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OESOGASTRIC CANCER in BELGIUM 2022
IMMUNOTHERAPY

• SECOND LINE NIVOLUMAB FOR METASTATIC ESCC
• First line PEMBROLIZUMAB plus chemotherapy for ESCC, ADK 

EC AND EGJC Sievert 1 PDL1-CPS ≥ 10
• First line NIVOLUMAB plus chemotherapy for GC EGJ ADK 

PDL1-CPS ≥ 5
• Adjuvant NIVOLUMAB for non pCR ESCC AND AC 

OESOPHAGEAL CANCER AND AC EGJC after surgery



Lancet Oncol 2019

Belgium approval 2021 ATTRACTION-3
2d line

NIVO
N=210

DOCET OR PACLI
N=209

Median OS mo 10,9 8,4

HR 0,77



TRIAL CHECKMATE-649
L1

KEYNOTE  590
L1

Checkmate 577
adjuvant

DISEASE location GC, EGJ, Esophagus Esophagus, EGJ sievert 1 Esophagus, EGJ

Histology ADK ADK/SCC ADK/SCC

Region Global Global Global

PFS HR 0,68 CPS ≥ 5 0,62 CPS ≥ 10 0,69

ORR 45 vs 60 % (CPS ≥ 5) 30 vs 48 % NA

OS difference 3,3 m (CPS ≥ 5)
2,7 m (CPS ≥ 1)
2,2 All patients 

5,1 m ESCC (CPS ≥ 10)
2,8 m ESCC

NR but DFS X2

ESMO MCBS
(Magnitude of Clinical
Benefit Scale)

4 (CPS ≥ 5)
3 (CPS ≥ 1)
2 (all patients)

4 ESCC (CPS ≥ 10)
3 vs 4 all  ESCC
3 vs 4 all pats

Grade A

Modified from Smyth, Annals of Oncology 2021



PRIMARY ENDPOINT OS (PD-L1 CPS ≥ 
5) NIVO+CHEMO

N=473
CHEMO
N=482

Median OS mo 14,4 11,1

HR
P value

0,69
<0,0001

Moelher, LBA6/Janjigian, Lancet oncology, 2021
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THIS RESULTS ARE INDEPENDANT OF CPS STATUS, ALTHOUGH SQUAMOUS HISTOLOGY 
AND CPS ≥ 10 MAY GET A MAXIMUM  BENEFIT

KEYNOTE-590

ESCC CPS ≥ 10 All patients CPS ≥ 10

First line PEMBROLIZUMAB plus chemotherapy for ESCC, ADK EC AND EGJC 
Sievert 1 PDL1-CPS ≥ 10

ASCO GI 2022 UPDATE

KEYNOTE 590
1st LINE
ESCC CPS ≥ 10

PEMBRO 
+ chemo
N=143

PLACEBO
+ chemo
N=143

Median OS mo 13,9 8,8

HR
P value

0,59

KEYNOTE-590
1st line
ALL CPS ≥ 10

PEMBRO + 
CHEMO
N= 186

PLACEBO
+ CHEMO

N=197

Median OS mo 13,6 9,4

HR 0,64
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PRIMARY ENDPOINT 
DFS

NIVOLUMAB
N=532

PLACEBO
N=262

Median DFS mo 22,4 11,0

HR
P value

0,69
0,0003

FIRST POSITIVE TRIAL IN ADJUVANT SINCE 
CROSS AND FLOT TRIAL

Kelly, LBA9



ESOPHAGEAL  OR  EGJ ADK ESOPHAGEAL SQUAMOUS CELL CARCINOMA

LOCALLY ADVANCED ESOPHAGEAL OR EGJ ADK
CRT+ SURGERY
NO PCR: ADJUVANT NIVOLUMAB

LOCALLY ADVANCED
CRT+ SURGERY
NO PCR: ADJUVANT NIVOLUMAB

1L METASTATIC
NIVO + CHEMO (CPS ≥ 5) FOR GC ALSO
PEMBRO + CHEMO (CPS ≥ 10) NOT FOR GC
CHEMO + Tmab (HER2+)
CHEMO ALONE (HER2- CPS <5)

1L METASTATIC
PEMBRO + CHEMO (CPS ≥ 10)

2L METASTATIC
TAXANE +/- RAMUCIRUMAB OR IRINOTECAN

2L METASTATIC
NIVOLUMAB

3-4 L METASTATIC 
TRIFLURIDIN-TIPIRACIL OR IRINOTECAN OR BSC

3-4L METASTATIC
TAXANE OR IRINOTECAN OR BSC 

NEW BELGIUM APPROVALS: INTEGRATION 
IN LINES OF THERAPY



Importance of CPS?

