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ESMO 2017 featured the presentation of several practice changing studies in the field of lung cancer. With 
respect to immunotherapy, durvalumab showed a benefit for patients with Stage III non-small cell lung can-
cer (NSCLC) when taken after chemotherapy-radiation. This represents the first major study showing an 
immunotherapy benefit for patients with lung cancer that is not Stage IV.1 A second key immunotherapy 
study showed that stage IV NSCLC patients who continued to take nivolumab beyond 1 year had a signifi-
cantly longer progression-free survival (PFS) than patients who took the drug for 1 year.2

Also in the field of targeted therapy, ESMO 2017 may have induced a paradigm shift. In the phase III FLAURA 
study, the third-generation EGFR tyrosine kinase inhibitor (TKI) osimertinib, which is already approved for 
recurrent NSCLC patients harboring an EGFRT790M mutation, was associated with a superior PFS to the cur-
rent standard of care EGFR-targeted drugs. This was especially the case for patients with brain metastases.3 
More positive data in NSCLC patients with brain involvement came from the ALUR trial and from a secondary 
analysis of the ALEX study, showing that alectinib can significantly decrease central nervous system (CNS) 
progression of NSCLC, both in the first-line and in the second-line setting.4,5

In addition to this, the combination of the BRAF inhibitor dabrafenib and the MEK inhibitor trametinib was 
shown to be an effective first treatment for BRAFV600E mutated NSCLC.6 
A final study worth mentioning in this introduction consists of the IFCT-0302 trial which demonstrated that 
frequent CT scans after surgery for early-stage lung cancer surgery did not improve survival. This should 
inform follow-up recommendations and should give patients some peace of mind that they don’t necessarily 
need CT scans every six months.7 
(BELG J ONCOL 2017;11(7):317-325)
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IMMUNOTHERAPY
DELAYED DISEASE PROGRESSION WITH FIRST-
LINE DURVALUMAB IN STAGE III NSCLC
PACIFIC is the first phase III trial to test an immune check-

point inhibitor as sequential treatment in patients with 

stage III NSCLC who had not progressed following plati-

num-based chemotherapy concurrent with radiation ther-

apy.1 In this study, 713 patients with a WHO performance 

status 0/1 (any PD-L1 status) who received at least 2 cy-

cles of platinum-based concurrent chemoradiation therapy 

(CRT) without progression were randomised (2:1) to re-

ceive durvalumab 10 mg/kg every two weeks (N=473) or 

placebo (N=236) for up to 12 months. The co-primary end-

points were PFS and overall survival (OS), while secondary 

objectives included 12- and 18-month PFS rates, objective 

response rate (ORR), duration of response (DoR), time to 

death or distant metastasis (TTDM) and safety.1

During ESMO 2017, results from a pre-planned interim 
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analysis after 14.5 months of median follow-up were pre-

sented. At that time, the median PFS was 16.8 months 

for patients in the durvalumab arm, as compared to 5.6 

months for patients who received placebo (HR[95%CI]: 

0.52[0.42-0.65]; p< 0.0001) (Figure 1). Also, the secondary 

endpoints were improved with durvalumab compared to 

placebo. The 12- and 18-month PFS rates were 55.9% vs. 

35.3% and 44.2% vs. 27.0%, respectively. Significantly more 

patients obtained an ORR with durvalumab than with pla-

cebo (28.4% vs. 16.0%; RR[95%CI]: 1.78[1.27-2.51]; p< 

0.001) and the responses were also more durable with dur-

valumab consolidation therapy (median DoR: not reached 

vs. 13.8 months; HR[95%CI]: 0.43[0.22-0.84]). At both 12 

and 18 months, 72.8% of the responses with durvalumab 

were still ongoing (versus 56.1% and 46.8%, respective-

ly, with placebo). The incidence of new lesions was 20.4% 

with durvalumab as compared to 32.1% with placebo. In 

addition to this, durvalumab was associated with a 48% 

decrease in the risk of the occurrence of distant metastases 

or death compared to placebo (median TTDM: 23.2 vs. 14.6 

months; HR[95%CI]: 0.52[0.39-0.69]; p< 0.0001). OS da-

ta were immature at the time of the interim PFS analysis.1

Overall, there was a slight increase in toxicity in the dur-

valumab arm, but the incidence of severe toxicity was simi-

lar between both groups (grade 3/4: 29.9% and 26.1%). The 

treatment discontinuation rate due to adverse events (AEs) 

