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Hur tanker

en onkolog?




e Kurativ
* Neoadjuvant
» Konvertering/Down-sizing
* Adjuvant

* Palliativ
* Induktion
* Underhall/Maintenance
* Respons vs stabilt




* Intravenost/tablett
* Kemoterapi
* Antikroppar
* Immunterapi

SyStem VS * Radioterapi
‘Oka‘ * Konventionellt, hypofraktionerat eller
hyperfraktionerat
* Sensitizer

* Stereotaxi
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Hur anvdnda pa bdsta satt? Kombinera? Sekvens?

Cetuximab

anitumumab

Encorafenib/
Binimetinib
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Talar for lokal behandling forst
(kirurgi)

Fa metastaser (<3-4 st)
Unilobar sjukdom
Metakron sjukdom

Komorbiditet/annan sjuklighet,
obesitas, diabetes

Stillsammare sjukdom
Lagt CEA
Enbart i levern

Tidigare oxaliplatin behandling

Goda kirurgiska marginaler

Vid tecken pa aggressiv sjd/samre
prognos, dar en progress innebar
ej resektabelt

Talar for systemisk behandling
forst (kemoterapi)

Manga metastser (>3-4 st)
Bilobar sjukdom
Synkron sjukdom

WHO perf status=0

Aggressivare sjukdom

Hogt CEA

| flera organ (lunga/lever)

Ej tidigare kemobehandlad

Krympning minskar ev
kirurgiska ingreppet

Omvant




Biologi

Riktlinjer vid forsta lin

Intention
RAS/BRAF  Situation Patient yurative

Ezrrariarng Shar PAnde ahar L tumesreciprs
huroreniym hurorEnym
Wi Pi=0-1 FOLROX FOLFIRY + EGFRI FOLFR| + EGRRA FOLAR| =/~ EGFRI FOLFIRA 4~ ke
“binlogiskt <75 &r” [FOLFEON = EGFRIR eller {Fa wid winster] eller eller
FOLFONY +/- EGFRI FOLAR| = b [ vid FOLFCE
Surrogat
_ » |Hawidvinster] higer) eller ol
WD Fi=0-1 FOLFOY FOLFIRY + EGFRI FOILAR| =/~ EGFRI FOLARI =/~ EGFRI{Ha  5-FU analog /-
“hinlogiskt =75 Ar” eller [FOLFON = EGFRIG eller wid virstery hev
Op direkt FOLFOX eller
{Fa wid wdnster) FOLAR| = e
{Fa wid hdger)
eller
FOLFOX
WHO F5=0-1 FOLROX FOLFIREIN FOLARINCE FOLAIRI = Esgre FOLFIRD +f- bsara
“binlogiskt <75 dr" [t + e} ol &l allar
FOLPOH s FOLFOX 5-FU analog = b
FOLAIRI = beare
WHO P5=0-1 FOLFOX FOLFC FOLFAIRI =/~ baw 5.FU anabog + bav eller  5-FU analog +)-
“biologiskt =75 ar” allar wdllai FOLFAIRI =/ bawv baw
Op direkt FOLFOX
WHO F5=1 FOLFOX Ind el Ieediiduall E-FU ariabog 5-FU analog
Alla abdrar allar baddmning e o

Op direkt



From: ESMO consensus guidelines for the management of patients with metastatic colorectal cancer
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* Bas—5-FU-analog
 Kombo

e +Oxaliplatin

* +lrinotekan

Kemoterapi

* Annan kemo eller liknande
* Trifluridin/Tiparicil
* Regorafenib




Oxaliplatin
Irinotekan

Oxalipaltin
och
Irinotekan

Kemo-kombinationer

5FU bolus

5FU infusion + | Capecitabin
bolus

FOLFOX CAPOX=XELOX
FOLFIRI CAPIRI=XELIRI

FOLFOXIRI
(ingen bolus 5-
FU)

Gimeracil/Ote

racil/Tegafur
(1)




FP = 5-Fu antingen i tablettform (Capecitabine/
Gimeracil/Oteracil/Tegafur (S1)) d 1-14 var tredje
vecka eller som intravenos behandling varannan vecka
som injektion d 1 och 2 (FLV) eller 48 h-infusion (FOLF)

