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LOWER GASTRO-INTESTINAL TRACT 
CANCER
NIVOLUMAB AND LOW-DOSE IPILIMUMAB AS 
FIRST LINE TREATMENT IN MICROSATELLITE 
INSTABILITY HIGH OR MISMATCH REPAIR 
DEFICIENT METASTATIC COLORECTAL 
CANCER
Anti-PD1 inhibitors are very active in microsatellite instability 

high (MSI-H) or mismatch repair deficient (dMRR) metastatic 

colorectal cancer (mCRC).1 CheckMate 142 is a multi-cohort, 

multicenter, open-label, phase 2 trial investigating the efficacy 

and safety of the anti-PD1 inhibitor nivolumab with or with-

out the anti-CTLA4 inhibitor ipilimumab in patients with 

mCRC.2 Previously, this trial showed that in chemo-refracto-

ry disease, immunotherapy with nivolumab and ipilimumab 

is efficient in patients with MSI-H/dMRR mCRC. Of note, in 

order to decrease the toxicity with this dual immune-check-

point inhibition, a lower dose of ipilimumab was used (1 mg/

kg every six weeks). Nivolumab was administrated at the con-

ventional dose of 3mg/kg every two weeks. 

At ESMO 2018, data of the cohort testing nivolumab and ip-

ilimumab in the first line treatment of patients with MSI-H/

dMMR mCRC were reported. The primary endpoint was ob-

jective response rate (ORR), while secondary objectives in-

cluded disease control rate (DCR), duration of response (DoR), 

progression-free survival (PFS), overall survival (OS) and safe-

ty. Forty-five patients were enrolled with a median age of 66 

years. All patients had an ECOG performance status (PS) of 

0 or 1 (56%/44%) and 38% had stage IV disease at initial di-

agnosis. PD-L1 expression at baseline was <1% in 58%, ≥1% 

in 27% and unknown in 16% of the tumors. BRAF and KRAS 

mutations were present in 38% and 29% of the tumors, re-

spectively. After a median follow-up of 13.8 months, the ORR 

and DCR were 60% and 84%. For BRAF mutated patients (N= 

17) the ORR and DCR were reported at 71% and 88%, respec-

tively. In total, 84% of the patients experienced some form of 

tumour shrinkage (Figure 1). The median time to response 

was 2.6 months (ranging from 1.2 to 13.8 months). These re-

sponses were durable and the medians for DoR, PFS and OS 

had not yet been reached. The 12-month PFS and OS rates 

were 77% and 83%, respectively. The treatment was well-tol-

erated, with grade 3/4 treatment-related side effects in 16% of 

the patients and a discontinuation rate of 7%. 

In conclusion, low-dose ipilimumab plus nivolumab showed 

promising results and could become a new first line treat-

ment option for patients with MSI-H/dMMR mCRC.

Although none of the submitted abstracts in the field of gastro-intestinal oncology reached the presidential 
sessions of ESMO 2018, some practice-changing and promising data were presented especially in the field 
of immunotherapy. This report summarises the highlights in the field of colorectal, anal and upper digestive 
tract cancer. 

B. Van den Heuvel, M. Rasschaert, L. Triest, C. Debeuckelaere, F. Couturier, K. Papadimitriou, H. Prenen,  
M. Peeters
Department of Medical Oncology, University Hospital Antwerp, Edegem, Belgium

Highlights in gastro-intestinal oncology



VOLUME12DECEMBER20188

367

PRE-OPERATIVE IMMUNOTHERAPY IN EARLY-
STAGE DMMR COLON CANCER
Pre-operative treatment with the combination of nivolumab 