was 15.4% with durvalumab and 9.8% with placebo. Treat-

ment-related AEs occurred in 68% of patients in the dur-

valumab group compared to 53% in the placebo group. The 

rate of immune-mediated AEs was 24% with durvalumab 

and 8% with placebo. Severe pneumonitis (grade 3/4) oc-

curred in 3.4% and 2.6% of patients on durvalumab and 

placebo, respectively. Treatment had to be discontinued 

due to pneumonitis in 6.3% of patients on durvalumab 

and in 4.3% in the placebo arm.1

In summary, durvalumab demonstrated a statistically sig-

nificant and robust improvement in PFS over placebo as 

consolidation therapy for stage III NSCLC. Also, the re-

sponse rate and the durability of the response was signif-

icantly better with durvalumab. Patients on durvalumab 

had a lower incidence of new lesions and a significant-

ly longer TTDM than patients treated with placebo. The 

safety profile was consistent with that of other immu-

notherapies. As such, PACIFIC is the first phase III trial 

demonstrating the potential of immune checkpoint inhi-

bition outside the metastatic setting and represents the first 

strong ‘interim PFS-positive’ phase III trial on systemic 

therapy for stage III NSCLC over decades.

NIVOLUMAB BEYOND 1 YEAR DELAYS DISEASE 
PROGRESSION IN PRETREATED NSCLC
Nivolumab previously demonstrated durable responses 

and a survival benefit in patients with advanced NSCLC, 

with some patients continuing to derive benefit even after 

discontinuation of nivolumab (e.g. due to AEs). This rais-

es the question of whether continuous nivolumab treat-

ment is necessary for long-term benefit.  CheckMate-153 

is an ongoing phase IIIb/IV study. Patients who had un-

Adding ipilimumab to nivolumab did add toxicity resulting in a grade 3-5 toxicity rate of 

31.1% as compared to only 12.7% with nivolumab alone. With the combination, 3 treatment 

related deaths were reported (1 fulminant hepatitis, 1 encephalitis, 1 acute kidney failure).13 

 

Figure 1. Significantly improved PFS with durvalumab in the phase III PACIFIC trial.1 

 

 

 

Figure 2. Equally superior PFS with osimertinib over erlotinib/gefitinib in the first-line 

treatment of EGFR-positive NSCLC with and without CNS metastases.3 

 
 

Figure 3. Superior PFS with alectinib over crizotinib in the phase III trial, irrespective of the 

presence of CNS metastases.5 

FIGURE 1. Significantly improved PFS with durvalumab in the phase III PACIFIC trial.1
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dergone at least 1 previous systemic treatment for ad-

vanced or metastatic NSCLC and remained on 3 mg/kg 

nivolumab every 2 weeks for 1 year were randomly as-

signed to continue receiving nivolumab until progressive 

disease or unacceptable toxicity, or to discontinue treat-

ment. Resumption of nivolumab was allowed at disease 

progression in the stop arm. The primary objective was 

the incidence of high-grade (grade 3-5) selected treat-

ment-related AEs with safety and efficacy as pre-specified 

exploratory endpoints.2

Of the 1,245 patients enrolled, 220 remained on treat-

ment for 1 year and were randomised in a 1:1 fashion to 

continuous nivolumab or termination of nivolumab re-

gardless of response status. Patients who had a complete 

response (CR), partial response (PR), or stable disease 

(SD) at randomisation (N= 76 in the continuous nivolum-

ab arm; N= 87 in the arm that stopped nivolumab treat-

ment at 1 year) were eligible for efficacy analyses. The 

median PFS from randomization was 10.3 months in the 

1-year treatment arm, with optional retreatment allowed 

at progressive disease, and was not reached in the con-

tinuous treatment arm (HR[95%]: 0.42[0.25-0.71]). The 

6-month PFS rate was 69% in the 1-year arm and 80% 

in the continuous arm with 1-year PFS rates of 40% and 

65%, respectively. There was no difference in the HR for 

PFS from randomisation between those who had a CR/

PR and those who had SD. Among patients with CR/PR, 

the median PFS was 10.6 months in the 1-year treat-

ment arm and was not reached in the continuous arm 

(HR[95%]: 0.45[0.24-0.85]). Among patients with SD 

as best response, the median PFS was 9.6 months with 

1-year treatment and was not reached in the continuous 

arm (HR[95%CI]: 0.44[0.17-1.09]). The median OS was 

23.2 months in the 1-year treatment arm and was not 

reached in the continuous treatment arm (HR[95%CI]: 

0.63[0.33-1.20]). 