CAPOX = Capecitabine d 1-14 + Oxaliplatin iv d1 var
tredje vecka

Behandlings-

SOX = Gimeracil/Oteracil/Tegafur (S1) d 1-14 +
Oxaliplatin iv d1 var tredje vecka

upplagg

FOLFOX = 5-FU bolus d 1 och i pump 48 h + Oxaliplatin
ivd1l varannan vecka ,

FLOX = 5-FU bolus d 1 & 2 + Oxaliplatin ivdl varannary

vecka
4




 Om potentiellt ej primart resektabelt, men om
vi kan uppna tumorkrympning

* FOLFOX eller FOLFIRI likvardiga — 40-60%
respons

* Trippelkemo (FOLFOXIRI) ytterligare 10%
respons

* Tillagg av EGFR-antikropp
Cetuximab/Panitumumab ytterligare 10%

- Endast KRAS, NRAS och BRAF wt

* Behandling ca 2 manader --> Ny utvardering och
terapidiskussion ,

Downsizing

* Risk—primar progress, cirka 10%, vanligare om
BRAF mut.

> 4




* Om primart resektabel utan behov av
krympning

* Sla ut mikrometatsaser fore kirurgi,
forebygga aterfall

* Faktorer talandes for preoperativ

Neoa dJ uvant cytostatika:

* Diskuteras pa separat forelasning

* Capox/FOLFOX enda evidensbaserade
behandlingen

* Rektalcancer ofta RT + Capox/FOLFOX




 Efter kirurgi av ett organsystem
* Det finns ingen makroskopisk sjukdom kvar

* Ibland perioperativ behandling, bade fore
och efter kirurgi

e Evidensdata utifran stadium Il for 5-Fu
singel +/- oxaliplatin

* Ibland ges dock tex FOLFIRI om man haft
mycket god effekt preop




* Annan intensitet

* Accepterar farre biverkningar

e Fokuserar pa livskvalitet i forsta hand
Palliation * PFS och OS oftast viktigare an RR

e Fast-----var beredd att andra intention, stall
dig alltid fragan!




* Vid stabil sjukdom eller regress efter 3-6
manader

* Tablettbehandling +/- Bevacizumab
- Capecitabine eller Gimeracil/Oteracil/Tegafur (S1)

Underhallsbehandling * Lagre toxicitet och farre sjukhusbesdk

* Ibland behdvs behandlingspaus

- T.ex. om pat ar sliten av [angvarig kemo och/eller
progress vid tidigare underhallsbehandling '

/
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Biomarkorer

aVv relevans

KRAS/NRAS
* Vid mutation ges inte EGFRi (panitumumab/cetuximab)

BRAF
* Vid mutation ges inte EGFRi
* Vid mutation kan BRAF hammare ges (enkorafenib)
* Relevans for ev utredning av Lynch Syndrom vid dMMR (bortfall MLH1/PMS2)

MMR-status eller MSI/MSS
* Vid dMMR/MSI mindre/ingen kanslighet for FP
* Vid dMMR/MSI mindre nytta av adjuvant och/eller neoadjuvant behandling
* Vid dMMR/MSI potentiellt Lynch Syndrom

* Avgor eventuell kdnslighet for immunterpi, ffa PD1-hammare
(Pembrolizumab/Nivolumab)

Biomarkorer med “gransfallsrelevans”, targetable
* ERBB2/HER2
* PIK3CA
* NTRAK-fusion
* Subgrupp KRAS
* -—-mycket hela tiden---



Palliativa behandlingsalternativ
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Ref: Colorectal Cancer: A Decade of progress. Advances in the treatment of stage IV colorectal cancer. The ASCO post, March 15, 2013
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Behandlingsalternativ

10 - Tiparicil/Trifluridin, Pembrolizumab, Encorafenib etc -
9 - Regorafenib

8 - Aflibercept/Ramucirumab

7- Bevacizumab

6 Cetuximab/Panitumumab

5 Oxaliplatin

4- Capecitabine

3- Irinotecan/CPT-11

2 Leucovorin

Lt S-fluorouracil

0 | | | | | | | | | | | | |
1960 1965 1970 1975 1980 1985 1990 1995 2000 2005 2010 2015 2020 2025