(two doses of 3mg/kg on day 1 and 15) and ipilimumab (one 

dose of 1mg/kg on day 1) was explored in a small, Dutch 

trial including 14 patients with early-stage colon.3 Seven pa-

tients had dMMR tumors and all of them achieved major 

pathological responses defined as less than 5% viable tumor 

cells remaining. Four of them (57%) even had a complete re-

sponse to the therapy. In contrast, none of the patients with 

mismatch repair proficient (pMMR) colon cancer obtained a 

major pathological response. Still, increased T-cell infiltra-

tion was observed in both pMMR and dMMR tumors. The 

treatment was safe, and surgery was not delayed. Additional 

efforts to select a biomarker failed. Despite a major difference 

in tumor mutation burden (TMB) between pMMR and dM-

MR tumors (p= 0.008), pre-treatment CD3 infiltration, IFNᵧ 
gene signatures and TCR clonality did not differ significant-

ly between these tumors.3

Off course, this was a small, exploratory trial, but the proof-

of-concept for further research of immunotherapy in the 

neo-adjuvant setting in early stage colon cancer has been 

delivered, especially in the dMMR tumors. 

INTENSIFICATION OF FIRST LINE TREATMENT 
IN MCRC
The question whether intensification of first line treatment in 

patients with mCRC improves treatment outcomes, was ad-

dressed in the TRIBE-2 trial. TRIBE-2 is an Italian phase III 

trial comparing FOLFOX/bevacizumab in first line followed 

by FOLFIRI/bevacizumab in second line after disease pro-

gression (arm A) versus FOLFOXIRI/bevacizumab followed 

by the reintroduction of the same treatment after progressive 

disease (arm B).4 Patients received up to eight cycles of combi-

nation chemotherapy followed by maintenance therapy with 

5-FU/bevacizumab until progression. The primary endpoint 

was PFS2, referring to the time from randomisation to death 

or to progressive disease on any second line treatment. In to-

tal, 679 patients were enrolled with comparable patient and 

disease characteristics between the two arms. Most patients 

had an ECOG PS of 0 (86-87%) with a median age of 60-61 

years. Importantly, two thirds of the patients were RAS mu-

tant, 10% had a BRAF mutation and 98% did not receive pri-

or adjuvant chemotherapy. After a median follow-up of 22.8 

months, the PFS2 was found to be significantly longer in 

arm B (FOLFOXIRI/bevacizumab) compared to arm A (me-

dian PFS2 18.9 vs. 16.2 months, HR[95%CI]: 0.69[0.57-0.83], 

p< 0.001). This improvement was mainly driven by an im-

provement in PFS1 in arm B. In fact, the median PFS1 was 

12.0 months in arm B as compared to 9.9 months in arm 

A (HR[95%CI]: 0.73[0.62-0.87], p< 0.001). As could be ex-

pected, the ORR was higher in arm B than in arm A, at 61% 

and 50%, respectively (p = 0.005). In both arms, most pa-

tients received a second line treatment (86% in arm A and 

75% in arm B). The PFS for the second line treatment (88% 

FOLFIRI +/- bevacizumab in arm A and 76% FOLFOXIRI 

+/- bevacizumab in arm B) was comparable in both groups 

(5.5 months in arm A vs. 6.0 months in arm B, HR[95%CI]: 

0.86[0.70-1.05]). As expected, arm B was more toxic, report-

ing significantly more grade 3 or 4 adverse events such as di-

FIGURE 1. Waterfall plot of CheckMate 142 nivolumab plus ipilimumab in MSI-H/dMMR mCRC.2
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arrhoea (17% vs. 5%), neutropenia (50% vs. 21%) and febrile 

neutropenia (7% vs. 3%). Unfortunately, subgroup analysis 

for the RAS wild type and mutant tumors were not reported.4

In summary, this study met its primary endpoint by demon-

strating a significant improvement in PFS2, a surrogate end-

point for OS. First line intensification with FOLFOXIRI/

bevacizumab could be an option, most likely for fit patients 

with mCRC, who have not been pre-treated with adjuvant 

chemotherapy. However, this intensification comes at the 

cost of additional toxicity. First line treatment with a triplet 

combination seems not to impair the subsequent therapies 

after disease progression. 