A slightly higher rate of treatment-related AEs was ob-

served in the continuous treatment arm (39% vs. 25%), as 

well as grade 3-4 events (8% vs. 4%). Of note, there were 

few new-onset events after 1 year.2

LIQUID BIOPSIES ASSESSING MUTATIONAL 
BURDEN PREDICTS PFS IN NSCLC PATIENTS 
TREATED WITH ATEZOLIZUMAB 
In the first-line setting, testing for PD-L1 expression has 

become standard of care. Unfortunately, about 30% of pa-

tients have inadequate tumour tissue to perform molecular 

testing. Circulating blood-derived DNA might provide an 

alternative source of diagnostic material for patients with 

inadequate tissue. To this end, Gandara et al. developed a 

liquid biopsy test measuring the tumour mutational bur-

den (bTMB). To test and validate the bTMB assay and assess 

the association between bTMB and atezolizumab efficacy, 

investigators evaluated plasma samples from patients with 

NSCLC enrolled in 2 randomised trials comparing atezoli-

zumab and docetaxel. 

The study involved 211 samples from the phase II POP-

LAR study and 583 samples from the phase III OAK trial. 

Samples from the POPLAR trial served as the test set, and 

plasma samples from OAK represented the validation set. 

Based on results from the POPLAR samples, investigators 

chose bTMB ≥16 as the cutoff to assess atezolizumab effi-

cacy in the OAK validation set. In the POPLAR test set, bT-

MB ≥16 was associated with a PFS hazard ratio (HR) of 0.57 

and an OS HR of 0.56 for atezolizumab versus docetaxel. 

In the OAK study, the bTMB ≥16 population accounted for 

27% of all patients evaluable for assessment of TMB. The 

results showed that bTMB ≥16 was associated with a 35% 

reduction in the risk for progression or death among pa-

tients treated with atezolizumab. In contrast, PFS did not 

differ significantly between patients with bTMB ≥16 or bT-

MB <16 in the docetaxel arm (HR: 0.98).

Among patients treated with atezolizumab, the OS benefit 

did not differ between the bTMB ≥16 and bTMB <16 sub-

groups (HR 0.64 and 0.65, respectively). The bTMB ≥16 

cutoff was associated with a median OS of 13.5 months 

among patients treated with atezolizumab versus 6.8 

months for patients randomised to docetaxel. A signifi-

cant PFS benefit of atezolizumab was observed across the 

bTMB range of 4 to ≥26, associated with HRs of 0.73 to 

0.51. The OS benefit ranged from 0.69 to 0.50 across the 

range of bTMB from 10 to ≥26.8

These results show that a liquid biopsy measuring tumour 

mutational burden may aid in predicting the benefit of 

NSCLC patients from checkpoint inhibition. Prospective 

validation of these data is currently ongoing.

CONFIRMED BENEFIT OF ADDING 
PEMBROLIZUMAB TO CHEMOTHERAPY IN FIRST-
LINE NSCLC TREATMENT
Cohort G of the multicentre, open-label, phase 1/2 KEY-

NOTE-021 study evaluated the efficacy and safety of pem-

brolizumab + pemetrexed and carboplatin (PC) vs. PC 

alone as first-line therapy for 123 advanced non-squamous 

NSCLC patients. At the primary analysis of cohort G (me-

dian follow-up 10.6 months), the addition of pembrolizum-

ab significantly improved the ORR and PFS (HR: 0.53; p= 

0.010). At that time, the HR for OS was not significant at 

0.90 (95%CI: 0.42–1.91). In a subsequent analysis with a 

median follow-up of 14.5 months, the HR for OS decreased 
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to 0.69, but was still not statistically significant (95%CI: 

0.36–1.31).

