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Highlights in gastrointestinal oncology
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ESMO 2017 featured the presentation of several practice changing data in the field of gastrointestinal (GI) 
cancer. The first part of this report will summarize the key data presented in the field of gastric cancer, 
gastroesophageal junction (GEJ), biliary, gallbladder, biliary, pancreatic and hepatocellular cancer.  In the 
second part, the focus is turned to colorectal cancer.
(BELG J ONCOL 2017;11(7):340-348)

UPPER DIGESTIVE TRACT CANCER
THE FLOT-REGIMEN IS THE NEW STANDARD IN 
THE PERIOPERATIVE MANAGEMENT OF 
ADENOCARCINOMAS OF THE STOMACH AND 
GASTROESOPHAGEAL JUNCTION
In 2006, the MAGIC trial made ECF (epirubicin, ciplatin and 

5-FU) the standard regimen for perioperative chemotherapy 

in patients with resectable gastric or gastroesophageal junc-

tion (G/GEJ) cancer. In this study, adding perioperative che-

motherapy significantly improved both the overall (OS) and 

progression-free survival (PFS), but overall the outcome of 

these patients remained poor.1

FLOT4-AIO is a multicentre, phase III trial that was pre-

sented earlier this year at ASCO 2017. The study randomised 

716 patients with resectable G/GEJ adenocarcinoma to peri-

operative ECF, the control arm, or docetaxel-based triplet 

FLOT.  FLOT was found to be superior to ECF for all effi-

cacy endpoints including curative resection rates (more R0 

surgery, 84% vs. 77%), PFS (30 vs. 18 months; HR[95%CI]: 

0,75[0.62–0.91]; p= 0.004) and OS (50 vs. 35 months; 

HR[95%CI]: 0.77[0.63-0.94]; p= 0.012). Perioperative com-

plications were similar in the two arms. More grade 3 to 4 

nausea and vomiting were seen with ECF/ECX. Adversely, 

more cases of grade 3 to 4 neutropenia were reported with 

FLOT.2

At ESMO 2017, the results of the multivariate, subgroup and 

sensitivity analyses were presented.3 The relative effect from 

FLOT was observed in elderly patients and signet cell tu-

mours, and was numerically more pronounced in Siewert 

type 1 esophageal tumours (HR: 0.60), Barrett tumours (HR: 

0.62), small tumours T1/2 (HR: 0.66) or nodal negative tu-

mours (HR 0,64).(Figures 1 and 2).3

In summary, the FLOT regimen can be considered as the new 

standard treatment in operable, locally advanced gastric and 

GEJ tumours, hereby replacing the ECF/ECX chemotherapy 

regimens in fit patients.

IMMUNOTHERAPY IN UPPER GI CANCER 
Pembrolizumab in advanced G/GEJ cancer

The KEYNOTE-059 study enrolled patients with advanced G/

GEJ adenocarcinoma in 3 cohorts to receive the programmed 

death 1 (PD-1) inhibitor pembrolizumab (at 200 mg Q3W 

for up to 2 years or until progression or intolerable toxici-

ty) after pretreatment with two or more lines of chemothera-

py  (cohort 1), in combination with chemotherapy (cisplatin 

80 mg/m2 day 1 + 5-FU 800 mg/m2 days 1-5 Q3, or capecit-

abine 1000 mg/m2 twice daily) (in Japan only) (cohort 2), or 

as monotherapy (cohort 3).4 Patients in cohort 1 and 2 were 

enrolled regardless of tumour PD-L1 expression, cohort 3 

only contained patients with PD-L1-positive tumours. Glob-
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al result showed a confirmed overall response rate (ORR) 

(95%CI) of 12% (8%-17%). In PD-L1-positive tumours the 

ORR reached 16% (11%-23%), and was shown to be 6% 

(3%-13%) in PD-L1-negative tumours in cohort 1. The con-

firmed ORR was 60% (39%-79%) overall, 73% (45%-92%) 

in PD-L1-positive, and 38% (9%-76%) in PD-L1-negative tu-

mours in cohort 2. In cohort 3, a confirmed ORR of 26% 

(12%-45%) was reported.