UPFRONT DPYD GENOTYPING IN ROUTINE 
PRACTICE IS COST SAVING AND IMPROVES 
PATIENT SAFETY IN PATIENTS RECEIVING 
FLUOROPYRIMIDINES
Most patient tolerate treatment with fluoropyrimidines well, 

but sometimes severe toxicity is observed. Genetic DPYD 

variants are known to cause a reduced activity of the enzyme 

dihydropyrimidine dehydrogenase (DPD), which results in 

higher levels of active metabolites and consequently toxici-

ty. A strategy of DPYD genotype-guided dose individualisa-

tion of fluoropyrimidine therapy was prospectively analysed 

in the Netherlands.5 Genotyping for DPYD*2A, c.2846A>T, 

c.1679T>G and c.1236G>A was performed in patients be-

fore the start of fluoropyrimidine-based treatment. Carriers 

of heterozygous DPYD variants received initially a dose re-

duction of 25% (c.2846A>T, c.1236G>A) or 50% (DPYD*2A, 

c.1679T>G). Eighty-five of the 1,103 evaluable enrolled pa-

tients were heterozygous DPYD variant carriers (7.7%). Of 

them, 39% experienced grade ≥3 toxicity. Comparing these 

findings to a historical cohort of DPYD variant carriers treat-

ed with full dose fluoropyrimidine-based treatment, DPYD 

genotype-guided dosing reduced the risk of grade ≥3 toxicity 

for DPYD variant carriers. A clear reduction was observed for 

DPYD*2A and c.1679T>G carriers, but not for the c.2846A>T 

and c.1236G>A carriers (Figure 2). The reduced risk in toxic-

ity resulted in a lower average total treatment cost per patient 

for the DPYD genotype-guided strategy (€2599) compared to 

the non-screening group (€2650). In conclusion, DPYD test-

ing showed to improve patient safety and to be cost-effective. 

However, a dose reduction of 25% for the c.2846A>T and 

c.1236G>A carriers seemed to be insufficient.5

CARBOPLATIN-PACLITAXEL AS A NEW 
STANDARD IN ANAL CANCER
Prospective clinical studies in rare cancers, such as anal can-

cer, are difficult to perform. The InterAACT study succeeded 

thanks to broad international collaboration. This randomised 

phase II trial enrolled 91 patients with inoperable locally re-

current or metastatic, treatment-naïve, squamous cell carci-

noma of the anal canal (SCCA).6 Patients were randomised to 

receive cisplatin (60 mg/m² D1, q28 days) plus 5-FU (1000 

mg/m² D1-4, q28 days), or carboplatin (AUC 5, D1, q21 days) 

plus paclitaxel (80 mg/m² D1,8, 15, q21 days). Overall, 67% 

of the patients were women (67%), the mean age was 61 years 

and 88% had metastatic disease. The primary endpoint of the 

FIGURE 2. Toxicity to fluoropyrimidine-based treatment in DPYD variants.5
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trial was ORR. A pick the winner statistical design was used 

to detect a 10% difference in ORR between the arms with 

80% power. If no difference was found, the least toxic regi-

men would be selected. A modified intention to treat analysis 

was used. Only patients who were randomized, assessable for 

response, and who received at least one cycle of chemothera-

py, were included. The ORR was found to be comparable be-

tween both groups (57.1% with cisplatin/5-FU compared to 

59.0% with carboplatin/paclitaxel, p= 0.873), but carbopla-

tin/paclitaxel was less toxic with less serious adverse events 

(36% vs. 62%, p= 0.016) and less grade ≥3 mucositis (0% vs. 

26%) and nausea (2% vs. 17%). The median PFS was also 

comparable, at 5.7 months for cisplatin/5-FU and 8.1 months 

with carboplatin/paclitaxel (p= 0.375). However, the median 

OS was significantly longer carboplatin/paclitaxel versus cis-

platin/5-FU (20.0 vs. 12.3 months; HR: 2.0, p= 0.014) (Figure 

3).6 These data declared carboplatin/paclitaxel as the winner 

in this trial and established this regimen as the new standard 

of care for the treatment of advanced SCCA. 