During ESMO 2017, data with a median follow-up of 18.7 

months were presented. The PFS remained significantly 

improved when adding pembrolizumab to PC, with a me-

dian PFS of 19 months as compared to 8.9 months with 

PC alone (HR[95%CI]:  0.54[0.33–0.88]; p= 0.0067). The 

HR for OS further decreased to 0.59 (95%CI: 0.34-1.05; p= 

0.0344). The median OS was not yet reached in the pem-

brolizumab containing arm and was 20.9 months with PC 

alone. The 18 months OS rate was 70% with pembrolizum-

ab-PC as compared to 56% for PC alone.9

TARGETED THERAPY
SUPERIOR PFS WITH OSIMERTINIB OVER 
ERLOTINIB, OR GEFITINIB IN THE UPFRONT 
TREATMENT OF EGFR MUTATED NSCLC
EGFR mutations are present in around 15% of Western 

NSCLC patients, rising to 35% in Asian populations. 

It is well known that EGFR inhibitors are superior to 

chemotherapy in the first line treatment of these pa-

tients. However, despite high response rates and a good 

PFS, patients invariably develop resistance to drugs such 

as erlotinib and gefitinib. In most patients, this resis-

tance is mediated by a T790M mutation. Osimertinib is 

a third-generation EGFR-tyrosine kinase inhibitor (TKI) 

that potently and selectively inhibits both mutant EG-

FR and EGFR harboring a T790M resistance mutation. 

A preliminary study in 60 treatment naïve patients with 

EGFR mutations found that the median PFS with osim-

ertinib was 20.5 months, which was almost two-fold 

higher than results achieved with erlotinib or gefitinib. 

These findings formed the basis for the phase III FLAU-

RA study.3

FLAURA is a randomised phase III clinical trial in which 

556 patients with, EGFR-mutated advanced NSCLC, who 

did not receive prior EGFR-TKI or systemic anti-cancer 

therapy for advanced disease, were randomized 1:1 to 

osimertinib (80 mg once daily, qd po), or standard of care 

EGFR-TKI (gefitinib 250 mg or erlotinib 150 mg qd po). 

The primary endpoint of the trial was PFS. The present-

ed data revealed that the median PFS was 18.9 months 

with osimertinib, which was more than 8 months longer 

than the 10.2 months median PFS seen with the standard 

therapy (HR[95%CI]: 0.46[0.37–0.57]; p< 0.0001). The 

benefit in PFS was consistently seen across all subgroups, 

including patients with brain metastases at the start of the 

study (N=116; median PFS 15.2 vs. 9.6 months; HR[95%-

CI]: 0.47[0.30-0.74]; p= 0.0009) (Figure 2). The median du-

ration of response was two-fold higher for patients treated 

with osimertinib (17.2 months) versus standard of care 

(8.5 months). The ORR was 80% with osimertinib as com-

pared to 76% with standard of care treatment. The data for 

OS were not yet mature, but appeared to favor osimertinib 

with a HR of 0.63 although this was not statistically signif-

icant at the interim OS analysis (25% maturity). The me-

dian OS was not reached for either of the treatment arms 

at the time of this analysis.3

The median total treatment duration was 16.2 months with 

osimertinib as compared to 11.5 months with standard of 

care. AEs were seen in 98% of patients in both treatment 

arms. The rate of grade 3/4 AEs was lower with osimerti-

nib than with standard of care: 35% vs. 45%. AEs led to 

treatment discontinuation in 13% of patients randomised 
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Adding ipilimumab to nivolumab did add toxicity resulting in a grade 3-5 toxicity rate of 

31.1% as compared to only 12.7% with nivolumab alone. With the combination, 3 treatment 

related deaths were reported (1 fulminant hepatitis, 1 encephalitis, 1 acute kidney failure).13 
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FIGURE 2. Equally superior PFS with osimertinib over erlotinib/gefitinib in the first-line treatment of EGFR-positive NSCLC 

patients with and without CNS metastases.3
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FIGURE 3. Superior PFS with alectinib over crizotinib in the phase III trial, irrespective of the presence of CNS metastases.5

to osimertinib and in 18% of the erlotinib/gefitinib treat-

ed patients. The most common AEs with osimertinib in-

cluded diarrhoea (58% [Grade ≥3, 2%]) and dry skin (32% 

[<1%]). With standard of care diarrhoea was seen in 57% 

of patients (grade 3 or more in 3%), and dermatitis acne-

iform was reported by 48% of patients (Grade ≥3 in 5%).3

In summary, osimertinib is superior to standard first line 

treatment in patients with EGFR mutated NSCLC. The PFS 

benefit for patients with and without brain metastases was 

almost identical, suggesting that osimertinib is active in 

the brain as well as in systemic sites. This is of particular 

importance given the high incidence of brain metastases 

in this setting.  The safety profile of osimertinib was more 

favorable despite longer treatment duration compared 

to standard of care. Based on these results, osimertinib 

should be considered a new first line treatment option for 

patients with EGFR mutations.

