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apy was
funda vation strategies

® Initially used to img on alone or chemoradiation
used in the preoperative (neoadjuvant) period was shown to be more effective than
postoperative (adjuvant) treatment




atment for

patients w oped in terms of

®* Baseline assessme

* Neoadjuvant treatment regimens
* Assessment studies and timing of assessment.




®* Finally, mc a specific subtype of

rectal cancer where ative may lead to an

opportunity for organ-preservation in a significant proportion of cases
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a| of the anastomosis

* Depenc

and the requireme phincteric resection, patients

may experience variable levels of symptoms associated with Low Anterior
Resection syndrome .




Low Anterior Resection Syndrome

) S L —
Symptoms Consequences

Impact on:

Variable, unpredictable Emptying Toilet Mental and

bowel function difficulties dependence emotional wellbeing
Preoccupation with Social and daily
bowel function activities

Urgency

R ted painful
epeated painfu Soiling

Altered stool -
consistency
Increased stool > , Dissatisfaction Pl  Relationships and
g Incontinence ; ‘ a o
frequency with bowels intimacy
— Q Strategies and Roles, commitments
@ compromises and responsibilities

| —————j| [ —
At least one of these symptoms resulting in at least one of these consequences

stools




ary
- imately
develop OmMosis may include
leaks, stenosis,

* Therefore, a number of patients thought to have received a temporary

stoma are ultimately faced with a definitive stoma. Over time, the rate of
definitive stomas may be nearly triple initial estimates
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® Interesting data sug natients undergoing W&W are
not necessarily perfect, possibly due to the effects of radiation therapy to the
rectum and anal sphincters
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®* |ow-risk 1 be the achievement of a
cCR in an atte

* Even though these two scenarios have been referred to as an “accidental” versus an

%

“intentional” organ-preservation approach, one could argue that W&W is never

I”

truly “intentional” as guaranteed achievement of cCR is not yet possible.




Locally advanced disease cT3c/d Advanced disease cT3 with

CLINICAL PRACTICE or very low, levators not any MRF involved, cT4b, levators

threatened, MRF clear threatened, lateral node+
GUIDELINES cT3c/d mid-rectum, cN1-N2
(extranodal), EMVI+

.

Treatment B omeor |

recommendations ¢ E—
b FOLFOX and
[ MRI to re-evaluate tumour delay to surgery

Locally advanced and advanced disease

\
‘Watch-and-wait’ may hd
> be considered in high-risk [ MRI to re-evaluate tumour

patients if cCR achieved ¢

with CRT

TME (plus photoaraphic record TME (plus photographic record of s_pecimen
of sp(gcimgn ang as[?s.essment and assessment of TME quality)

of TME quality)
Futher surgery if needed due
to tumour overgrowth

© 2018 ESMO. All rights reserved. esmo.org/Guidelines/Gastrointestinal-Cancers/Recial-Cancer
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Grade of recommendatio dation based upon moderate

( quality evidence, 1B.
o



onse to
nCR

®* MRI rectal assessme ion system has been commonly
used to grade response (simila 0 the pathological grading system; MRI Tumor
regression grade - TRG) according to the presence of low-signal intensity areas.
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e rectum

' of the finger
during DF andidates for W&W.
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scar/tumor;

gINg
°* (3)to a reciate tumors close to anal
canal and denta

* Endoscopic findings consistent with a cCR include a white scar, no ulceration

%

of the rectal wall or no irregularities
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ool in this

®* However, a pC ative and useful in

such patients with very sig ant y omplete responses (“near-

complete” responses).
@
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* mrTRG1-2 & ear-complete tumor

response (suggesting a sig oJF ent by fibrotic tissue) in contrast
with mrTRG3-5

%




Timing after CRT? When
1s maXImum response
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St
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12 weeks
mrl2

Baseline
mrlg

Final Pathology: ypT2No




require

considerable cost

the requirement of radiation associated with PET-CT (contrasting with MRI)
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* After the

* Metastatic disease surveillar usual guidelines and should only be

intensified in the case of (1) a local regowth and/or (2) clinical suspicion.
@




atients

and only a minor
irre

® Second, there shou en rounds, meaning that there

is no stable incomplete clinical response. Instead, clear subsequent regression

(/ needs to be clearly documented with any of the assessment studies .
<




ce of

* Finally, mc  from RT completion.

If incomplete respo 24—26 weeks from RT
completion, surgical resection of the primary is perhaps preferred




nd are managed
non-opere

® This risk is highes ediately after the achievement of a i)
cCR
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K APR IS MORE COMMON THAN SPHINCTER
1\@ SAVING SURGERIES WHY?

O * A ssignificant proportion of patients requiring salvage TME at the time of

local regrowth ultimately require an abdominal perineal resection (APR)

®* In fact, the rates of APR among regrowth seem to be higher than in patients

proceeding straight to TME after treatment completion and incomplete
clinical response.

* These differences may be due to distinct features between patients being offered
W&W versus those undergoing TME related to tumor location. Since ideal candidates
for W& W are those with tumors located at the reach of the finger during DRE and
located at the level of or below the insertion of the levator ani muscles, it is not
surprising that local regrowth at this level would frequently require APR

* also may be delay in follow up depending on success of W&W




se-free
batients

* Howeve age disease at
baseline.

* Therefore, such difference vossibly be reflecting intrinsic
differences in baseline stages rather than the actual type of salvage employed at
the time of regrowth




® Curiously, ba of a local regrowth in
these patients. . i

* Interestingly, when patients sustain a cCR longer than 3 years, the risk of local recurrence
/ becomes minimal.
O




® Patients whc e managed by TME

straight after treatmer oond k an those undergoing salvage TME

f at the time of local regrowth so patient go to W&W should Know this risk.
@




onificant

® PD-1is ¢ ormally acts as a
type of “off s tacking other cells in the
body. It does this when it attaches to PD-L1, a protein on some normal (and cancer)
cells.
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Cercek, A.; Lumish, M.; Sinopoli, J.; W , J.; Shia, J.; Lamendola-Essel, M.;
El Dika, I.; Segal, N.; Shcherba, M.; Sugarman, R.; et al. PD-1 Blockade in
Mismatch Repair-Deficient, Locally Advanced Rectal Cancer. N. Engl. J.
Med. 2022, 386, 2363-2376.




1\\5 MSI RECTAL CANCER AND WATCH AND WAIT

O
* The possibility of treatment with immunotherapy potentially leading to

avoidance of TME in the vast majority (if not alll) patients
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