tul:.:lrne::':i:r:nl 7l 71 7l G50 7 1] 62 12% Of T4
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Long-term Oncological and Functional Outcomes of
Chemoradiotherapy Followed by Organ-Sparing
Transanal Endoscopic Microsurgery for Distal Rectal
Cancer

~ T1-T3 NO MO The CARTS Study
distal rectal carcinoma
Rutger C. H. Stijns, MD'; Eelco J. R. de Graaf, MD, PhD?; Cornelis J. A. Punt, MD, PhD?; et al
l % Author Affiliations
mmm JAMA Surg. 2019;154(1):47-54. doi:10.1001/jamasurg.2018.3752
Wﬂ Baseline Characteristics of Included Patients
(25 x 2 Gy with
mm) Characteristic Patients (N =35)
[ Age. median (interquartile range), v 64 (39-82)
/¢\\ l C RT Male, No. (%) 30 (59)
2 N = Tumor size, median (interquartile range). cm 3.4(3.0-:5.0)
( X or c.l.rgm .. (> T2 Ko Clinical tumor category. No. (%0)
scar or uicer, tumour) tumour)
6 weeks after CRT 6 weeks after CRT el 10(18)
l l cT2 20033
o T3 16 (20)
TEM 8-10 weeks after Major surgery 85% TEM Clincal mode categrey, No. 09)
CRT 8-10 weeks after CRT 0 50 01
: | 7 l 47/ 5 5 N1 5(9)
o Distance to anal verge, median (interquartile range), em 3.5 (2.0-6.0)
Pathological evaluation Follow-up

Median f/u 53 months

ypTO/YpT1 >ypT1 o
I 7,7% LR (TEM)
== j 82,8% 5-y OS
Major surgery 2: 0 y
owW-up. < 14 weeks after CRT o
81,6% DFS
: Disease-free survival
[A] Local recurrence [E‘ Overall survival
100 1001‘—‘—|_|_|_|—|7 100 1
801 801 % 807
® 3 E
g E] Z 60
5 % £ &0 -
i [
& 401 T 404 e 401
e & s
3 o
204 20 a 204
o] e 0 0 ‘ . : , . :
T T T T T . 0 4 ; : - 0 1 2 3 4 5 6
0 1 2 3 4 5 0 1 2 3 4 > ¢ Follow-up, y
Follow-up, y " 5 Follow-up, y p— g
No. at risk 0. at risk 4 i
Patients with 55 50 49 47 35 15 Patients with 55 53 53 49 36 15 Pat;e[‘ts with 55 47 46 45 33 15
rectal cancer rectal cancer rectal cancer
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ORIGINAL ARTICLE f.)
Lk‘ I'.i.J.r
Individual participant data pooled-analysis of risk factors Vet i b
for recurrence after neoadjuvant radiotherapy and transanal local s oo,
- - '
excision of rectal cancer: the PARTTLE study "' o ottte
- - )
A. Arezzo' - G. Lo Secco’ - R. Passera® - L. Esposito’ - M. Guerrieri® - M. Ortenzi’ - K. Bujko®* - R. O. Perez’
A.Habr-Gama” - F. Stipa® - M. Picchio® - A. Restivo” - L. Zorcolo” - C. Coco® - G. Rizzo® - M. Mistrangelo’ - M. Morino'
00
) 1 1 L U 1
0 5 10 15 20 2
Author n Local recurrence (%) Systemic Owverall survival (%) Median follow-up a |
recurrence {months) (range) - ::;.1
(%) B
Coco 2013 [9] 22 1(45) 2(9) 19 (86.4) 99 (32-173) 5
Bujko 2013 [12] 89 13 (l6.0) £(9) T7 (86.5) 26.1 (2.4-85) E
Guerrieri 2014 [7] 297 T(24) 13(4.4) 207 (100) 60.8 (12-243) "E 25 :
Stipa 2014 [¥] 43 15(34.9) 9(20.9) 16(37.2) 48 (3.7-252) g- =
Perez 2014 [13] 23 3(13) 6(26.1) 20 (86.9) 44 (3-89) ‘E i
Arezzo 2014 [10] 14  2({14.2) 0 14 {100) 17.6(1.6=55.5) = -
Restivo 2005 [11] 20 4(13.8) (103 20 (69) 19.7 (3-214) E
Total 517 45(8.7) 41(7.9) 463 (89.5) 38,8 (1.6-252) e

“8 patients had immediate conversion to radical surgery and where excluded from the calculation

Conclusions Local excision should be offered with
caution after neoadjuvant chemoradiotherapy to

good response to neoadjuvant chemoradiotherapy.