ALEX AND ALUR DEMONSTRATE SIGNIFICANT 
CLINICAL BENEFIT OF ALECTINIB IN ALK NSCLC 
PATIENTS WITH CNS INVOLVEMENT
The CNS is a common site of metastases and disease pro-

gression in anaplastic lymphoma kinase (ALK)-positive 

NSCLC. In fact, 30% of patients with ALK-positive NSCLC 

have CNS metastases at the time of the initial diagnosis and 

the CNS is the first site of disease progression in up to 50% 

of patients receiving crizotinib. According to findings from 

the phase III ALUR and ALEX studies, the treatment with 

alectinib has impressive efficacy for patients with ALK-

translocated NSCLC with CNS metastases in both the first- 

and second-line setting.4,5 

In the open-label ALEX study, 303 patients with ALK-pos-

itive, stage IIIB/IV NSCLC were randomised to 600 mg of 

alectinib (N= 152) or 250 mg of crizotinib (N= 151) both 

twice daily. As reported earlier, the study met its primary 

endpoint, demonstrating a significantly longer PFS for alec-

tinib over crizotinib in the entire trial population (Median 

PFS: not reached vs. 11.1 months; HR[95%CI]: 0.47[0.34-

0.65]; p< 0.001).10 In total, 122 patients enrolled in ALEX 

had CNS metastases at baseline: 64 in the alectinib arm 

and 58 in the crizotinib group. Forty-three patients had 

measurable lesions at baseline and 47 had received pri-

or radiotherapy (26 in the alectinib group and 21 in the 

crizotinib arm).5

In patients without CNS metastases, the median PFS was 

not yet reached with alectinib compared with 14.8 months 

with crizotinib (HR[95%CI]: 0.51[0.33-0.80]; p= 0.0024). 

For all patients with CNS involvement, the median PFS 

was not yet reached with alectinib versus 7.4 months with 

crizotinib (HR[95%CI]: 0.40[0.25-0.64]; p< 0.0001) (Fig-

ure 3). A further subgroup analysis was performed among 

patients with CNS involvement in function of whether they 

received prior radiotherapy or not. In patients with CNS 

metastases treated with radiotherapy, the median PFS was 

not reached with alectinib vs. 12.7 months with crizotinib 

(HR[95%CI]: 0.34[0.15-0.78]; p= 0.0078). Those with-

out prior radiotherapy had a median PFS of 14.0 months 

with alectinib vs. 7.2 months with crizotinib (HR[95%CI]: 

0.44[0.25-0.78]; p= 0.0041).5

Interestingly, alectinib delayed CNS progression in pa-

tients with and without CNS metastases at baseline com-

pared with crizotinib (12-month cumulative incidence rate 

[CIR] of CNS progression with CNS metastases at baseline 

58.3% with crizotinib vs. 16% with alectinib HR[95%CI]: 

0.18[0.09-0.36]; p< 0.0001; 12-month CIR of CNS progres-

sion without CNS metastases at baseline 31.5% vs. 4.6% 

 
 

Figure 4. Alectinib delayed the time to CNS progression in patients with and without CNS 

metastases at baseline compared with crizotinib.5 
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FIGURE 4. Alectinib delayed the time to CNS progression in patients with and without CNS metastases at baseline compared 

with crizotinib.5

HR[95%CI]: 0.14[0.06-0.33]; p< 0.0001) (Figure 4).5 In pa-

tients with measurable CNS metastases, the CNS ORR was 

85.7% with alectinib vs. 71.4% with crizotinib for those 

pretreated with radiotherapy. In those who did not re-

ceive radiotherapy, the CNS ORR was 78.6% with alec-

tinib and 40.0% with crizotinib. The median CNS DoR 

was also longer with alectinib compared to crizotinib in 

all patient groups

In the full population of ALEX, grade 3/4 AEs were less 

frequent with alectinib compared with crizotinib (41% 

vs. 50%, respectively). Moreover, alectinib was associat-

ed with a lower incidence of fatal AEs (3% vs. 5%) and 

fewer patients had AEs leading to discontinuation (11% vs. 