The median PFS (95%CI) was 2 (2-2), 7 (6-11), and 3 (2-

6) months in cohorts 1, 2, and 3, respectively. Median OS 

(95%CI) was 6 (4-7), 14 (9-not estimable) months in cohorts 

1 and 2 and was not yet reached (9-21) in cohort 3. 
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FIGURE 1. Overall Survival (OS) with ECF vs. FLOT in subgroups by cT and cN status.3
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FIGURE 2. Overall Survival (OS) with ECF vs. FLOT in absence or presence of Barrett mucosa.3



VOLUME11NOVEMBER20177

342

In cohorts 1, 2 and 3, the grade 3-5 treatment-related ad-

verse event (TRAE) incidence was 46 (18%), 19 (76%), and 

7 (23%), respectively. In cohort 1, TRAEs led to discontinu-

ation in 7 patients (3%) and death in 2 patients (1%); in co-

hort 2, TRAEs led to discontinuation in 3 patients (12%); in 

cohort 3, TRAEs led to death in 1 patient (3%).

In conclusion, pembrolizumab continues to demonstrate 

promising antitumour activity and durable response as 

monotherapy in patients with advanced G/GEJ cancer whose 

disease has progressed after ≥2 prior lines of chemother-

apy. Pembrolizumab is also associated with encouraging 

antitumour activity in combination with chemotherapy in 

previously untreated patients and demonstrated promising 

antitumour activity as monotherapy in previously untreat-

ed patients with PD-L1-positive tumours. Responses were 

seen regardless of PD-L1 expression, but were more prom-

inent among PD-L1- positive tumours. The safety of pem-

brolizumab, both as monotherapy and in combination with 

chemotherapy, was manageable.

Nivolumab as salvage therapy in previously treated 

advanced G/GEJ cancer. Updated results and subset 

analysis by PD-L1 expression

In the phase III ATTRACTION-02 trial, 493 Asian pa-

tients aged 20 years or more, with an ECOG PS 0-1 and 

unresectable advanced or recurrent G/GEJ cancer af-

ter failure of two or more previous chemotherapy regi-

mens were randomised in a 2:1 ratio to receive 3 mg/kg 

nivolumab (N= 330) or placebo (N= 163) every 2 weeks 

until unacceptable toxicity or disease progression.5

The primary endpoint of this trial, median OS was shown 

to be 5.32 months with nivolumab as compared to 4.14 

months with placebo (HR[95%CI]: 0.62[0.50-0.76]; 

p < 0.0001) (Figure 3). The OS rates at 6 months were 46.4% 

(95%CI: 40.8%-51.8%) vs. 34.7% (95%CI: 27.4%-42.1%) 

and 27.6% (95%CI: 22%.8-32.6%) vs. 11.6% (95%CI: 7.2%-

17.1%) at 12 months. In patients with PD-L1-positive (ex-

pression ≥1%) tumours, the median OS was 5.22 months in 

the nivolumab group (N= 16) vs. 3.83 months in the place-

bo-treated patients (N= 10) (HR[95%CI]: 0.58[0.24–1.38]). 

In patients with PD-L1 negative (<1%) tumours, the me-

dian OS was 6.05 months (N= 115) with nivolumab and 

4.19 months with placebo (N= 52) (HR[95%CI] 0.71[0.50–

1.01]) (Figure 4).

In summary, at a minimum follow-up of 1 year, a long-

term survival benefit of nivolumab was demonstrated for 

patients with advanced G/GEJ cancer irrespective of PD-L1 

expression.

NO STATISTICALLY SIGNIFICANT ADVANTAGE OF 
ADDING PERTUZUMAB TO TRASTUZUMAB PLUS 
CHEMOTHERAPY FOR HER2-POSITIVE 
METASTATIC G/GEJ CANCER
The JACOB trial is a double-blind, placebo-controlled, phase 