Mo, at Risk (no, of evenis)

selected patients with rectal cancers, who achieved a e

cT3
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Table 1. Patient character

Radical Organ
surgery preservation
Patient characteristics {n=302) {n=60)
Median age (range) 64 (27-90) 67 (46-87)
Gender
M ale 189:113 (3:1) [ 45:15(2:7)
: . . § . ) N L . Clinical T stage (%)
Keywords: rectal cancer; necadjuvant therapy; chemotherapy; radictherapy; local excision; organ preservation; watch and wait . 0 2 (3.3%)
)
T2 36 (12%) 20 (33.3%)
T3 230 (76%) 38 (63.4%)

220 (72.8%) 35 (58.3%)

Organ preservation with local excision or e % 02% o

active surveillance following - e | e
Patholegical differentiation

chemoradiotherapy for rectal cancer | w00

0

Pathological T stage (%) /—\
B Creavin'?, E Ryan'?, ST Martin'2, A Hanly'2, PR O'Connell’?3, K Sheahan'? and DC Winter* 2 0 48 (15.9%) f] 26 (43.33%°
4 (6.67%)
72 (23.8%) 17 (28.33%)
136 (45%) \-\95/
25 (B.3%) [}
198 (65.5%) —_
Rectal cancer patients 4 104 (34.5%) —_
N=T785 Pathalogical tumour regression grade / =
(TRG)
Ear:y (:T3) no:;-nlega:vEe Metas tatic disease at diagnosis, 1 26 (529%)°
s, mmasf o chemotherapy and MDT input 182 (60.3%) 24 (48%)
™ N=66 72 (23.8%) 0
*Ten patients entered into watch and wait programme - clinical complete responders. — Organ preservation — TME
Neocadjuvant 100
chemoradiotherapy ——
(50-54 Gy and 5-FU) B0
N=3862 3
‘ Y
Paisistont ncoliicd Persistent endoluminal response Table 2. Patient cutcomes 3
treated with total mesorectal excision B 40
tumour, treated with total found 1o h athol ! et 5
mesorectal excision e Ever:sponggm cOmpRee EBI'M'ElgE TME 20
N=254 ) N=48 _ Watch and | Local post local
Objective endoluminal TME wait excision| excsion A - - P
response (scan'ulcer =3 cm), {n=302) {n=10) (n=35) (n=15) Months
opting for possible organ - ~
preservation Owerall survival BS.8% 0% 94.3% 84.6% lumbers at risk
N=60 302 285 241 191 142
DHeease-free 78.2% B0% BO% £0% 4 i &l = “'

sre 2. Kaplan-Meier estimates of overall survival for patients

F/ U 45 ur']vgg; (')XL OTOTLOTLKO ey g oo s = 5 2okl

! !

| Objective endoluminal response | Objective endoluminal response

—— Organ preservation — TME

onuavtikeg dtadopéc OS kal DFS

100
with no residual uicer, ‘watch | with residual scar/ulcer(0.1-3 cm), D L LDl 1
and wait local excision 80
N=10 N=60

Digease-free surv
&
)

20
o T T T 1
o 12 24 36 48
Months
BD ey B [ Numbers at risk
Organ preservation approach with local Salvage TME for =ypT2 or 302 278 218 163 115
excision or ‘watch and wait’ positive margins 45 ar 27 21 12
N=45 N=15
Figure 3. Kaplan-Meier estimates of di free survival for patients
- o y

(n— 48 ve total
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CLINICAL STUDY PROTOCOL

Non-inferiority multicenter prospective randomized controlled
study of rectal cancer T,—Tj3 (superficial) Ny, My undergoing
neoadjuvant treatment and local excision (TEM) vs total
mesorectal excision (TME)

X. Serra-Aracil' - C. Pcricayl +T. Golda® - L. Mora' « E. Targarona" - S. Delgado" .
A. Reina® - F. Vallribera” - J. M. Enriquez-Navascues® - S. Serra-Pla’ -
J. C. Garcia-Pacheco" + On behalf of TAU-TEM study group

FCS (BIOPSY /[ERUSMRICT)

ADK 510 cm from anal verge
superficial T2-T3-ND
Lesion < 4cm diameter
ASA < Il
No metastasis