13%), dose reduction (16% vs. 21%) or interruption (19% 

vs. 25%).5

In the ALUR trial, alectinib was evaluated in previously 

treated ALK-positive NSCLC patients. In total, 107 pa-

tients with ALK-positive NSCLC who were previously 

treated with crizotinib and one prior line of platinum-

based chemotherapy were randomised (2:1) to alectinib 

(600mg twice daily) or chemotherapy (pemetrexed 500mg/

m2 q3w or docetaxel 75mg/m2 q3w).4 The median PFS of 

9.6 months in the alectinib group was significantly longer 

than the 1.4 months median PFS seen with chemothera-

py. This translates into a 85% reduction in the risk of dis-

ease progression or death in favor of alectinib (HR[95%CI]: 

0.15[0.08–0.29]; p< 0.001). This PFS benefit was seen ir-

respective of age, sex, race, ECOG performance status (PS) 

and prior radiotherapy. Importantly, alectinib was also as-

sociated with a marked PFS advantage over chemotherapy 

in patients with CNS metastases at baseline (HR: 0.12).4

The ORR in the alectinib arm was 37.5% vs. 2.9% with che-

motherapy. The median DoR was 9.3 months with alectinib 

and only 2.7% with chemotherapy. Among patients who 

had measurable CNS disease at baseline, the CNS ORR was 

54.2% in those treated with alectinib compared to zero in 

the chemotherapy group (p< 0.001). 

Overall, 77.1% of patients treated with alectinib had any 

AE versus 85.3% for chemotherapy. Grade 3/4 AEs oc-

curred for 27.1% and 41.2% of those treated with alectinib 

and chemotherapy, respectively. AEs led to dose reductions 

for 10% of patients treated with alectinib versus 20.6% 

with chemotherapy.4

LONG-TERM SURVIVAL OUTCOMES WITH 
CRIZOTINIB IN ALK-POSITIVE ADVANCED NSCLC
PROFILE 1014 (N=343) was a global, randomised, open-

label, two-arm, phase III study that evaluated the efficacy 

and safety of crizotinib in patients with previously-untreat-

ed ALK-positive advanced NSCLC. Previously a statistical-

ly-significant improvement in PFS in the patients treated 

with crizotinib was shown (p< 0.001). During ESMO 2017, 

the final analysis of OS was presented, a secondary end-

point of PROFILE 1014 with a threshold for statistical sig-

nificance of p≤ 0.0247.11

After a median follow-up of 46 months, the median OS 

for patients randomised to crizotinib was not reached and 

was 47.5 months for patients randomised to chemother-

apy. This represents a numerical improvement in OS for 

patients treated with first-line crizotinib compared with 

chemotherapy, though this difference did not achieve sta-

tistical significance (HR[95%CI]: 0.760[0.548-1.053]; p= 

0.0978). After 4 years, 56.6% of the crizotinib treated pa-

tients were still alive as compared to 49.1% in the che-

motherapy arm. Of note, the majority (84%) of patients 

initially randomised to chemotherapy received crizotinib 

 
 

Figure 4. Alectinib delayed the time to CNS progression in patients with and without CNS 

metastases at baseline compared with crizotinib.5 
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after they progressed and this likely affected the OS results. 

A pre-specified, exploratory statistical analysis, adjusting 

for the effects of crossover (rank-preserving structural fail-

ure time model), determined that the median OS would 

have been longer for patients randomised to crizotinib than 

for patients randomised to chemotherapy, if patients had 

not been allowed to cross over (median OS: 59.8 vs. 19.2 

months; HR[95%CI]: 0.346[0.081-0.718]).11

The investigators also assessed the impact of subsequent 

therapy on OS. This analysis revealed that patients who re-

ceived crizotinib followed by another ALK-TKI had the lon-

gest OS (median not reached), while patients randomised 

to chemotherapy who received a non ALK-TKI based ther-

apy at progression had the worst OS (median OS: 12.1 

months). The median OS of patients who received an ALK-

TKI after chemotherapy was 49.5 months, while patients 

who were randomised to crizotinib and received a treat-

ment other than an ALK-TKI at progression had a median 

OS 0f 20.8 months.11

FIRST-LINE DABRAFENIB AND TRAMETINIB 
SHOWS SUBSTANTIAL CLINICAL ACTIVITY IN 
BRAFV600E–MUTATED METASTATIC NSCLC
The phase II BRF113928 study, enrolled patients across 3 co-

horts. In the first cohort, 84 patients received single-agent 

dabrafenib following ≥1 prior platinum-based chemothera-

py. In the second cohort, 57 previously-treated patients re-

ceived dabrafenib and trametinib. Results of the first two 

cohorts were reported earlier and demonstrated an ORR of 

67% with the combination and 33% for the single-agent. The 

median duration of response was 9.8 months for the com-

bination and 9.6 months with dabrafenib alone. The medi-

an PFS was 10.2 and 5.5 months and the median OS was 

12.7 and 18.2 months, for the combination and dabrafenib 

alone, respectively.