III study, randomising patients with metastatic G/GEJ cancer 

(1:1) to placebo + trastuzumab + chemotherapy (standard 

cisplatin/fluoropyrimidine regimen) (N= 392) or pertu-

zumab + trastuzumab + chemotherapy (N= 388).6 Pertu-

CONGRESS HIGHLIGHTS

FIGURE 3. Updated OS of the phase III ATTRACTION-02 trial.5
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Figure 4. Overall Survival by PD-L1 expression of the phase III ATTRACTION-02 trial.5 
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zumab and trastuzumab were given every 3 weeks until 

disease progression or unacceptable toxicity (pertuzumab 

at 840 mg, trastuzumab at 8 mg/kg loading and 6 mg/kg 

maintenance doses).  During a follow-up of approximately 2 

years, the median OS (primary endpoint) was 17.5 months 

in the pertuzumab arm vs. 14.2 months among patients 

who did not receive pertuzumab (HR[95%CI]: 0.84[0.71–

1.00]; p= 0.0565). The median PFS was 8.5 months and 

7.0 months, respectively (HR[95%CI]: 0.73 [0.62–0.86). The 

safety profile was generally comparable between treatment 

arms except for diarrhoea (all grades: 61.6% in pertuzum-

ab-trastuzumab-chemotherapy vs. 35.1% with placebo-tras-

tuzumab-chemotherapy). The incidence of symptomatic and 

asymptomatic left ventricular systolic dysfunction was low 

and similar in both arms.

This study failed to demonstrate a statistically significant im-

provement in OS with the addition of pertuzumab to tras-

tuzumab + chemotherapy, although a numerical 3.3-month 

increase in median OS was observed. This questions the 

clinical relevance of statistically non-significant trials.

ADJUVANT GEM (GEMCITABINE) OX (OXALIPLATIN) 
FOR LOCALIZED BILIARY TRACT CANCER NOT 
INDICATED
The PRODIGE 12-ACCORD 18 (UNICANCER GI) phase III 

trial assessed whether GEMOX increased the relapse-free 

survival (RFS) while maintaining the health-related qual-

ity of life (HrQol) in patients within 3 months of R0 or R1 

resection of a localised biliary tract cancer (BTC).7 Patients 

were randomly assigned to receive GEMOX (experimental 

Arm A, Gemcitabine 1000 mg/m² D1 + Oxaliplatin 85 mg/

m² D2) or surveillance only (Experimental Arm B). Con-

cerning the median RFS, no statistically significant differ-

ence was found between the 2 study arms during a median 

follow-up of 46.5 months. The median RFS in the GEMOX 

group was 30.4 months vs. 18.5 months in the surveillance 

group (HR[95%CI]: 0.88[0.62-1.25]; p= 0.48) (Figure 5). The 

OS was also not different between the 2 arms, with a median 

OS of 75.8 months in Arm A as compared to 50.8 months 

in Arm B (HR[95%CI]: 1.08[0.70-1.66]; p= 0.74). No benefit 

in RFS or OS was observed with adjuvant chemotherapy in 

any of the investigated subgroups, including nodal involve-

ment, R1 resections, extra- and intrahepatic cholangiocar-

cinoma. On the contrary, a significantly worse survival was 

even noted when adding adjuvant GEMOX to patients with 

gallbladder cancer compared to a surveillance strategy (HR: 

2.56; p= 0.042).

In conclusion, notwithstanding a numerically favorable dif-

ference in OS and PFS with GEMOX, no statistical benefit 

of GEMOX over surveillance was found in the adjuvant set-

ting for localized BTC.

WHAT IS THE BEST CHEMOTHERAPY REGIMEN 
FOR INOPERABLE GALLBLADDER CARCINOMA?
In a prospective study by Malhotra et al., two palliative che-

motherapy regimens (gemcitabine-platinum [GEMPLAT] 

vs. capecitabine-oxaliplatin [CAPEOX]) for inoperable gall-

bladder carcinoma (CaGB) were compared on efficacy and 

FIGURE 4. Overall Survival by PD-L1 expression of the phase III ATTRACTION-02 trial.5

 
 

Figure 5. No statistical relapse free survival (RFS) benefit with adjuvant GEMOX in patients 

with biliary cancer.7 

 
 

Figure 6. Objective response rates according to sidedness and genotype in the VOLFI trial.13 

