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ADJUVANT OXALIPLATINE

CLEAR BENEFIT IN STAGE III

NSABP C-07

STAGE III

N016968

(ALL STAGE III)

MOSAIC

STAGE III

ABSOLUTE 

IMPROVEMENT 

DFS 5Y

6,6 % 6,3 % 8,4 % (10 Y)

RELATIVE 

IMPROVEMENT 

DFS

18 % 20 % 22 %

ABSOLUTE 

IMPROVEMENT 

OS

2,7 % (5Y)

NS
6 %(7Y) 8,1 % (10 Y)

RELATIVE 

IMPROVEMENT 

OS

12 %

NS
17 % 20 %

THREE pivotal studies confirmed increased DFS

in stage III and for 2 studies OS was also clearly increased

FOLFOXXELOX

BACKGROUND



ADJUVANT OXALIPLATINE

FOLFOX

WHEN TAKING DECISION FOR ADJUVANT 

TREATMENT,DON’T FORGET TOXICITY!

PNP EVALUATION IN MOSAIC TRIAL

Grade 0 85,5 %

Grade 1 12 %

Grade 2 2,8 %

Grade 3 0,7 %

N=976 evaluable at 48 months

PNP at 4 year!!!

Still 12 % grade 1

BACKGROUND

Neurotoxicity may peak after stopping oxaliplatin,may be

severe and persist long after and affect QoL
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As oxaliplatin mediated neurotoxicity is cumulative, 

the idea is to see if shorter adjuvant treatment

maintain its efficacy

ASCO 2017

ESMO 2017
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IDEA COLLABORATIVE TRIAL

6 trials in different countries

N=12.834 stage III patients

Primary endpoint=DFS

Pre planned subgroup

analyses by regimen and 

T/N
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Rationale for non inferiority

margin

IDEA consensus

Non inferiority margin (DFS HR) choosen is 1,12

= worsening of 2.7 percentage points in the 3-year rate 

of disease-free survival (from 72% to 69.3%) with the 

aim to also reduce toxicity
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IDEA COLLABORATIVE TRIAL

ASCO17 Q. Shi ; NEJM 2018 A. Grothey

T4                                  12 %        29 %          13 %        15 %       14 %         28 %     

CAPOX                                 35 %        67 %         10%          0%          58 %         75%    

N2                                  26,5%        31 %         25,2 %     25,8 %     32,5%     27,8 %     

Overall 40% CAPOX/60 % 

FOLFOX
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IDEA COLLABORATIVE TRIAL

ASCO17 Q. Shi ; NEJM 2018 A. Grothey

TREATMENT COMPLIANCE

COMPLIANCE LOWER IN 6 MONTHS ARM
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IDEA COLLABORATIVE TRIAL

ASCO17 Q. Shi ; NEJM 2018 A. Grothey

ADVERSE EVENTS



IDEA COLLABORATIVE TRIAL

ASCO17 Q. Shi ; NEJM 2018 A. Grothey

NON INFERIORITY OF 3 MONTHS VS 6 MONTHS 

WAS NOT CONFIRMED 

!!! primary endpoint NOT MET

BUT is it clinically relevant ? 

Rate of 3Y DFS 

74,6% vs 75,5% 

(dd=0,9 %)
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IDEA COLLABORATIVE TRIAL

ASCO17 Q. Shi ; NEJM 2018 A. Grothey

BY RISK 

GROUP

T4 OR N2

6 MONTHS

T3 N1

6 mo=3 mo



T4,N1-2;T any,N2

High risk stage III

T1-3,N1

Low risk stage III

Preferred

• CAPEOX (3 mo)

• FOLFOX(3-6 mo) (CATEGORY 1 for 

6 months)

• Or other options include capecitabine

(6 mo) or 5-FU (6 mo)

Preferred

• CAPEOX (3 - 6mo) (CATEGORY 1 

for 6 months

• FOLFOX(6 mo) (CATEGORY 1 )

• Or other options include capecitabine

(6 mo) or 5-FU (6 mo)
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IMMUNOTHERAPY AND CRC

MSI-H tumor

STAGE II STAGE III
STAGE 

IV

MSI-H 22 % 12 % 3,5 %

D.T.LE

ASCO 

2015



Pembrolizumab dose of 10 mg per kilogram of body weight every 14 days

The coprimary end points were

the immune-related objective response rate: 40%vs 0 % for MMR deficient

CRC 

the 20-week immune-related progression-free survival rate: 78 % vs 11 %



NCCN recommendations in CRC:

MSI or MMR testing in all patient with personal

history of colon or rectal cancer

Biomarker for Pembrolizumab= MMR-D or MSI-H

ALL TUMORS



CHECKMATE 142

CheckMate142 is an ongoing,multi-cohort,nonrandomized phase2 study

evaluating the efficacy and safety of nivolumab-based therapies in 

patients with mCRC (NCT02060188) 
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IMMUNOTHERAPY AND MSI-H mCRC

IMPRESSIVE RESULTS EVEN IN FIRST LINE

FDA LABEL NIVO:
MSI-H or dMMR mCRC progressing after a fluoropyrimidine,IRI and OXA

FDA LABEL PEMBRO
For the treatment of adult and pediatric patients with unresectable or 

metastatic MSI-H or dMMR

• solid tumor that have progressed following prior treatment and

who have no satisfactory alternative treatment options

• mCRC that has progressed following treatment with a

fluoropyrimidine,IRI and OXA

FDA LABEL IPI
• WITH NIVO as treatment options in patients with metastatic dMMR

CRC in second or third line or for patients unfit for

I

• NCCN

• Recommends NIVO +/- IPI  or PEMBRO as treatment options in 

patients with metastatic dMMR CRC in second or third line or 

for patients unfit for intensive therapy

• FIT FIRST LINE: AWAIT KEYNOTE 177 PHASE III 

RANDOMISED FOLFO+ bevacizumab VS PEMBRO

IN BELGIUM ONLY MNP

TO BE DISCUSSED CASE BY CASE
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ASCO 2018

A UNICANCER phase III trial of hyperthermic intra-

peritoneal chemotherapy (HIPEC) for colorectal 

peritoneal carcinomatosis (PC): PRODIGE 7



ASCO 2018

Median OS

HIPEC: 41,7 Mo

Non HIPEC 41,2 MO



ASCO 2018

NO MORE HIPEC IN CRC

PERHAPS ONLY IF INTERMEDIATE PCI

NCCN OCT 2018

HIPEC REMAINS VERY 

CONTROVERSIAL



ESMO 2018

DPD deficiency is rare:3-15 % heterozygote and < 0,1 % 

homozygote 

DPD deficiency is caused by genetic variants in gene

encoding DPD (DPYD) but patients with deficiency may

suffer from high toxicity even death

Genotyping of the 4 allenic variants of DPYD gene

associated with reduction or complete loss of enzymatic

function



ESMO 2018

N=1103 included; 85 DPYD 

variants carriers

Dosage adapted and toxicity

compared between wt and 

allenic variants



Upfront DPYD genotyping improves patient safety

with FLUOROPYRIMIDINE  therapy

This strategy is feasible in routine clinical practice 

and cost saving

• – For DPYD*2A and c.1679T>G carriers, a 50% 

initial dose reduction is adequate

• – For c.1236G>A and c.2846A>T carriers, a larger

dose reduction (instead of 25%) is advised

ESMO 2018PRACTICE CHANGING ?

French TNCD,PAMM-EORTC group

recommendation



ESMO 2018Advanced anal cancer

A RARE DISEASE WITH A NEW 

STANDARD

RAO,ESMO 

2018



ESMO 2018PRIMARY: SAME ORR

TOXICITY

GRADE≧ 3

CARBO/PACLITAXE

L

%

CISPLATINE/5FU

%

MUCOSITIS 0 26

NAUSEA 2 17

SAES 36 62

LESS TOXICITY



ESMO 2018

RAO,ESMO 

2018

SECONDARY: 

IMPROVED OS

PRACTICE CHANGING 

MAY BE CONSIDERED AS NEW 

STANDARD FOR TREATMENT NAIVE 

ADVANCED ANAL CANCER



CONCLUSIONS: CRC SOME NEWS

• DURATION OF ADJUVANT CHEMOTHERAPY with 3 MONTHS 

CAPOX IN LOW-RISK STAGE III COLON CANCER

• HIGH ORR (even CR) WITH IMMUNOTHERAPY IN MSI-H 

mCRC and duration of response ≧ 3 months in high number

patients in all lines even first line

• HIPEC after surgical resection of peritoneal carcinomatosis

remains controversial

• Advanced ANAL CANCER:PRACTICE CHANGING in favor of 

CARBO/PACLITAXEL

• MORE EVIDENCE FOR IMPLEMANTATION OF DPYD 

GENOTYPING when starting treatment with

FLUOROPYRIMIDINE THERAPY
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IDEA COLLABORATIVE TRIAL

ASCO17 Q. Shi ; NEJM 2018 A. Grothey
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