UPPER GASTRO-INTESTINAL TRACT 
CANCER
TAS-102 IS A THIRD LINE OPTION FOR 
PATIENTS WITH ADVANCED GASTRIC CANCER
In the multicenter, international, randomised, double-blind, 

phase III TAGS trial, TAS-102 or trifluridine/tipiracil (FTD/

TPI) was compared with placebo in patients with non-resect-

able, metastatic gastric cancer.7 In total, 507 patients were 

enrolled and 337 of them were randomized to receive FTD/

TPI (35 mg/m² BID orally on day 1-5 and day 8-12 of each 

28-day cycle). Requirements for inclusion were an ECOG PS 

0 or 1 and previous treatment with ≥2 prior lines of chemo-

therapy. Treatment was continued until disease progression, 

intolerability or patient withdrawal. The primary endpoint 

was OS. At a median follow-up of 10.7 months, the prima-

ry endpoint was met with a median OS of 5.7 months in 

the treatment group as compared to 3.6 months with place-

bo (HR[95%CI]: 0.69[0.56–0.85]; p= 0.0003) (Figure 4). Pa-

tients in the treatment group also had a higher DCR (44% 

vs. 14%; P < 0.0001) and their risk of ECOG PS deterioration 

to ≥ 2 was lower (HR[95%CI]: 0.69[0.56–0.85]; p= 0.0005). 

Grade ≥3 any-cause adverse events were more frequent in 

the treatment group (80% vs. 58%), especially due to a high-

er frequency of anemia and neutropenia. 

TRYING TO INCREASE BILE DUCT CANCER 
SURVIVAL BY ADDING S1
Currently, cisplatin/gemcitabine is the standard palliative 

chemotherapy for patients with advanced biliary tract can-

cer. In a Japanese phase III trial, gemcitabine/cisplatin (GC) 

was compared to gemcitabine/cisplatin/S-1 (GCS) in chemo-

therapy-naïve patients with advanced biliary tract adenocar-

cinoma.8 In the GCS arm, gemcitabine and cisplatin were 

administered at doses of 1,000 or 25 mg/m2, respectively, 

on day 1, and oral S-1 was administered daily at a dose of 

80 mg/m2 on days 1-7 every 2 weeks. In the GC arm, the 

FIGURE 3. Overall survival data of the InterAACT study.6
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same dose of gemcitabine and cisplatin were administrat-

ed on days 1, but also on day 8 in a 21-day cycle. OS was 

the primary endpoint in this study and secondary objectives 

were PFS, ORR, and toxicity. In total, 246 patients were in-

cluded. The OS was found to differ significantly between 

both treatment arms, with a median OS of 13.5 months for 

the GCS arm and 12.6 months for the GC arm (HR[95%CI]: 

0.79[0.60-1.04], p = 0.046). Secondary endpoints showed a 

clearer benefit with a median PFS of 7.4 months in the GCS 

arm and 5.5 months in the GC arm (HR[95%CI]: 0.75[0.58-

0.97]; p= 0.0015) and an ORR of 41.5% in the GCS arm, and 

15.0% in the GC arm. In the GCS group more diarrhea, sto-

matitis and rash, but less sensory neuropathy, were observed 

(mainly grade 1 and 2). 

To conclude, this phase III study demonstrated a small, statis-

tically significant, survival benefit of GCS treatment over GC 

treatment in a Japanese population. However, looking at the 

Kaplan-Meier curves for OS in this trial (Figure 5), the clini-

cal significance of this benefit is questionable. 