Overall survival by PD-L1 expression <1% vs. ≥1%



VOLUME11NOVEMBER20177

344

safety.8 Fifty patients diagnosed with inoperable CaGB and 

an ECOG performance status (PS) ≤ 2 were randomised 

1:1 to receive either GEMPLAT or CAPEOX. The primary 

endpoints ORR and PFS both favoured the GEMPLAT arm 

(ORR: 24% vs. 8% and PFS: 7.6 vs. 1.5 months for GEM-

PLAT and CAPEOX respectively). The median OS in the 

GEMPLAT arm was 9.9 months as compared to 2.6 months 

in CAPEOX. Five patients had grade 3/4 haematological 

toxicities in the GEMPLAT arm, compared to none in the 

CAPEOX arm. Five patients also developed grade 3/4 trans-

aminitis on GEMPLAT. In the CAPEOX arm, 1 patient de-

veloped sensory neuropathy and 3 patients had grade 3/4 

skin toxicity.

In summary, the GEMPLAT regimen was associated with 

a higher ORR and a longer median OS and PFS compared 

to CAPEOX. This did come at the cost of a higher rate of 

grade 3/4 AEs with GEMPLAT. The authors concluded that 

GEMPLAT should be the standard-of-care first-line pallia-

tive chemotherapy regimen for inoperable CaGB in patients 

with a good performance score. Larger, multicentre studies 

are needed to confirm these findings and to compare other 

palliative regimens with GEMPLAT.

PERI-OR POSTOPERATIVE CHEMOTHERAPY IN 
RESECTABLE PANCREATIC DUCTAL 
ADENOCARCINOMA?
Reni et al. presented the results of a multicentre randomised 

phase II trial, assessing the role of combination chemother-

apy in the perioperative setting of pancreatic ductal adeno-

carcinoma (PDAC).9 In total, 88 patients with a Karnofsky 

Performance score of more than 60 and pathologically con-

firmed stage 1-2 resectable PDAC were randomised (1:1) 

to surgery followed by 6 cycles of adjuvant gemcitabine 

1000 mg/m2 on days 1, 8, 15 q4w (arm A), adjuvant PEXG 

(cisplatin 30 mg/m2, epirubicin 30 mg/m2, and gemcitabine 

800 mg/m2 on days 1, 15 q4w and capecitabine 1,250 mg/

m2/day on days 1-28) (arm B), or to 3 cycles of PEXG before 

and 3 after surgery (arm C).  The one-year event free surviv-

al (EFS) rate, which was the primary endpoint of the study, 

was 23%, 50%, and 72% for arms A, B and C, respectively. 

The median EFS was shown to be 4.8, 12.4, 18.9 months, 

respectively (arm A vs. arm C; p= 0.002). After 3 years  35%, 

42% and 55% of patients were still alive in arms A, B and C. 

The median OS was 20.4 months for arm A, 25.1 months for 

arm B and was not yet reached at 33 months of follow-up in 

arm C (arm A vs. arm C; p= 0.022). 

In conclusion, a significant improvement in EFS and OS 

was seen in patients receiving perioperative chemotherapy 

as compared to resectable PDAC patients who received ad-

juvant treatment. 

COMBINING CHEMOTHERAPY AND LOCAL 
THERAPY FOR UNRESECTABLE 
HEPATOCELLULAR CARCINOMAS
An interesting phase II trial was presented addressing the 

efficacy and safety of combining sorafenib with yttrium-90 

CONGRESS HIGHLIGHTS

FIGURE 5. No statistical relapse free survival (RFS) benefit with adjuvant GEMOX in patients with biliary cancer.7

 
 

Figure 5. No statistical relapse free survival (RFS) benefit with adjuvant GEMOX in patients 

with biliary cancer.7 

 
 

Figure 6. Objective response rates according to sidedness and genotype in the VOLFI trial.13 
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resin microspheres (Y90 RMS) in unresectable hepatocellu-

lar carcinomas (HCC) (Barcelona Clinic Liver Cancer stage 

C).10 Forty patients were enrolled in this trial, 38 of them 

were treated with sorafenib followed by Y90 RMS 4 weeks 

later. The estimated median OS was 18.46 months (95%CI: 

12.29–NA) with an estimated PFS of 12.29 months (95%CI: 

5.72–18.79). Stable disease (SD) was observed in 44.74% of 

patients, while 28.95% achieved a partial response (PR). 