• Keynote 590: 22C3 IHC pharmaDX assay 
• Checkmate 649: Dako 28-8 pharmaDX assay

• RIZIV/INNAMI: no mention of which assay
→ to discuss with your pathologist…

CPS= 𝟏𝟎𝟎𝒙 𝑷𝑫'𝑳𝟏 𝒔𝒕𝒂𝒊𝒏𝒊𝒏𝒈 𝒄𝒆𝒍𝒍𝒔 (𝒕𝒖𝒎𝒐𝒓 𝒄𝒆𝒍𝒍𝒔,𝒍𝒚𝒎𝒑𝒉𝒐𝒄𝒚𝒕𝒆𝒔,𝒎𝒂𝒄𝒓𝒐𝒑𝒉𝒂𝒈𝒆𝒔)
𝒕𝒐𝒕𝒂𝒍 𝒗𝒊𝒂𝒃𝒍𝒆 𝒕𝒖𝒎𝒐𝒓 𝒄𝒆𝒍𝒍𝒔



Breast Cancer
MNP in Belgium

HER2 +  OESOGASTRIC CANCER in BELGIUM 2022
TRASTUZUMAB DERUXTECAN (ENHERTU)

PENDING



Secondary endpoint: OS

DESTINY GC T-DXd
N=125

Chemo 
(physician ‘s choice)

N=62

Median OS mo 12,5 8,9

HR 0,60

ASCO GI 2022 UPDATE



PEMBRO+Trastzumab+Chemo as first line in Her2positive in 
Gastric/GE Junction tumors, Keynote-811



Nakamura, Nature Reviews, Clinical Oncology, 2021

EGC THERAPY FDA BELGIQUE

L1 NIVO or PEMBRO
+ CHEMO

(CK 649/KN 590)

YES Yes
End 2021

HER2 
POSITIVE

L1

TRASTUZUMAB 
+PEMBROLIZUMAB

(KEYNOTE 811)

YES pending😢

HER2
POSITIVE

≥ L2

TRASTUZUMAB 
DERUXTECAN

(DESTINY )

YES Pending
😢

MSI-H
≥ L2

PEMBROLIZUMAB YES Pending
😢

NTRK 1-3
< 1%
(ALL 

TOMOR)

LAROTRECTINIB
ENTRECTINIB

YES YES

OESOGASTRIC CANCER in BELGIUM 2022
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Javle, Cancer 2016

BILIARY TRACT CANCER WHICH TARGETS?



BILIARY TRACT CANCER
PLACE OF TARGETED THERAPY

A LOT OF DRUGS ARE STILL PENDING AND ONE MNP

MNP

Reimbursed

Clinical trial

PHASE IIIb
2023

NGS in BELGIUM
TRIALS only for BTC

HRD in 5-15 % of all BTC



NTRK fusion target

IN BELGIUM 2 NTRK 
BEGIUM ACCESS (REIMBURSED)

LAROTRECTINIB: VITRAKVI
ENTRECTINIB:ROZLYTREK



Pemigatinib
(Pemazyre)
FDA/EMEA
BELGIUM

MNP

adults with locally advanced or metastatic
cholangiocarcinoma with a fibroblast growth

factor receptor 2 (FGFR2) fusion or rearrangement
that is relapsed or refractory after at least one line 

of systemic therapy

FGFR alterations

Abou-Alfa, Lancet onco, 2020



Abou-Alfa, Lancet onco, 2020

FIGHT 302 PHASE III 
pemigatinib vs gemcitabine-cisplatin

PROOF PHASE III
infigratinib vs gemcitabine-cisplatin

FOENIX-CCA3
Futimatinib vs gemcitabine-cisplatin



IDH 1 MUTATIONS: IVODISENIB (TIBSOVO)

FDA approval: augustus 2021
PHASE 3b BELGIUM Q2 2023?