TARGETING FGFR IN ADVANCED 
CHOLANGIOCARCINOMA 
Fibroblast growth factor receptor signalling (FGFR) aberra-

tions have been observed in 13–17% of patients with a chol-

angiocarcinoma (CCA) leading to trials with FGFR inhibitors 

in this population. One of these studies (NCT02150967) 

was a multicenter, open-label, phase II trial evaluating in-

figratinib, an ATP-competitive FGFR1–3-selective oral ty-

rosine kinase inhibitor, in patients with previously-treated 

advanced intrahepatic CCA containing FGFR2 fusions or 

translocations.9 Seventy-one patients received infigratinib 

125 mg orally daily for 21 days of 28-day cycles. Median age 

was 53 years, 62% of the patients were women. The primary 

endpoint was ORR and secondary endpoints included PFS, 

DCR, OS and safety. With a median follow-up of 8.4 months, 

the median duration of treatment was 5.5 months. The con-

firmed ORR was 26.9% (95%CI: 16.8–39.1). In patients who 

have received ≤1 prior lines of treatment, the ORR was higher 

at 39.3% (N= 28) as compared to 17.9% for patients with ≥2 

prior treatment lines (N= 39). The DCR was 83.6% (95%CI: 

72.5–91.5%) with a median DoR of 5.4 months (95%CI: 3.7–

7.4) and a median PFS of 6.8 months (95%CI: 5.3–7.6). Fi-

nally, the median OS was reported at 12.5 months (95%CI: 

9.9–16.6). The most common adverse events were hyper-

phosphatemia (73.2%), fatigue (49.3%), stomatitis (45.1%), 

alopecia (38.0%) and constipation (35.2%). Grade 3/4 treat-

ment-related adverse events occurred in 47 patients (66.2%), 

mainly electrolyte disturbances including hypophosphate-

mia (14.1%), hyperphosphatemia (12.7%), and hyponatre-

mia (11.3%).9

These results were comparable with the LUC2001 study.10 

This was an open-label, multicenter, phase 2a trial in ad-

vanced CCA patients with FGFR alterations (based on Foun-

dationOne testing) who had received at least one prior line 

FIGURE 4. Longer overall survival with TAS-102 in the phase III TAGS trial.7
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of systemic treatment evaluating the pan-FGFR tyrosine ki-

nase inhibitor erdafitinib, In this study, 150 patients were 

screened and 25 of them had FGFR alternations. Eleven of 

them received erdafitinib at a dose of 8 mg once daily. The 

median treatment duration was 3.5 months and an ORR of 

45.5% (including the unconfirmed PR) was reported. The 

DCR in this study was 81.8%. Common adverse events were 

hyperphosphatemia, stomatitis, palmar-plantar erythrody-

saesthesia syndrome and diarrhea.10 

In conclusion, targeting FGFR alternations in advanced, 

pre-treated CCA seemed clinical efficient and safe in phase 

II trials.

IMMUNOTHERAPY AS SECOND LINE 
TREATMENT IN ADVANCED HEPATOCELLULAR 
CARCINOMA
SHR-1210 or camrelizumab is a fully humanized anti-PD-1 

IgG4 monoclonal antibody that was evaluated in a Chinese, 

phase 2 trial, including patients with hepatocellular carcinoma 

(HCC) after progression on at least one line of prior systemic 

treatment.11 Camrelizumab at 3 mg/kg every 2 weeks and the 

same dose every 3 weeks was administrated to 109 and 108 

patients, respectively. The ORR and 6-months OS rate were 

the primary endpoints. Most patients were males (90%), the 

median age was 49 years and ECOG PS was 0 in 21.2% and 

1 in 78.8%.  Almost all patients had Child-Pugh class A score 

(98.2%), but disease characteristics were advanced: AFP ≥ 400 

ng/ml in 51.2%, BCLC stage C in 94.6%, extrahepatic spread 

in 81.6% and 25.4% had received ≥2 prior treatment lines. 