Grade 3/4 AEs were present but manageable and included 

fatigue (N= 3), elevated liver enzymes (N= 4), hypertension 

(N= 4) and vomiting (N= 2).

In conclusion, this is the first prospective study evaluating 

the use of sorafenib followed by Y90 RMS in unresectable 

HCC. A longer OS and PFS was reported compared to pre-

vious studies that evaluated sorafenib alone in this setting. 

These findings warrant future randomised phase III trials 

assessing the use of sorafenib with or without Y90 RMS in 

unresectable HCC.

LOWER DIGESTIVE TRACT CANCER
TREATMENT INTENSIFICATION IN RAS WILD-
TYPE METASTATIC COLORECTAL CANCER
Previous trials showed improved resection rates (RR) and OS 

when combining triplet chemotherapy with bevacizumab 

(TRIBE study) or anti–EGFR (TRIP trial), with an acceptable 

safety profile in first-line treatment of metastatic colorectal 

cancer (mCRC) patients.11,12 However, no randomised trial 

existed demonstrating superiority of FOLFOXIRI plus an 

anti-VEGF or an anti-EGFR monoclonal antibody compared 

to FOLFOXIRI alone.

In the VOLFI trial, a prospective multicentre phase II 

study, 96 ECOG 0-1, primarily non-resectable RAS wild-

type mCRC patients were randomised (2:1) to receive either 

mFOLFOXIRI (oxaliplatin 85 mg/m2, irinotecan 150 mg/m2, 

5-FU 3000mg/m2 continuous 48h-infusion, LV 200 mg/m2) 

+ panitumumab 6 mg/KG (arm A) or FOLFOXIRI (oxalipla-

tin 85 mg/m2, irinotecan 165 mg/m2, 5-FU 3200mg/m2 con-

tinuous 48h-infusion, LV 200 mg/m2; arm B), administered 

every 2 weeks.13 In both study arms, 2 cohorts were defined: 

patients with definitely unresectable mCRC as cohort 1 and 

patients with a chance of secondary resection with curative 

intent as cohort 2. In arm A and B 20 (31.7%) and 11 (33.3%) 

patients belonged to cohort 2, respectively.

The ORR (primary endpoint) was significantly higher in 

arm A compared to arm B (85.7% vs. 60.6%; OR[95%CI]: 

3.90[1.44-10.52]; p= 0.0096). For left and right sided CRC, 

the ORR was 90.6% vs. 68.0% in Arm A (p= 0.0210, OR: 

4.518) and 60% vs. 37.5% (p= 0.6372, OR: 2.500) in Arm 

B, respectively. In a subgroup analysis of 16 BRAF-mutat-

ed mCRC patients, a non-significant trend towards a better 

treatment effect with mFOLFOXIRI plus panitumumab was 

seen (Figure 6). Secondary resections in cohort 2 patients 

were achieved in 70% (N= 14) of patients in study arm A and 

in 36.4% (N= 4) of patients in arm B (p= 0.1277). Serious AEs 

of grade 3 to 5 occurred in 32.8% and 12.1% of patients in 

arms A and B, respectively (p= 0.0297).

FIGURE 6. Objective response rates according to sidedness and genotype in the VOLFI trial.13

 

 

Figure 7. Time-to-failure of strategy in the different molecular groups of the AIO KRK-0110 

trial.14 

 

 
 

Figure 8. Median PFS and median OS in the ITT population of the PRODIGE 18 study.15 
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In summary, the VOLFI trial evaluated the activity and safe-

ty of modified FOLFOXIRI plus panitumumab compared to 

FOLFOXIRI alone in mCRC patients. The RR was signifi-

cantly higher in first-line treatment with mFOLFOXIRI plus 

panitumumab compared to FOLFOXIRI. Moreover, high 

secondary resection rates could be achieved with mFOLF-

OXIRI plus panitumumab. The addition of panitumumab to 

mFOLFOXIRI resulted in high response rates and is of par-

ticularly interest to patients with a chance for secondary re-

section of initially inoperable metastatic sites in left and right 

sided, as well as BRAF mutated mCRC. The combination 

mFOLFOXIRI plus panitumumab has significantly more, but 

manageable haematological and gastrointestinal toxicity and 

should be used in ECOG 0-1 patients only.