* Hematologi
* Ffa irinotekan och oxaliplatin

Allmanna * lllamaende
biverkningar,

* Ffa irinotekan och oxaliplatin

* Tarmpaverkan

CytOStati ka e Ffa irinotekan och 5-FU analog

e Haravfall
 Enbartirinotekan




Biverkningar
5-FU analog

Diarréer

e Ffa Capecitabin och Gimeracil/Oteracil/Tegafur (S1)

Slemhinneproblem

¢ Ffa iv Fluorouracil

Hand-fot

e Ffa Capecitabin

Hjarttox

» Ffa Capecitabin och iv Fluorouracil

DPD testning




Diarréer

e Fordrojd, efter 24 timmar

Akut kolinergt syndrom
B Ve rkn 1N ga f e Kommer tidigt, atropinprofylax

Irinote ka N Kontraindikationer (absoluta eller relativa)

e Kronisk inflammatorisk tarmsjukdom

e Tarmobstruktion

e WHO PS>2

e Leverpaverkan (>3 ggr 6vre normalvarden, trender)



Biverkningar
Oxaliplatin

e Akuta, smartsamma
e Kroniska, numbness
e Kumulativt

Laryngeal dysestesi

e Mycket obehagligt, ofarligt (nastan
alltid)

Allergiska reaktioner

e Ofta vid rechallenge
e OBS, ej blanda ihop med dysestesin



* Antikroppar

* Bevacizumab

Aﬂtikr@ppar * Panitumumab/Cetuximab




Tillagg antikroppar

Ensam Oxaliplatin+5- | Irinotekan+5- | Trippelbehand-
behandling FU analog FU analog ling

Cetuximab/ Ja (ej 3 veckors Ja (ej 3 veckors
Panitumumab regimer) regimer)

Bevacizumab Nej Ja Ja




* Hudbiverkningar
* Akne
* Erytem
. . e Torr hud
Biverkningar . Fissurer

CEtuximab/ * Konjunktivit

e Paronyki

Panitumumab

* Saltbalans
* Hypomagnesemi
* Hypokalemi

* Allergiska reaktioner




* Hypertoni
* Proteinuri

Bive rkninga r e Gastrointestinala perforationer
* Tromboembolism

Bevacizumab

* Blodningar
e Forsamrad sarlakning




Immuntera p| * Immunterapi
* Pembrolizumab
(d M M R/MS| * Nivolumab (ev tillagg Ipilimumab)

tumorer)




 Alla former av —iter
* Hepatit
* Pneumonit
* Encephalit

: k : * Gastrit
B|Ver ﬂlngar * Kolit/enterit

Immunterapi * Thyreodit

e .....etc

* Balans mellan tumoreffekt och triggande av
autoimmunitet

 Steroider klurigt




e TumoOrrelaterat

Symtomatologi * Behandlingsrelaterat

 Lurigt vid slutenvard, relevant ffa for bedomning
avseende aktivitet




Utga fran tillstand

Ofta Tumorrelaterade
Medullakompression
Vena Cava superior-syndrom
Luftvagsobstruktion
Hypercalcemi
Urinvagsobstruktion
lleus/subileus
Blodningar

Smarta

Fraktur
Epilepsi/kramper

Pleuravatska

Ofta Behandlingsrelaterade
Febril Neutropeni/sepsis
Trombocytopeni/blodningar
Tumorlyssyndrom

Diabetes

Njurinsufficiens
Anemi/ischemi

lllamaende
Trombos/emboli
Allergi/anafylaxi
Oppurtunistiska infektioner

Akut psykos



Tack fér er uppmarksamhet
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Kirurgi for
Onkologer

Per ). Nilsson
per.j.nilsson@regionstockholm.se

Hoppas det ska passa som handen i handsken...