INFORMED CONSENT
RANDOMIZATION

! SURGERY GROUP

EORTC QLOQ C-3WCR38 |

CRT TEM GROUP H
| Kamafsky
CHEMIORADIOTHERAPY SURGERY (TME)

T WEEK
p & months post-surgery
AS-‘SBBSF::F;t Of response EORTC QLO C-30/CR38. Kamofsky

EQORTC QLG C-30/CR38, Kamofsky
FOLLOW-UP

Can we Save the rectum by watchful waiting or TransAnal microsurgery
following (chemo) Radiotherapy versus Total mesorectal excision for early
REctal Cancer (STAR-TREC study)?: protocol for a multicentre,
randomised feasibility study

Anouk J M Rc:mbouts:1 lssam Al-rn.laja_rﬂi.2 Matalie LAbbortﬁAne Ap[&lt:“-s Gunnar Baatrup.z Simon Bach:6
Aneel Bhangg:ﬁ Karen-Lise Garm SpindlerT'8 Richard Gray,gﬂy Hand\ey_:'IU Manjinder Kaur,1 Ellen Kerkhof, 2

Camilla Jensenius Kronbarg, ' Laura Magill, " Corrie A M Marijnen, ' Iris D Nagtegaal, ™ Lars Nyvang, !>

Femke P Peters, 12 Per Pfeiffer, '8 Comnelis Punt, 17 Philip Quirke, 18 David Sebag-Montefiore,'? Mark Teo, 1920

Nick West,'® and Johannes H W de Wilt!, for STAR-TREC Collaborative Group

RECTAL CANCER
=40mm diameter
Staged: T1- T3h NO MO

3-Way
RANDOMISATION

h i ¥
(Swndm:l surgen) 695!11 preser\ratiorD 695!1 prewr\rat'wra
i 1 I

8" WEEK: TEM

In the case of criteria lor abandoning probaco.
TME

1= 2™ year: CEA, CA 19.9 /4
months.
FCS total + CT+ chest X-ray/annual

lﬁl TME zscﬁz'l': SCRT
LAR or AFE Cap 825 mglm? bl ExEGY
|[EER] | e s o e
I Good respanse J | Poor I
i WK 18-20 2nd clinical evalisation of Fadiotherapy response
Complete clinical Incomplete
TESpONGE clinical response
VK 20
|: :l Watch and wait TEM
WK =20 - e .
Reverse o v stoma to restore Assess histology: if high risk (ypT2i3)
intestinal continuity (if required) suggest COMVERSION to TME

U




1,301 pts / 157 pts LE

and 1,144 ptsRS.

Local Excision  Radical Surgery Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bannon 6 44 6 65 23.7% 1.55[0.47,5.17) —_— T
Bonnen 2 26 32 405 15.5% 0.97 [0.22, 4.30) ——
Callender S 47 36 473  35.1% 1.45 [0.54, 3.88) —re—
Caricato 0 8 3 22 3.6% 0.33 [0.02, 7.07] ¢
Habr-Gama 2 9 9 78 11.6% 2.19 (0.39, 12.21) —t—
Huh 1 9 5 64 6.6% 1.48 [0.15, 14.28) rr—
Kundel 0 14 4 37 3.8% 0.26 [0.01, 5.08) +————TF—
Total (95% CI) 157 1144 100.0% 1.29 [0.72, 2.31)
Total events 16 95
Heterogeneity: Tau® = 0.00; Chi* = 2.61, df = 6 (P = 0.86); I’ = 0% i)OS 0‘2
Test for overall effect: Z = 0.85 (P = 0.40) “Local Excmon Radical Surgery
Local Excision  Radical Surgery Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, ds 95% CI M-H, d 95% CI
Bonnen 2 26 32 405 30.6% 0.97 [0.22, 4.30)
Callender S 47 36 473 69.4% 1.45 [0.54, 3.88)
Total (95% CI) 73 878 100.0% 1.28 [0.56, 2.91)
Total events 7 68

Heterogeneity: Tau’ = 0.00; Chi* = 0.19, df = 1 (P = 0.66); I = 0%
Test for overall effect: Z = 0.59 (P = 0.56)