Findings presented at ESMO were from the third cohort, 

which enrolled 36 untreated patients with BRAF-mutant 

stage IV NSCLC.6 Patients received dabrafenib at 150 mg 

twice daily and trametinib at 2 mg once daily. The median 

age in this cohort was 67 years (range, 44-91) and most pa-

tients were female (61%). The ECOG performance status was 

primarily 1 (61%), all but 1 patient had a non-squamous his-

tology and 28% of patients were never smokers. The ORR 

in cohort 3 was 64% (2 complete and 21 partial responses) 

with a disease control rate (DCR) of 72%. The median dura-

tion of response by investigator assessment was 10.4 months 

and 15.2 months by IRC. The median PFS was 14.6 months 

with a median OS of 24.6 months (OS data not yet mature).6

All patients experienced an AE of any grade, with 56% hav-

ing a grade 3/4 AE. Serious AEs were seen in 58% of pa-

tients, with a grade 3/4 rate of 44%. Additionally, AEs led 

to treatment discontinuation in 19% of patients, and dose 

reductions or dose interruptions/delays in 31% and 69%, 

respectively. The most common AEs were pyrexia (64%), 

nausea (56%), diarrhoea (39%), fatigue (36%), peripheral oe-

dema (36%), decreased appetite (33%), vomiting (33%), dry 

skin (33%), chills (25%), headache (25%), rash (22%), dizzi-

ness (22%), and cough (22%). The most common grade 3/4 

AEs were pyrexia (11%), vomiting (8%), rash (3%), and diar-

rhoea (3%). There was one fatal cardiorespiratory arrest that 

was deemed unrelated to study treatment.6

ROLE OF CT-SCANS IN POST-SURGERY 
FOLLOW UP FOR NSCLC
Several international treatment guidelines recommend a 

follow-up based on clinic visits and chest computed to-

mography (CT)-scans for completely resected NSCLC. Re-

sults of the phase III IFCT-0302 study question this, as 

the trial did not show a difference in OS between patients 

who received CT scans as part of their follow-up, and those 

who did not. 

The IFCT-0302 trial is a randomised multicentre trial 

which compared 2 follow-up programs for completely re-

sected stage pI, II, IIIA and T4 (pulmonary nodules in the 

same lobe) N0-2 NSCLC (TNM 6th edition). The multicen-

tre study included 1,775 patients who completed follow-

up visits every 6 months for the first two years, and then 

yearly until five years. Patients were randomised to a con-

trol follow-up, that included clinical examination and chest 

X-ray (CXR), or an experimental follow-up that included 

the control protocol with the addition of a thoraco-abdom-

inal CT-scan plus bronchoscopy (optional for adenocarci-

nomas). Supplementary procedures were allowed in case 

of symptoms. The primary endpoint was OS.

The median age in the study was 63 years, 76.3% of pa-

tients was male, 39.5% had squamous and large cell car-

cinomas, 68.1% had stage I disease (stage II 13.7%, stage 

III 18.3%), 86.6% underwent a lobectomy or bilobecto-

my, 8.7% received pre- and/or post-operative radiotherapy 

and 45% was treated with pre- and/or post-operative che-

motherapy. After a median follow-up of eight years and 10 

months, the OS was not significantly different between the 

groups (HR[95%CI]: 0.95[0.82-1.09]; p= 0.37) at a medi-

an of 99.7 months in the control arm and 123.6 months 

in the experimental arm. Also, the three-year disease free 

survival (DFS) rates were similar, at 63.3% and 60.2% re-

spectively. The eight-year OS rates were similar at 51.7% 

and 54.6%, respectively.7

Although the study does not demonstrate a significant ben-

efit with CT-based follow-up, the trend towards a better 
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survival in the CT arm suggests that longer follow-up may 

eventually reveal a benefit of this approach. As such, the in-

vestigators said that a conservative point of view would be 

to do a yearly CT-scan, which might be of interest over the 

long-term, however, doing regular scans every six months 

may be of no value in the first two post-operative years.