Kirurgi vid kolorektal cancer
Mal:

Ro-resektion
Radiologi och planering

Minimera trauma och blodning
Teknik, laparoskopi, robot

Undvik spill och kontamination
Planera, god teknik

Anastomos nar mojligt och sakert
Omddéme




Kirurgi vid kolorektal cancer

Allmanna principer:

§ 1: Avlagsna tumorbarande segment med adekvat
marginal i langsriktning (och CRM)

§ 2: Avlagsna organ med overvaxt en bloc

§ 3: Avlagsna lymfkortlar i det tumorbarande
segmentets draneringsomrade

§ 4: Folj embryologiska plan och bevara naturliga
barriarer



Lymfkarl foljer artarer




§1:

Right-sided hemicolectomy




Selective central vascular ligation (D3 lymphadenectomy) in
patients undergoing minimally invasive complete mesocolic
excision for colon cancer: optimizing the risk-benefit
equation Colorectal Disease 2019 22, 536

T. Sammour® @. S. Malakorn*, R. Thampyt, H. Kaurf, B. K. Bednarsli*, C. A. Messick®,

M. Taggart}, G. ). Chang* and Y. N. You*

*Department of Surgical Oncology, The University of Tesas MD Anderson Cancer Center, Houston, Teas, USA, $Department of Diagnostic
Radiology, The University of Tesaz MD Anderson Cancer Center, Houston, Tesag USA, and fDepartment of Pathology, The Unnersity of Texas MD
Anderson Cancer Center, Houston, Texas, LISA

Figure | Schematic of complete
mesocolic excision with central vascular
ligation. Two different levels of lymphatic
dissection are depicted. Blue highlighting
depicts the level of dissection, yellow
circles depict lymph nodes. Optimal D2
lymphadenectomy is the current standard
of care, and includes all N1 and N2
lymph nodes [right edge of superior
mesenteric artery (SMA) exposed]. D3

lymphadenectomy includes N1, N2 and RN : —
N3 lymiph niodes along the ventral High ligation (HL) Modifed central vascular ligation (mCVL)

surface of the SMA (left side of SMA /optimal D2 lymphadenectomy /extended nodal dissection

exposed). >



Selective central vascular ligation (D3 lymphadenectomy) in
patients undergoing minimally invasive complete mesocolic
excision for colon cancer: optimizing the risk—benefit
equation Colorectal Disease 2019 22, 536

T. Sammour® @. S. Malakorn*, R. Thampyt, H. Kaurf, B. K. Bednarsld*, C. A. Messick®,
M. Taggarti, G. ). Chang* and Y. N. You*
*Diepartment of Surgical Oncology, The University of Tesas MD Anderson Cancer Center, Houston, Tesas, USA, $Department of Diagnastic

Radiclagy, The University of Texas MD Anderson Cancer Center, Houston, Texas USA, and {Department of Pathdogy, The Unnersity of Texas MD
Anderson Cancer Center, Houston, Texas, LSA

Klok selektion — ingen skillnad

100
197 patienter _—
under 7 ar. g
HS hemikolektomi. g 60
90% laparoscopi, e 40
10% robotass g
CME/D2: n=56 5 %
CME/D3: n=141 0

0 1 2 3 4 5
Time (years)
NAR 197 132 88 55 38 24

Legend
-~ HL
-~ CVL
~+ HL-censored
~+ CVL-censored
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Vanstersidig hemikolektomi /
sigmoideumresektion




High tie pa IMA?

Area of
Interest!




Men, egentligen!
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.F16. 1.—Diagrammatic drawing showing the
-epicolic, paracolic, intermediate, and principal
lymph node groups accompanying the vessels of
the colon.



Anatomisk variabilitet

IMA ‘ IMA
" b’
27% 15%

Sakorafas et al.
Surgical Oncology (2006) 15, 243-255



Om ej high tie - "skala med” Igl?



Rektalcancer-operationer

Abdominoperineal excision

| ow anterior resection

APE

after surgery

7 Abdominal wall

LAR

Colostomy




Total Mesorectal Excision (TME)

* Intro1982 (Bill Heald)

e Reducerar lokalrecidiv-
frekvens med 50%

* | enlighet med de
“allmanna principerna”

« Kan vara LFR eller APE
(eller Hartmann)




Problem vid rektalcancerkirurgi

* Perioperative mortality 2% |
Anastomotic leak 11-12% Paun et a/ Ann Surg 2010 )

-

* Wound healing difficulties in APE 15-40% Musters et al. DCR 2014
 Low Anterior Resection Syndrome (LARS)
Emmertsen et al Ann Surg 2012

* Urinary Dysfunction >50% % Bregendahl et al Colorectal Dis 2014

e Sexual Dysfunction 60% —?—, 75% J Lange et al. Eur ) Cancer 2009
Bruheim et al JROBP 2009



Vid IMA

Vid promontoriet
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Dissection of the mesorectal plane
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Dissection of the mesorectal plane
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Dlssectlon of the mesorectal plane




Dlssectlon of the mesorectal plane
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Dissection of the mesorectal plane
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Anastomos LFR
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Abdominoperineal excision




rr. scrotales posteriores

nn. scrotales posteriores

a. pudenda interna
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Fig. 295. Nerves and vessels of the male perineum. Superficial perineal muscles are shown on the left side, fat of the fossa ischiorectalis
has been removed, nerves and vessels are exposed by incisions into the musculature on the right side.




