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REPORT ASCO 2015 CHICAG0: RESPIRATORY ONCOLOGY 
Johan Vansteenkiste / Christophe Dooms, Univ. Hospital Leuven and Leuven Lung Cancer Group 

 
10 MESSAGE HIGHLIGHTS 
 
Diagnosis 

1. Liquid biopsies come into clinical trials. In a ph1 expansion study with a 3rd generation EGFR-TKI, 
prospective collection and comparison of tissue and plasma genotyping for T790M mutation was 
feasible. Good response rates were seen in both tissue- as well as plasma-genotyped tumours. 

Early stage non-small cell lung cancer 
2. Customized adjuvant chemotherapy. In the Spanish SCAT study, adjuvant chemotherapy based 

on BRCA-1 expression did not improve overall survival in stage II-III NSCLC. 
Locally advanced non-small cell lung cancer 

3. Concurrent chemoradiotherapy for unresectable stage III non-squamous NSCLC. New (Cis-
Pemetrexed) versus old (Cis-Etoposide) chemotherapy regimens at full systemic dose plus 
concurrent radiotherapy were compared (PROCLAIM). No difference in overall survival was 
observed, with a lower (mainly haematological) toxicity for the new regimen. 

Advanced non-small cell lung cancer 
4. Immunotherapy enters 2nd line NSCLC treatment. Two ph3 trials compared nivolumab, an anti-

PD-1 immune checkpoint inhibiting monoclonal antibody, to docetaxel in relapsed NSCLC. Both 
the study in squamous (SQ) as well as in non-squamous (NSQ) NSCLC delivered clinically significant 
survival benefits. The CHMP recently gave a positive advice for relapsed SQ-NSCLC. 

5. Immunotherapy: high need for biomarkers. PD-L1 staining, the most studied biomarker, was 
related to nivolumab activity in the NSQ study, but not in the SQ study. In another ph2 randomised 
trial with atezolizumab (MPDL3280A, anti-PD-L1 antibody) in previously treated NSCLC, PD-L1 
staining of tumour and immune cells combined acted as a predictive biomarker. 

6. Further data to abandon the use of EGFR-TKIs in EGFR wild-type NSCLC. In a large ph3 study in 
relapsed SQ-NSCLC, afatinib was statistically better than erlotinib, but both treatments did very 
poorly, and differences were clinically marginal. The median PFS with erlotinib was only 1.9 
months. The ASCO discussant now said it is time to end to use erlotinib in this setting. 

7. Next-generation drugs for tumours with well-known oncogene drivers (EGFR mut+ and ALK+ 
NSCLC). Several new treatment options in case of acquired resistance to 1st generation EGFR or 
ALK-TKIs are in advanced development and close to practice. Ceritinib, a 2nd generation ALK-
inhibitor was recently approved by EMA. Moreover, a multitude of new targets and new targeted 
agents delivered early but very promising results (tabulated in full text). 

8. Whole brain radiotherapy. For brain metastases suitable for SRS, adjuvant WBRT negatively 
affected cognitive functioning without a clear impact on survival. WBRT should not be routinely 
recommended, but close follow-up is mandatory. For brain metastases unsuitable for SRS, WBRT 
did not provide a clinical significant difference in QoL or survival to patients with RPA class II/III. 

Small cell lung cancer and mesothelioma 
9. Bevacizumab in pleural mesothelioma. Bevacizumab added to standard first line cisplatin-

pemetrexed resulted in a significantly longer survival (18.8 vs 16.1mo, HR 0.76 and P=0.013) for a 
beva-selected group of patients without cardiovascular co-morbidities. 