IDH= isocitrate dehydrogenase
Dang, Annals of onco, 2016

Lancet Oncol 2020; 21: 796–807 

N=181
ClarIDHy trial



IDH 1 MUTATIONS: IVODISENIB

AX Zhu et al, ASCO GI 2021, abstract 266

ClarIDHy: final OS analysis after RPSFT adjustment 
for crossover (70% of the patients in placebo arm) 



IN BELGIUM
NGS ACCESS

PANCREATIC CANCER in BELGIUM 2022
OLAPARIB (LYNPARZA)

PENDING (SOON reimbursed)

Mut KRAS G12C: recent data with ADAGRASIB (ASCO GI 2022) 



SOMATIC GENE PROFILING
SEARCH FOR ACTIONABLE MUTATIONS LIKE FUSION 
(NTRK,ROS, ALK,NRG1) MUTATIONS ( 
BRAF,BRCA1/2,PALB2,HER2,KRAS…) MMR
DEFICIENCY

GENETIC and PC



GOLAN, NEJM, 2019

FISRT LINE 
MAINTENANCE

BRCA MUTATED METASTATIC 
PANCREATIC CANCER 

4-7 % OF PC HAVE A  GERMLINE BRCA MUTATION

CELLS HAVE A DEFICIENCY IN HOMOLOGOUS RECOMBINATION AND ARE 
MORE SENSITIVE TO PARP INHIBITOR (poly(adenosine diphosphate–ribose 
polymerase )

PARP inhibitors cause an accumulaTion of DNA damage and tumor-cell
death.In a phase 2 trial, olaparib had antitumor activity in heavily
pretreated patients with a germline BRCA mutation and metastatic
pancreatic cancer. 



GOLAN, NEJM, 2019

MEDIAN PFS 7,4 MO VS 3,8 
HR 0,53

BRCA MUTATED METASTATIC 
PANCREATIC CANCER 





mCRC
in BELGIUM 2022

PLACE OF TARGETED 
THERAPY

A LOT OF DRUGS ARE STILL 
PENDING



BIOMARKERS testing for mCRC in 2021 (SOC belgium access)

aberration % Therapeutic option

KRAS/BRAF/NRAF WT 40 Cetuximab
panitumumab

BRAF V600E mut 8 Encorafenib + cetuximab
Encorafenib + panitumumab

HER2 positive
IHC 3+/2+ with +ISH or NGS

3(all)
5-10
(RAS 
WT)

If KRAS-NRAS WT
Trastuzumab + pertuzumab
Trastuzumab + lapatinib
Trastuzumab + tucatinib
Trastuzumab deruxtecan

MSI-high (PCR or NGS panel)/Deficient Mismatch
Repair

8 Pembrolizumab
Nivolumab
Nivo+Ipi

NTRK gene fusion < 0,5 Larotrectinib/Entrectinib

KRAS G12 C mutation 3 AMG 510: sotorasib

BRAF non V600E mut 4

Pole mutation <1

Others rare like FGFR fusion, RET fusion, ALK fusion <1 RET inhibition
PRALSETINIB/SELPERCATINIB



MSI-H mCRC in BELGIUM 2022
PEMBROLIZUMAB FIRST LINE (KEYTRUDA)

STAGE II STAGE III STAGE IV

MSI-H CRC 22 % 12 % 3,5 %



KEYNOTE-177MSI-H

ABSTRACT 3500
Update ASCO 2021
T Andre

mCRC MSI

PEMBRO CHEMO

mPFS mo 16,5 6,1

HR 0,59

PRESPECIFIED  STATISTICAL CRITERIA 
FOR SUPERIORITY OF PEMBRO WAS 
MET: HR FOR PFS 0,59
HIGHLY SIGNIFICANT P VALUE



KEYNOTE-177

Non statistically significant
reduction in mortality BUT HIGH 

CROSS OVER RATE (60 %)

MSI-H

ABSTRACT 3500
Update ASCO 2021
T Andre

mCRC MSI



CONCLUSIONS



GI cancers current situation in BELGIUM

• Trastuzumab in GC HER2 + cancer (waiting T-
DxD,immunotherap))

• IMMUNOTHERAPY NOW IN EGC,HCC,MSI-H CRC ( discussed
criteria)

• BTC: MNP for Pemigatinib in FGFR2 fusion

• Pancreatic cancer maintenance: olaparib in BRCA PC very soon`

• Reimbursed Larotrectinib and Entrectinib in all NTRK fusion + 
tumors



GI cancers in BELGIUM GO FURTHER

VERY IMPORTANT TO FIND THE GOOD TARGET AND THE 
GOOD TRIALS OR MNP
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