0.001 0.1 10 1
Radical Surgery (Control) Local Excision

Local Excision Radical Surgery Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bonnen 19 26 328 405 57.0% 0.64 (0.26, 1.57) —
Caricato 8 8 17 22 8.9% 5.34 [0.26, 108.26) S E——
Huh 7 9 40 64 25.2% 2.10 [0.40, 10.94) e —
Kundel 33 37 14 14 9.0% 0.26 [0.01,5.08) ¥————T—
Total (95% CI) 80 505 100.0% 0.96 [0.38, 2.43)
Total events 67 399
Heterogeneity: Tau® = 0.18; Chi* = 3.64, df = 3 (P = 0.30); I’ = 17% i)OS 012 1 55 20’
Test for overall effect: Z = 0.09 (P = 0.93) “Local Excision Radical Surgery
Local Excision Radical Surgery Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, d 95% CI M-H, d 95% CI
Bonnen 19 26 328 405 33.3% 0.64 [0.26, 1.57) —
Callender 37 47 355 473 50.5% 1.23 (0.59, 2.55) —i—
Caricato 8 8 17 22 3.0% 5.34 (0.26, 108.26) g
Huh 7 9 40 64 10.0% 2.10 [0.40, 10.94) R I S
Kundel 33 37 14 14 3.1% 0.26 [0.01, 5.08)
Total (95% CI) 127 978 100.0% 1.04 [0.61, 1.76]
Total events 104 754
Heterogeneity: Tau® = 0.00; Chi* = 4,03, df = 4 (P = 0.40); ¥ = 1% 0 1o 2 095 1 i‘ ; 40
Test for overall effect: Z = 0.14 (P = 0.89) Local Excision (DFS) Radical Suraery (DFS)
Local Excision  Radical Surgery (Control) Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bonnen 19 26 328 405 34.8% 0.64 [0.26, 1.57)
Callender 33 47 355 473 65.2% 0.78 (0.41, 1.51)
Total (95% CI) 73 878 100.0% 0.73 [0.43, 1.24]
Total events 52 683

Heterogeneity: Tau’ = 0.00; Ch/ = 0,13, df = 1 (P = 0.72); I = 0%
Test for overall effect: Z = 1.16 (P = 0.24)

Int I Colorectal Dis
DOT 10.1007/s00384-014-2045-1
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Local Excision Radical Surgery

REVIEW

Oncological outcomes of local excision compared with radical
surgery after neoadjuvant chemoradiotherapy for rectal cancer:
a systematic review and meta-analysis

Irshad Shaikh - Alan Askari * Suzana Ourii +
Janindra Warusavitarne »
Omar Faiz

Thanos Athanasiou *

Local recurrence
RCT(Lezoche) 8 % LE vs 6 % RS .
10.1 % LE / 8.0%RS.
T3 ns local recurrence LE 9.5 % and RS 7.7 %.

Overall survival
585 patients (LE, n=80; RS, n=505).
10- year OSLE 83.5% /79.0% RS

DFS
1,105 patients (LE, n=127; RS, n=978).

Oxi Stadopéec DFS petaéy RS kot LE

Subgroup analysis >T3 ns DFS




YUUTEPAOLATO

Mo aoBeveic >T1, n ToTLKN EKTOUN) aakoAouBoupevn pe adjuvant Bepareia,
neplopiletal oe acBbeveic akataAAnAouc yia TME, n mou apvouvrtal

XELPOUPYLKN eMEUBaon

TAMIS peta Neoadjuvant AktivoxnueltoBeparneia, paivetal va EXeL TapopoLa
amoteAéopata pe TME, og ypTO,ypT1-2NO 6cov adopad TNV TOTILKI) UTTOTPOTT)
Kall TNV eMPlwon

TESAR/TAU-TEM//STAR-TREC studies

O kivduvoc TOTILKAC KOl CUOTNMOTLKI G UTTOTPOTINC OTOV KOPKivo Tou opBou
glvoll TTOAUTIOPOLYOVTLKOC KOl ETtNPEALETAL ATIO CUYKEKPLUEVOUC TTOPAYOVTEC ,
N aVOyVWELoH KoL N TTOOOTLKOTIOLNo TouC, Umopet va Bonbadel Toug
XELPOUPYOUC VA 0£LOTIOL)OOUV LE TOV KAAUTEPO TPOTIO TN OTPATNYLKI TOUC
KOl TOUC aloBEVELC TOUC va KATOVOr| 00UV Tou¢ KvdUvouc pLv Swoouv th
ouykataBeon.



Rectal cancer surgery has focussed on local recurrence and cancer
survival. Will patient choice drive the options in the future?

Felix Aigner

Colorectal Disease © 2018 The Association of Coloproctology of Great Britain and Ireland. 20, 93
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