(HEMORRHOIDAL)
ARTERY

BIFURCATION

-t

LEFT SPINE
OF ISCHIUM

LEFT
OBTURATOR
INTERNUS
MUSCLE

RIGHT INTERNAL
PUDENDAL ARTERY

- RIGHT OBTURATOR ARTERY

ISCHIAL TUBEROSITY RIGHT UMBILICAL ARTERY
LEFT ALCOCK'S RIGHT DEFERENTIAL ARTERY

(PUDENDAL) CANAL
RIGHT INFERIOR VESICAL ARTERY

LEFT COCCYGEUS MUSCLE

< LEFT LEVATOR ANI MUSCLE >

EXTERNAL ANAL SPHINCTER RIGHT SUPERIOR VESICAL ARTERY

RIGHT MIDDLE RECTAL (HEMORRHOIDAL) ARTERY |

RIGHT INFERIOR RECTAL (HEMORRHOIDAL) ARTERY







Reconstructive perineal flaps may be needed

(de Haas, Ann Surg Oncol: 1995) (Tei, BIS; 2003) (Bell, BIS; 2005)

\__/M \__/V N R i
o/m,' BJS; 2007
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RIKET

80

60

Procent

0
2014 2015 2016 2017 2018 2019 2020 2021 2022 2023
Diagnosar
B Oppen operation Minimalinvasiv operation,

u Minimalinvasiv operation,

robotassisterad ej robotassisterad

2024

Lap
Open

Rectal cancer surgery



Hog-hogspecialiserat - NHV _Si Socialstyrelsen

Bedomning infér, och i forekommande fall, kirurgisk atgard vid foljande tillstand:

* Lokalt avancerad kolorektalcancer dar total backenutrymning, resektion av del
av korsbenet ovan coccyx eller annan del av backenskelett eller lateral
backenvaggsdissektion med eller utan karl- och/eller nervresektion bedoms, vid
preterapeutisk utvardering, potentiellt nodvandigt for att uppna mikroskopisk
radikalitet (Ro).

« Lokalt aterfall av kolorektalcancer dar total eller bakre backenutrymning,
resektion av del av korsbenet ovan coccyx eller annan del av backenskelett eller
lateral backenvaggsdissektion med eller utan karl- och/eller nervresektion
bedoms potentiellt nodvandigt for att uppna mikroskopisk radikalitet (Ro).

* Recidiv/resttumor efter primar kurativt syftande stralbehandling vid analcancer,
gynekologisk cancer (cervix-, endometrie-, vaginal-, vulvacancer),
prostatacancer och blascancer.

« Avancerad urinblascancer (kliniskt T4b) och/eller lymfkortelspridning (M1a) med
respons efter induktionsterapi.

* Ovanliga eller oklara tumorformer i backenet dar total backenutrymning,
resektion av del av korsbenet ovan coccyx eller annan del av backenskelett eller
lateral backenvaggsdissektion med eller utan karl- och/eller nervresektion
beddms potentiellt nodvandigt for att uppna mikroskopisk radikalitet (Ro).

