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Achtergrond

PAPILLON TECHNIQUE (De Vita 1986)



- Bowel Cancer: S
A Survivor's Story g /1\
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Behandeling rectumcarcinoom O

Line ofexcision ~ mesorectum

Including mesorectum

» Total Mesorectal Excision (TME)

« Locally advanced tumoren: neoadjuvant (chemo)radiotherapie
- 15-20% = complete pathologische respons

« W&W - kan veilig, salvage opties (IWWD 25% local regrowth)

« Orgaansparend “trend”

* Vroege tumoren: 60-80% orgaansparing na 1 jaar (preliminary data
STAR-TREC fase 2-3 studie, ESTRO 2025)



Response [%]

Verhogen kans op complete respons?
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Conclusie?

Verhogen dosis op rectum kan....

indien beperkt volume!



Papillon

Papillon+

40 a5

>0
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OPERA (2022, 2025)

Week 14 or
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S& days maximum Dy 0 { nezar cCR)
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! I I Y ) N Y ! !
Randomization Tusmeaur i
response Dosis CXB: 3 x 30 Gy = EQD2 300 Gy!

evaluation
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Figure 3: 3-year organ preservation rate

* Local regrowth: 39% (A) vs 17% (B)
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Figure 4: Cumulative Incldence of local recurrence
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OPERA - Toxiciteit

TME: geen verschil in ligduur A vs. B

Toxiciteit G2-G3 = 40% (geen verschil A vs. B)

Geen G4-G5

LARS <30: A 79% vs. B 83% (geen verschil)

Bloed bij ontlasting: A 12% vs{(B 63%



MORPHEUS trial (2022)

H cancers Fﬁﬁ@

Article

MORPHEUS Phase II-III Study: A Pre-Planned Interim Safety

Analysis and Preliminary Results
Arm A:

Aurelie Garant !, Carol-Ann Vasilevsky ?, Marylise Boutros ?, Farzin Khosrow-Khavar 3, Petr Kavan 3,

Hugo Diec iB, Sylvain Des Groseilliers 4 Julio Faria 2, Emery Ferland * Vincent Pelsser ®, André-Guy Martin ®, E B RT BOOSt (9Gy/5fr)

Slobodan Devic ® and Te Vuong 9

e ¢T2-3abNOMO rectumcarcinoom
* <50% circumferentie, <5cm lengte, <10cm ab ano
* Chemoradiatie: 45 Gy/25 fr + Xeloda/5FU

Arm B:

HDRBT Boost (30Gy/3fr)
i _—



MORPHEUS - Interim results

« 40 patiénten geincludeerd 2017-2020

 Mediane FU 40 maanden
« cCR: Arm A: 50% (10/20), Arm B: 90% (18/20)

== EBRT == Brachythera py

Log rank p-value: 0.006

TME-free Survival (%)

04 HR:0.23 (95% CI: 0.07-0.71, p-value: 0.011)

Time Since Randomization (Months)

Number at Risk
EBRT 20



Dosis-respons relatie

Local control at 2 years
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Indicaties

Table 1
Inclusion and Exclusion eriteria for definitive local CXB treatment in surgically
fit pagents.

Mobile non-ulcarative axophytic tumour < 10 cm from anal verge (due
to applicator length)

Tumour < 3 cm at the time of CXB (due to applicator size)
Clinically and radiologically staged T1 or 2 ar 32/N0,M0 (nanimous
consensuz). T30 or N1 (limited) with good downctaging folloswing EBRT
(majority congenmoa)

Well /'moderately differentisted tumour (unanimons consenms), poocly
diferentiated [ minority conssnsus to include these patisnts)

Mo brmphovasoalar or venous imvasion (majority conpenous)

Mucinous tumours

Tumour within the anal canal

Patients not wanting follow-up

Anterior ;umour following TEMS surgery in women (potentially higher
figtula rigk)*

Pati=nt: who cannot undergo MBI ourveillance®®

i :I-F-':'I:-":-'E o A Wofpa :-'E

‘relative contraindication.
*relatve contraindication for older patieniz who could undergo CT and
endarectal ultrasound imaging surveillance instead.



Indicaties

Use of CXB has been dezent
part of an active surveillance o
bents who are not medically fit
nabional sroup, ICONE (Intema
collaboratez over technigues, o
ment of randomized tnals to ex
Autorte de Santé (HAS) certafiec

vanced rectal cancer [19].

1 Recommendations

Early-stage an

1.1

Low-energy contact X-ray brachytherapy can be used as an option to treat early-
tage and locally advanced rectal cancer:

+ when the tumour is 3 cm or less and has not spread beyond stage T3b N1 MO
(with limited nodal involvement), and:

— the person chooses not to have surgery, or

— the risks of surgery are unacceptably high.

People with larger tumours (with limited nodal involvement) may become
eligible for this procedure if neoadjuvant treatment (external beam
radiotherapy with or without chemotherapy) reduces the tumour to 3 cm
or less and it has not spread beyond stage T3b N1 MO.