Most patients were infected with HBV (83.9%). The confirmed 

ORR was 13.8% (95%CI: 9.5%–19.1%) and the 6-months OS 

rate was 74.7% (95%CI: 68.3%–79.9%). The median time to 

response 2.0 months (range 1.7–6.2). At a median follow-up of 

8.6 months, 22 of the 30 responses were still ongoing, and the 

median DoR was not yet reached (range 2.5 – 15.4+ months). 

The DCR was 44.7% (95%CI: 38.0–51.6) and the median PFS 

was reported at 2.1 months (95%CI: 2.0–3.2). The median OS 

was not reached. Reactive cutaneous capillary endothelial pro-

liferation (RCEP) presenting as red-nevus-like, mulberry-like 

or path-like spots with proliferation of cutaneous capillary 

endothelial cells on pathological examination was a frequent 

treatment-related adverse event of special interest presenting in 

66.8% of the patients (all were grade 1 or 2). The presenter at 

ESMO suggested that the reactivation of the immune response 

by camrelizumab disturbed the balance between pro-angio-

genic and anti-angiogenic growth factors resulting in RCEP. 

Exploratory analysis showed a strong correlation of RCEP to 

clinical efficacy and patients who experienced RCEP had sig-

nificantly higher ORR (18.9% vs. 5.8%, p= 0.0022). Other fre-

quent adverse events were increased AST (24.4%), increased 

ALT (23.0%) and proteinuria (23.0%). Grade ≥3 treatment-re-

lated adverse events occurred in 19.4% of the patients, but rare-

ly led to a permanent discontinuation of the treatment. Clinical 

efficacy and toxicity were comparable with both schedules.11  

IMMUNOTHERAPY COMBINED WITH 
BEVACIZUMAB AS FIRST LINE TREATMENT IN 
ADVANCED HCC
In first line treatment of advanced HCC the updated results 

of a phase Ib trial of atezolizumab plus bevacizumab were 

presented.12 In total, 68 patients with unresectable or meta-

static HCC were enrolled to receive atezolizumab 1200 mg 

FIGURE 5. Survival analysis of GCS vs. GC in the treatment of advanced biliary tract cancer.8
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plus bevacizumab 15 mg/kg every three weeks. The primary 

endpoints were ORR and safety. ORR was 34% and 19 of 23 

confirmed responses were still ongoing. The DCR was 78% 

with a 6-months PFS rate of 71% and median PFS of 14.9 

months. The medians for DoR and OS were not yet reached. 

Any grade and grade 3/4 treatment-related adverse events oc-

curred in 72% and 25% of the patients, respectively. The most 

common grade 3/4 adverse event was hypertension (12%). 

Grade 3 treatment-related serious adverse events occurred 

in 7% of the patients. 

In conclusion, atezolizumab plus bevacizumab showed a 

manageable toxicity profile and encouraging responses in 

first line treatment of advanced HCC. A phase III trial (IM-

brave150) is currently recruiting patients.

CONCLUSION
As a systemic treatment, immunotherapy is moving to the 

front-line in MSI-H/dMMR mCRC and HCC. Still, improve-

ments in classical cytotoxic regimens remains important. This 

was illustrated in advanced anal cancer where carboplatin/

paclitaxel seems to become the new standard of care and by 

the data of TAS-102 as a new, third line, palliative option in 

gastric cancer. Finally, precision medicine to select the appro-

priate targeted agent seems the way to go in bile duct cancer. 
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KEY MESSAGES FOR CLINICAL PRACTICE

1.   Immunotherapy in mCRC: yes, in MSI-H/dMMR

2.   First line intensification in mCRC: individualize

3.   Upfront DPYD genotyping: probably yes

4.   Carboplatin-paclitaxel in SCCA: new standard of care

5.   TAS-102 in gastric cancer: yes

6.   GCS instead of GC in bile duct cancer: probably not

7.   Targeting FGFR in cholangiocarcinoma: promising

8.   Immunotherapy in HCC: very promising