IMMUNOTHERAPY FOR MESOTHELIOMA
Malignant pleural mesothelioma (MPM) is a rare disease 

usually caused by occupational exposure to asbestos. First 

line therapy consists of pemetrexed and platinum che-

motherapy, with or without bevacizumab. Unfortunate-

ly, there is no approved 2nd-line treatment and drugs that 

have been tested in this setting had a low efficacy, with a 

DCR below 30%. 

Phase II studies have shown promising activity of check-

point inhibitors as 2nd-line treatment for MPM. Data from 

a Swiss registry including 48 patients with MPM who 

were treated with pembrolizumab confirm these promis-

ing findings in a real-life setting. Pembrolizumab was the 

2nd line of treatment (after platinum-pemetrexed +/- bevaci-

zumab) in 30 patients (63%). Twenty-eight patients (59%) 

had an ECOG of 0-1 at the beginning of pembrolizumab 

(as in the KEYNOTE-028 trial). The ORR among these 48 

patients was 25% and comprised 1 complete and 11 par-

tial responses (ORR 42% in patients with ECOG 0-1 and 

2nd line pembrolizumab). An additional 13 patients experi-

enced disease stabilisation, for a DCR of 52% (74% among 

ECOG 0-1 2nd-line pembrolizumab patients). Overall, the 

median PFS and median OS were 3.2 and 7.9 months, re-

spectively (5.3 and not reached in ECOG 0-1 2nd-line pem-

brolizumab patients). After 6 and 12 months, respectively 

65% and 28% of the patients were still alive (77% and 52% 

in ECOG 0-1 2nd-line pembrolizumab population). In to-

tal, 15 treatment-related AEs occurred in 14 patients (29%). 

Five events (10%) were grade 3-4 in severity (2 patients 

with hepatitis, 1 with heart failure, 1 with non-cardiac 

chest pain and 1 with nephrotic syndrome). Seven patients 

(15%) discontinued treatment due to an AE.12 

As such, compared to the available second-and-beyond line 

treatment options for MPM, the response rates and surviv-

al outcomes were promising in the unselected population, 

while patients with ECOG 0-1 receiving pembrolizumab 

in 2nd-line seemed to benefit substantially.12

A second oral presentation discussing immunotherapy 

for MPM demonstrated that combination immunother-

apy including ipilimumab and nivolumab as 2nd- or 3rd-

line treatment extended the OS to at least 15 months.13 

MAPS2 was an academic, Intergroupe Francophone de 

Cancérologie Thoracique (IFCT)-sponsored, non-compar-

ative randomised phase II trial of two checkpoint inhibi-

tors in patients with MPM who had relapsed after one or 

two lines of pemetrexed and platinum chemotherapy. Pa-

tients were randomly allocated to receive the PD-L1 inhib-

itor nivolumab or nivolumab plus the CTLA-4 inhibitor 

ipilimumab until progression or unacceptable toxicity. 13

Previously, a DCR at 12 weeks of 50% was reported for the 

combination therapy as compared to 44% with nivolumab 

monotherapy. During ESMO 2017, the OS results in 125 

patients were presented. At one year, the OS rate was 51% 

in the nivolumab arm as compared to 58% among patients 

treated with the combination therapy. After a median fol-

low-up of 15 months, the median OS was 13.6 months 

with nivolumab monotherapy and was not reached in the 

combination arm. At a median follow-up of 15 months 

the median PFS was 4.0 months with nivolumab and 5.6 

months for the combination therapy. Immunohistochemis-

try was performed in 99 patients and revealed that just 41% 

expressed PD-L1 and only three patients expressed PD-L1 

in more than 50% of tumour cells. There was no correla-

tion between PD-L1 expression and OS, or PFS.13

Adding ipilimumab to nivolumab did add toxicity result-

ing in a grade 3-5 toxicity rate of 31.1% as compared to on-

ly 12.7% with nivolumab alone. With the combination, 3 

treatment related deaths were reported (1 fulminant hep-

atitis, 1 encephalitis, 1 acute kidney failure).13
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9 days to 16.9 months). The median duration was 19 days (range 3 days to 11.2+ months; + denotes a censored value). Pancreatitis requiring the use of corticosteroids occurred in < 0.1% (2/2,160) 
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