48
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Lathund att fasta i minnet:

* Primar kolorektalcancer dar backenutrymning, resektion av skelett
eller lateral backenvaggsdissektion kan formodas vara indicerat

e Lokalrecidiv av kolorektalcancer
* Salvagekirurgi analcancer

 Ovanliga/oklara tumorformer

Tre NHV-enheter for avancerad backenkirurgi:
* Karolinska/Stockholm

 Sahlgrenska/Goteborg
« SUS/Malmo



Lokalt avancerad ho-sidig koloncancer




Utvidgad ho-sidig hemikolektomi med njure, del av
lever, duodenum och caput pancreatis en bloc




§ 2:
Avlagsna organ
med Overvaxt

en bloc

e RSO e




Laterala lymfkortlar

Pelvic plexus
P - [ Obturator nerve

Obturator artery

Alcock canal

FIGURE 1. Schematic figure of the 6 lateral pelvic areas: in-
ternal iliac (A), obturator (B), external iliac (C), common il-
iac (D), aortic bifurcation (E), and median sacral (F). Patients

Bild-id: 19
Bild 19 av 84 with metastasis limited to A were classified as the internal-LPLN

. el group, whereas those with metastasis in the other regions (B-F)
were classified as the external-LPLN group.

Riskfaktorer: Distal tumor, T3/T4, kortlar inom mesorektum

53



Laterala lymfkortlar

= Neoadjuvant (Chemo)radiotherapy With Total Journal of Clinical Oncology*
5 Mesorectal Excision Only Is Not Sufficient to Volume 37 lssue 1 33

~ Prevent Lateral Local Recurrence in Enlarged
< Nodes: Results of the Multicenter Lateral Node
" Study of Patients With Low cT3/4 Rectal Cancer

Atsushi Ogura, MD*23; Tsuyoshi Konishi, MD*#; Chris Cunningham, MD?; Julio Garcia-Aguilar, MD, PhD* Henrik Iversen, MD, PhDS;
Shigeo Toda, MD7; In Kyu Lee, MD, PhD?; Hong Xiang Lee®; Keisuke Uehara, MD, PhD?; Peter Lee, MS'®; Hein Putter'; Cornelis J.H. van
de Velde, MD, PhD!; Geerard L. Beets, PhD*'; Harm J.T. Rutten, MD, PhD**!3: and Miranda Kusters, PhD'2'*; on behalf of the Lateral
Node Study Consortium

>7 mm pre-RT och 4
>4 mm post-RT &



Problem vid rektalcancerkirurgi

* Perioperative mortality 2% |
Anastomotic leak 11-12% Paun et a/ Ann Surg 2010 )

-

* Wound healing difficulties in APE 15-40% Musters et al. DCR 2014
 Low Anterior Resection Syndrome (LARS)
Emmertsen et al Ann Surg 2012

* Urinary Dysfunction >50% % Bregendahl et al Colorectal Dis 2014

e Sexual Dysfunction 60% —?—, 75% J Lange et al. Eur ) Cancer 2009
Bruheim et al JROBP 2009



Lancet Oncol 2021; 22: 20-42

Short-course radiotherapy followed by chemotherapy before
total mesorectal excision (TME) versus preoperative
chemoradiotherapy, TME, and optional adjuvant
chemotherapy in locally advanced rectal cancer (RAPIDO):

a randomised, open-label, phase 3 trial

Renu R Bahadoer*, Esmée A Dijkstra*, Boudewijn van Ettent, Corrie A M Marijnent, Hein Putter, Elma Meershoek-Klein Kranenbarg,
Annet G H Roodvoets, Iris D Nagtegaal, Regina G H Beets-Tan, Lennart K Blomqvist, Tone Fokstuen, Albert ] ten Tije, Jaume Capdevila,

Mathijs P Hendriks, Ibrahim Edhemovic, Andrés Cervantes, Per ] Nilssontt, Bengt Glimeliust#, Cornelis ] H van de Veldet#, Geke A PHosperst£,
and the RAPIDO collaborative investigators§

Total neoadjuvant treatment using short-course radiotherapy
and four CAPOX cycles in locally advanced rectal cancer with
high-risk criteria for recurrence: a Swedish nationwide cohort
study (LARCT-US) oonomm

Bengt Glimelius,™" Tanweera Khan," Karin Adolfsson,” Eva ﬁngenete,“rﬁke Berglund,® Kristina Bonde | Nils Elander? Tone Fokstuen,” Johan Haux,'
Israa Imam,” Cecilia Lagerbdck; Ingrid Ljush'nder,k Andrzej Piwowar, Marie Zgjicova,™ and Per J. Nilsson"
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Opportunistic W&W

Assessment after (C)RT is important!