WHAT IS THE BEST FIRST-LINE TREATMENT 
SEQUENCE IN mCRC?
The AIO KRK-0110 study investigated the sequential appli-

cation of fluoropyrimidine plus bevacizumab followed by 

irinotecan plus fluoropyrimidine plus bevacizumab at first 

progression (arm A) versus initial fluoropyrimidine plus irino-

tecan plus bevacizumab as first-line treatment in mCRC pa-

tients.14 In this phase III trial, 421 patients were randomised 

(1:1). The primary endpoint, time-to-failure of strategy (TFS), 

was not met (median TFS 9.6 vs. 9.9 months; HR[90%CI]: 0.86 

[0.73–1.02]; p= 0.16) for the whole study population. A mo-

lecular subgroup analysis of the TFS, showed that patients 

with RAS/BRAF wild-type mCRC appeared to have a signif-

icant benefit from initial irinotecan while this was not ob-

served in patients with mutant RAS or BRAF (p = 0.03) (Figure 

7). The ORR was in favour of the initial irinotecan arm (36.8% 

vs. 53.6%, p= 0.005), as was the PFS (p< 0.001). The toxici-

ty-score favoured the sequential study arm A, quality of life 

was not substantially different between the 2 study groups.

In conclusion, non-inferiority for TFS of initial fluoropyrimi-

dine plus bevacizumab as compared to fluoropyrimidine plus 

irinotecan plus bevacizumab was not shown. However, in de-

tail, sequential therapy was found to be inferior in patients 

with RAS/BRAF wildtype mCRC. First-line combination che-

motherapy was not associated with a substantial improvement 

of outcome in RAS-mutated mCRC. This trial was too small to 

make any conclusions on patients with BRAF-mutated mCRC.

WHICH TREATMENT SEQUENCE IN PROGRESSIVE 
mCRC AFTER FIRST-LINE THERAPY?
The PRODIGE 18 study is a randomised phase II trial, to eval-

uate PFS rate (primary endpoint) at 4 months with chemother-

apy plus bevacizumab or cetuximab, after disease progression 

on bevacizumab plus chemotherapy doublet (fluoropyrimi-

dine + oxaliplatin or irinotecan).15 In total, 133 wild-type KRAS 

exon 2 patients were randomised (1:1), with a chemotherapy 

crossover from the first-line to second-line, in study arm A 

(FOLFIRI or mFOLFOX6 plus bevacizumab) or study arm 

B (FOLFIRI or mFOLFOX6 plus cetuximab). Analyses were 

made in different study populations (in the intention-to-treat 

(ITT) population, in the KRAS + NRAS wild-type population 

CONGRESS HIGHLIGHTS
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and in the KRAS, NRAS, and BRAF triple negative popula-

tion). In the ITT population, the 4-month PFS rate was 80.3% 

(95%CI: 68.0%-88.3%) in arm A and 66.7% (95%CI: 53.6%-

76.8%) in arm B. The median PFS was 7.1 months in arm A as 

compared to 5.6 months in arm B (HR [95%CI]: 0.710 [0.495–

1.018], p =0.0622). The median OS reached 15.8 months in 

arm A and 10.4 months in arm B (HR[95%CI]: 0.688 [0.456–

1.038]; p= 0.0750) (Figure 8).

In the KRAS + NRAS wildtype population, the median PFS 

was 7.8 months in arm A and 5.6 months in arm B (HR[95%-

CI]: 0.661[0.416–1.049]; p= 0.0792). The median OS reached 

21.0 months in arm A vs. 10.7 months in arm B (HR[95%CI]: 

0.795[0.438–1.316]; p= 0.3257). In the triple wild-type popu-

lation a median PFS of 8.2 months was reported in arm A as 

compared to 5.7 months in arm B (HR[95%CI]: 0.665[0.407–

1.087]; p= 0.1035). The median OS reached 21.1 months in 

arm A was 12.6 months in arm B (HR[95%CI]: 0.758[0.416–

1.383], p= 0.3669).

In summary, the PRODIGE 18 study favors bevacizumab 

continuation beyond progression with chemotherapy cross-

over in RAS wild-type mCRC initially treated with first-line 

chemotherapy plus bevacizumab.
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