Indicaties in NL

« Vroeg-intermediair rectumcarcinomen (cT1-3N0-1): STARTREC-3

« (Locally advanced) rectumtumoren met goede respons na (C)RT: OPAXX

« Inoperabele patiénten of patiénten die geen stoma/operatie willen



EARLY-STAGE RECTAL CANCER
cT1-3abNO0-1 (<3 nodes <8mm)
size <40mm, mid-distal rectum

ARM 1: +CXB boost ARM 2: +EBRT boost ARM 3: +3x CAPOX
VK adjacent fo 5x5 Gy <2-3 wks affer 5x5 Gy
STARTREC-3 study - Can we ’ ’ g

Save the rectum by watchful
waiting or transanal 15' RESPONSE ASSESSMENT — MRI + ENDOSCOPY
microsurgery following *14-16 weeks after start 5x5Gy

shorT-course radiotherapy ;
n —
and Additional local oR 29 RESPONSE ASSESSMENT — MRI + ENDOSCOPY

3x30Gy in 4 wks 3-5x boost of 5Gy aay 1-14 every 3 wks

*26 weeks after start 5x5Gy

systemic Treatment for
*RESPONSE EVALUATIONS
ed rlY'Sta ge REcta | Cancer? - (nicCR: pt proceeds to next assessment or fo W&W

- Incomplete response: pt proceeds to TME



baseline 2-3 wks after 5 x 5 Gy

18/11/202
Q

&1? 54:10

e eﬁr\1cef310l54283012
me: egelaars

Dats of Srih: 31-05- 1642

During CXB 6 wks after CXB



baseline

2-3 wks after 5 x 5 Gy

erence: 11015972515

Nae by sigven

During CXB 6 wks after CXB



- e 3

catharina OPAXX - orgaansparende behandeling

een santeon ziekenhuis

rectumcarcinoom

Outcome response evaluation Correlating standard care Experimental study arms
> WEW
Clinical complete
response, cNO
T TME
cCR
_Smoths = ®.  WaW
.| Extending 3months +d | i
“waiting interval G -
3 Near-compleie 1 » TME
response, cNO
> TME
1
1
q Y
P
: : i i N
U e e e e e Mool .~ OPAXX study .
IRC —>  SCRT —>’— 5 _)\(_andomisatior_g Vs
cCR
t ° : Ny > WawW
LARC ” CRT [ [ “ : Extending the
mall residual tumour =l interval with four
3 » TME
mass <3cm, cNO ..-weelss ............ = PA: low
Extending the : E isk/RO o f  yyaw
interval with six ! |
weeks - i nCR
> - > LE
PA: high
risk/R1 TME
Incomplete response,
—» residual tumour mass > TME
=3cm, cN+ PD

T™™E




Voorbereiding patienten

« Dag van tevoren 10mg Bisacodyl

« Dag zelf, 30 min voor bestraling:
- Microlax Klysma
- 1000mg PCM
- 5mg Diazepam
- (Abstral 100ucg)

« Inbrengen lidocaine gel in anus



Contact therapie O

« 3 fracties van 30 Gy, 2 weken tussen
elke fractie

« 2cm, 2.5cm of 3cm buis

« Maximaal 10-12cm ab ano

* Proctoscoop met camera, dan
applicator in proctoscoop schuiven
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Contact therapie - bijwerkingen O

« Goed verdragen
« Ulcus

- Radiatieproctitis/LARS

- Cave tumoren tegen anale sfincter 2 meer klachten

« Rectaal bloedverlies



Kwetsbare ouderen zorgpad

« RESORT studie: A Prospective Registry of the Non-Invasive Multimodality
Treatment in Inoperable Rectal Cancer Patients: Evaluating the Current
Treatment Strategies in Rectal Cancer Patients Unable to Undergo TME
Surgery

« Zorgpad voor kwetsbare en/of oudere patiénten
« Patiént komt 1 dag:

- Chirurg + Vpk specialist

- Anesthesist

- Radiotherapeut

- Oncoloog
- Geriater

« Gezamenlijk "mini-MDQO" zelfde middag voor bespreking + beleid
« Bespreken beleid met patiént



Voorbeeld casus

Man 85 jaar

cT2NO rectumcarcinoom, wens tot geen operatie.

Gezien co-morbiditeit en matige performance status (WHO 2), CRT als
brug te ver beoordeeld

5 X 5 Gy radiotherapie



Contact therapie

scopie na 10 weken, afwijking van
2cm, 2cm van linea dentata Na 3 maanden Na 6 maanden



Take-Home Message: wanneer CXB O
overwegen?

“Planned organ preservation”
- Vroeg/intermediair laag-mid rectumcarcinoom kandidaat voor behandeling incl CXB
- Niet per se wachten op respons

“Situational organ preservation”

- Voor intermediate risk/locally advanced rectumcarcinoom met goede respons na CRT:
Resttumor <3cm bij evaluatie (6-8 weken na (chemo)radiatie)

- Wens tot orgaan sparing

Kwetsbare / ouderen (inoperabel of wens tot niet opereren)

Toekomst: patientselectie