Decide if there is a cCR

KAROLINSKA C-RTG Lab 30 3T

<m D

T2 weighted and DWI

5. Maas M, Lambregts DM, Nelemans P, Hejjnen LA, Martens MH, Lejjtens JW, et al. Assessment of
Clinical Complete Response After Chemoradiation for Rectal Cancer with Digital Rectal Examination,
Endoscopy, and MRI: Selection for Organ-Saving Treatment. Ann Surg Oncol. 2015;22(12):3873-80.
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Organ Preservation in Patients With

Intentional W&W

Rectal Adenocarcinoma Treated With Total
Neoadjuvant Therapy

Julio Garcia-Aguilar, MD, PhD?; Sujata Patil, PhD?; Marc J. Gollub, MD?; Jin K. Kim, MD?; Jonathan B. Yuval, MD*;

Hannah M Thamnean MDD Flaric € \Varhaii MNl. Nana M Nmar MDDl Machan | aa RQL. Rirhard |

A Kemo

" CRT

Rektalcancer

Utvardering

stadium [l - [

NCRT

» Kemo

OPRA
s

TME-Free Survival

1.0

Log-rank P=.016

—— INCT-CRT
—— CRT-CNCT

T T T T T T
1 2 3 4 5 6

Time Since Treatment Start (years)



Intentional W&W

Neoadjuvant chemoradiotherapy with radiation dose
escalation with contact x-ray brachytherapy boost or
external beam radiotherapy boost for organ preservation in
early cT2-cT3 rectal adenocarcino phase 3,
randomised controlled trial

Week 14 or
Jean-Pierre Gerard, Nicolas Barbet, Renaud Schiappa, Nicolas Magnt ) Week 20724
. S6 days maximum Day O (near cCR)
Amandeep Dhadda, Arthur Sun Myint, on behalf of the ICONE grouj | \ < > < >
| >
Screening i Chemoradiotherapy i +/- sUrgery i Follow-up period
Rektalcancer | |
! ArmA CAPA4S (Gw) EBRT boost (1w) Rest (8w) !
< 5 cm diameter g e | para e | |
T e w i i respan=e ! 3 months after TME,
<10 cm tumorhojd [ ame | [vaem ; o | orwaWandeey
CXB boost (4w} Rest(2w) CAP4S (Sw) Rest (3w) Complete pon:slt]reastlr:fengt; E“::; e
CT2 = 3 I LIS cemeees e ! | response ! & months for the 3rdyear
| | Watch and wait | !
C N O = 1 i T=3cm !
. | CAPAS (5w) Rest (2w) OB boost (4w) Rest (3w)
EMVI-negativ ; e s
" o) H H Randomisation Tumour
Ej lagdifferentierad esponse
evaluation

M O Figure 1: Trial design

CAP45=capecitabine concurrent with external beam radiotherapy to a dose of 45 Gy. CXB=contact x-ray brachytherapy. EBRT=external beam radiotherapy. LE=local
excision. TME=total mesorectal excision. W8W=watch and wait.



OPERA

A
100
20
)
&
5 607
=
=
@
£ 40—
o
=8
]
20—
— Contactx-ray brachytherapy boost (group B)
—— BExternal beam radiotherapy boost (group A)
0 | | | | |
0 12 24 36 48 60
Number at risk Time since randomisation (months)
{number censored)
GroupA 69 (0) 45(3) 30(10) 20 (9) 9 (11) 7(2)
GroupB  72(0) 66 (1) 53{7) 34 (17) 23(11) 11(12)

Figure 3: 3-year organ preservation rate
(A) All patients (n=141). (B) Patients with tumours smaller than 3 cm (n=61).
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CORRECT /n a nutshell

Inklusionskriterier: Design:

* Adenocarcinom Randomiserad 1:1 non-inferiority
e ¢T1-T3b < 5 cm, max 50% omkrets Tva behandlingscentra for CXB

* cNo-N1<3lgl, max 8 mm 50 pat/arm behovs

* cMo-Mx Primar end-point:

* Max tumorhojd 10 cm Organ-bevarande vid 24 man




Sammanfattning:

* Kirurgi vid kolorektal cancer ska utforas av utbildade
kolorektalkirurger

 Grundprinciper ska foljas 0/7~O

« Kirurgi ska planeras re €m
* God kirurgi ger goda resultat
 Minimalinvasiv kirurgi nu standard

e NHV for Avancerad Backenkirurgi infort
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