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Organ Preservation in Rectal Cancer

Watch & Wait, first described by Habr-Gama in 1998
Now ample prospective data regarding oncologic safety

CRT + Chemo arm in OPRA trial (n=1606):

- TME-free survival: 54%

- Regrowth rate: 29%; Salvage rate: 91%
-  LRFS: 90%; DFS: 69% ;0S: 85%
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LARC: Standard of Care
TNT > cCR> Organ Preservation W&W
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TNT / W&W Impact on QoL

Effect Size of Factors Influencing CRC Survivors’ QoL
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Low Anterior Resection Syndrome

Frequency Urgency Incontinence  Clustering Incontinence
to liquids to gas

Emmertsen K and Laurberg S. Ann Surg 2012



LARS is a Global Problem

Study

Emmertsen 2012
Juul et al. 2014
Bondeven et al 2015
Hain 2016
Bregendahl 2013
Juul et al 2014
Luca et al 2016
Hughes 2017
Carillo et al. 2016
Ekkarat et al. 2016
Sturiale 2016

Overall
Q=117.43, p=0.00, 2=91%
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Croese et al. Int J Surg 2018
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LARS is a Long-Term Problem

Follow-up 1 cohort
(FU 1)
2011-2012
(n =406)

h 4

h 4

Died (n=22)
Stoma (n=13)

Recurrence/Dissemination (n = 3)

Study population
(FU 2)
2016-2017
(n=368)

h 4

h

Nonresponders in FU 2
(n =86;23%)

Included in analysis
(n=282;77%)

COMPARISON OF DISTRIBUTION IN NO/MINOR LARS GROUP VS
MAJOR LARS GROUPS, FU 1 VS FU 2

® No/Minor LARS  ® Major LARS

No/minor LARS FU 2 Major LARS FU 2 Total (%)
No/minor LARS FU 1 104 J| 29 | 133 (47)
Major LARS FU 1 109 149 (53)
Total (%) 144 (51) 138 (49) 282
* 49% with major LARS at 10 years
* Only 14% improve
* 10% deteriorate

Pieniowski et al. DCR 2019



LARS Impacts QoL

Mean score

International cohort, n =796

80 -

EORTC QLQ-C30

40 +

Mean 5 years from surgery .|

ql2* pf2* rf2* ef* cf sf*

Major LARS Is associated
with worse scores in all
domains

Juul et al. DCR 2014



Can LARS be Predicted?
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Can LARS be Predicted?
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QoL and Bowel Function
Significantly Better with NOM in RC

* QOL, LARS scores, sexual dysfunction
- 41 WW with sustained cCR vs. 41 nCRT+TME

Hupkens, DCR 2017



Bowel Function: W&W vs TME
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N p < 0U001
80 T &
60 1 55
ol - T
n=21 n=21
20
& N

=

MSK BFI subscale scores
35 -«

p=0.01 [] Dietary
30 + —

T [ ] Frequency
35T p = 0.008 T3 peopol || Urgency and soilage
20 + —l'— _[_ 2 S
15+ [ 16

13 - —i 12
10 + l
5T L L
% &% %
& N & & & N
S F S

W&W with significantly better bowel function scores, especially with

regards to urgency and soilage.

Quezada-Diaz FF et al. DCR 2020



QOL and Function in W&W

Y D utCh W&W reg istry; n =2 78 [T LARS score by treatment ﬂ IIEF by treatment

Il Major (30-42) [l severe (1-10)  [[] Mild (22-25)

- @ 24 months, 80% CCR, 14% [ Minor (21-29) ] Moderate (11-16) || None (26-30)

[] None (0-20) [] Mild to moderate (17-21)
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and function, but still 60% _
had LARS and 25% had T

major LARS and 31.8% e
severe ED

Custers P et al. JAMA Surg. 2023



Treatment Decisions

y

e TNT with cCR: W&W better QoL
and function than TME

?

 Should all rectal cancers be
treated with TNT to maximize the
odds for organ preservation?



Patient: 40F with Rectal Bleeding

3 cm T3aNOMO, @ 9cm

a) TME +/- chemo ++LARS
b) nCRT > TME +/- chemo +++LARS
c) Chemo > TME ++LARS
d) TNT > cCR > W&W +LARS
e) TNT >iCR > TME +++L ARS




Patient: 40F with T3aNOMO, @ 9cm

 Chemotherapy (PROSPECT)
» Partial response (>20%)

> Lap TME
> ypT2N1c

» 2 years NED
» LARS Score: 22 = minor
» Excellent global QoL




Take Home Message

After a cCR, W&W avoids TME and generally
provides better bowel function and QoL.

However, neoadjuvant therapy itself impairs
bowel, sexual, and QoL

A significant subset of TNT patients still require
TME

The goal is not organ preservation at all
costs

Patient- and tumor-specific treatment that
optimizes cure and quality of life




¥ 3 Cleveland Clinic

Every life deserves world class care.
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