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Resektabel ventrikelcancer

Kirurgi ar fortfarande grunden i den kurativa behandlingen.

Langtidsoverlevnad ca 25%.

Onkologisk tillaggsbehandling:
* adj kemoradio (ffa i USA, dock ej langre 1:a handsval)

* adj kemo (ffa i Asien)

* periop kemo (ffa i Europa)



2017 kom perioperativ FLOT
FLOTA4 Stu dy DeSign (D) peutsche krebshilt

Randomized, multicenter, investigator-initiated, phase ll/Il1 study

« Gastric cancer or
adenocarcinoma of
the gastro-esophageal
junction type |-l

Medically and
technically operable

cT2-4/cN-any/cMO or
cT-any/cN+/cMO

FLOT: docetaxel 50mg/m2, d1; 5-FU 2600 mg/m?, d1; Gastric 44%
leucovorin 200 mg/m?, d1; oxaliplatin 85 mg/m?, d1, every
two weeks

GEJ/dist eso ac 56%
ECF/ECX x3 - RESECTION - ECF/IECX x3

Z0—4H4>»r0—T——42>040®

o : ; : ECF/ECX: Epirubicin 50 mg/m2, d1; cisplatin 60 mg/m?,
Stratification: ECOG (0 or 1 vs. 2), location of primary (GEJ type | d1: 5-FU 200 mg/m? (or capecitabine 1250 mg/m? p.o

vs. type II/lll vs. stomach), age (< 60 vs. 60-69 vs. 270 years) and divided into two doses d1-d21), every three weeks
nodal status (cN+ vs. cN-). '

esoazos: ASCO ANNUAL MEETING 17 | #ASCO17 o ocented by: Salah-Eddin Al-Batran

Slides are the property of the author. Permission required for reuse.
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Al-Batran et al. The Lancet. 2019;393:1948-57.
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Number of patients (%) HR (95% CI) HR p valve
Sex 08299
Male 533 (74%) —- 0760
Female 183 (26%) - 0-800
Age (years) 09402
<60 315 (44%) * 0770
60-69 229 (32%) - 0-797
270 172 (24%) ™ 0723
ECOGPS 0-8080
ECOGO 500 (70%) —_— ] 0-776
Localisation of tumour
GEJ type I-ll 398 (56%)
Stomach 318 (44%)
Missing 61(9%) .
Diffuse 191 (27%) * 0-852
Non-diffuse 464 (65%) N 0-746
Lymph node involvement 04171
cN- 147 (21%) - 0-642
N+ 569 (79%) - 0-806
cT-stage 05821
Missing 22 (3%) .
T1/2 113 (16%) . 0-661
T3/4 581 (81%) - 0-790
Barett 03396
Missing 11(2%) .
No 598 (84%) —a— 0-809
Yes 107 (15%) ™ 0-619
Signet ring cells 07459
Missing 36 (5%) -
No 479 (67%) = 0-796
Yes 201 (28%) . 0740
Overall 716 (100%) . 0769 00121
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Favours FLOT Favours ECF/ECX






dMMR/MSI vid gastroesofageala adenocarcinom

e Bortfall av mismatch repair-protein (dMMR) medfor mikrosatellit instabil (MSI)

tumor med hypermutabilitet

* Mer frekvent distalt, hos aldre och vid intestinal subtyp
* Tidig cancer: 10-25%, stadium lI-1ll: 7-15%, stadium IV: 3-7%

* Esofagus: 1-5%

* Varfor ar detta viktigt?

Proficient Mismatch Repair Complex DNA successfully repaired
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Deficient Mismatch Repair Complex Defective DNA



Perioperativ kemo vs dMMR/MSI-H

e Post-hoc analys av 303 patienter i MAGIC-studien varav 19 (7%) hade

MSI-high tumor

| w— Chemotherapy and ;
' surgery, MSS or MSI-L [

Chemotherapy and
surgery, MSI-H
e Surgery, MSS or MSI-L
Surgery, MSI-H

No. at risk

Chemotherapy and surgery, MSI-negative patients 129 85 58 42
Chemotherapy and surgery, MSI-positive patients 9 3 1

Surgery, MSI-negative patients
Surgery, MS!-positive patients
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Survival, %

0 1 2 5 &% %5 @6 7 B 9§ 10
Time From Surgery, y

27 22 15 6 3 1

151 100 58 37 21 13 9 7 1
10 8 6 3 1 1

Smyth et al. JAMA Oncol. 2017



dMMR/MSI-H vs neoadjuvant/adjuvant
kemo

prognosen vid MSI-H férsvinner om
emo till kir

Kim et al. Retrospektiv. n=1276
Int J Cancer 2015 MSI-H: 105 (8%)

Smyth et al.
JAMA Oncol 20

Dalig histopatologisk respons (HPR) vid MSI-H
men OS anda battre an vid MSS.

MLH1-neg: dalig HPR pa kemo, god prognos
med enbart kir, ingen RFS-vinst med kemo

n=617 2on0s vid MSI-H oavsett kemo eller ej.

MSI-H: 59 (10%

ar. Retrospektiv. n=929
Oncologist 2020 dMMR: 83 (9%)

Vos et al. Retrospektiv. n=559 kir vs MSI-H: god prognos, Ut
ASCO Gl 2021 MSI-H: 84 (15%) neoadj/adj kemo OS-vinst med kemo




dMMR/MSI-H vs neoadj immunterapi

* EJ standardbehandling
e EJ EMA-godkand indikation

...men nationella vardprogrammet 2025, kapitel 10.3.3.5:

"For patienter som vid MDK beddéms riskera komplicerad primarkirurgi med
hog morbiditet kan immunterapi dock dvervdgas som neoadjuvant
behandling i tumorkrympande syfte for att underlatta kirurgin.”

* Fas 2-studier pagar med immunterapi och watch-and-wait:
* Cercek et al. non-rectal cohort
* INFINITY cohort 2
* GERCOR DEWI



SAMMANFATTNING

Lokoregional ventrikelcancer

* Perioperativ FLOT 4 + 4 standardbehandling i Sverige sedan 2017

* Om pat beddms tala perioperativkemo men ej FLOT sa 6vervag
fluoropyrimidin + oxaliplatin, t ex FOLFOX 4 + 4 eller CAPOX/SOX 3 + 3

* Om pat ej bedoms tala periop kemo + kirurgi sa kirurgi enbart
* Om pat ej bedoms tala kirurgi sa palliation

* Om dMMR/MSI-H sa 6vervag kirurgi enbart