Supportive care 
10. Cachexia. Within two ph3 RCTs mainly dealing with advanced stage lung cancer, anamorelin (an 

oral highly selective ghrelin receptor agonist) was well tolerated and showed a significant increase 
in lean body mass and body weight, with improvement in cachexia. 
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At ASCO 2015, 189 abstracts in the field of respiratory oncology were presented (256 in 2014): 22 oral 
presentations (including 5 in a clinical science symposium), 24 poster discussion items, and 143 posters. 
In the past, we used to concentrate mainly on ph3 randomised controlled trials (RCTs), i.e. >100 patients 
per arm). The clinical trial and regulatory landscape has changed substantially over the last years, with an 
increasing contribution of expanded ph1 trials in biomarker driven populations. From all of these data, we 
try to concentrate on data relevant for the practicing clinician. 
As this report is only the “extract of the abstracts”, the reader is referred with the # sign to the respective 
abstracts in http://abstracts.asco.org/144/IndexView_144.html, later also in J Clin Oncol 2015 volume 33 
Supplement. 
 
 
DIAGNOSIS 
Rociletinib (formerly CO-1686) is an EGFR-mutant selective 3rd generation TKI active against the T790M 
resistance mutation. At this ASCO, the comparison between tissue and plasma genotyping for T790M, in 
patients who had both samples available, were reported (#8001, TIGER-X study). Plasma EGFR status was 
assessed by BEAMing (Sysmex), a quantitative assay using emulsion PCR then flow cytometry. Reliable 
plasma genotyping would be a major progress, as many patients failing 1st generation TKIs are not 
amenable to re-biopsy, and as plasma may better mirror the genotype of the total tumour load in some 
patients, as it is not influenced by biopsy sampling error due to tumour lesion heterogeneity. The 
comparison between plasma and biopsy results is listed in Table 1. 
 
Table 1: T790M mutation analysis – correlation of plasma and tissue biopsy 

 Biopsy T790M pos Biopsy T790M neg Biopsy T790M ? Total 

Plasma T790M pos 155 23 12 190 

Plasma T790M neg 37 12 8 57 

Total 192 35 20 247 

 
Moreover, responses were noted in all subgroups: the response rate was: 

 53% in the biopsy+/plasma+ group, 

 43% in the biopsy+/plasma- group (i.e. lack of sensitivity of plasma test), 

 35% in the biopsy-/plasma+ group (i.e. effect of false negative biopsy sampling) 

 and 27% in the biopsy-/plasma- group (i.e. unexplained, maybe due to other blocking actions of 
the drug, such as IGFR1 inhibition). 

 
 
NSCLC – EARLY STAGES (STAGE I, II, RESECTABLE IIIA) 
In 2004, the IALT study demonstrated the advantage of adjuvant cisplatin-based chemotherapy, which was 
confirmed in a LACE meta-analysis for completely resected stage II and IIIA tumours, and is accepted as 
the standard of care. To date, we still have no validated chemosensitivity biomarkers to guide the choice 
of cisplatin-doublet chemotherapy. At this ASCO, a ph3 trial on customized adjuvant chemotherapy (SCAT; 
#7507) according to BRCA-1 mRNA expression was presented (Figure 2). Several previous studies had 
suggested a predictive role for BRCA-1, a DNA repair enzyme involved in dsDNA break repair, with regard 
to cisplatin sensitivity. The SCAT trial had a superiority design with a 20% increase in 5-year OS for 
customised over standard chemotherapy, but turned out to be a negative study. 

Figure 2: #7507: Spanish Customized Adjuvant chemoTherapy in resected stage II-III NSCLC (SCAT). 

http://abstracts.asco.org/144/IndexView_144.html
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Patient setting 
Completely R0-resected node positive (pN1/pN2) stage II-III NSCLC. 
Comparison 
Experimental arm according BRCA-1 levels: low=Cis-Gem; intermediate=Cis-Doce; high=Doce (n=392). 
versus 
Standard arm irrespective BRCA-1 levels: 4 cycles Cis-Doce (n=108). 
Outcome 
Primary: OS: HR 0.86; 95%CI 0.59-1.27; P=0.45. 
Observations: The low BRCA-1 expression group was enriched for good prognostic factors 
(adenocarcinoma, female, never-smoker), which could explain the better OS for Cis-Gem as compared to 
Cis-Doce (HR 0.50, P=0.016). High BRCA1 levels did not appear to lead to cisplatin-resistance, as Doce alone 
a trend to inferior OS (HR 1.24) compared to Cis-Doce. 
Conclusion 
BRCA-1 is not a robust biomarker to guide adjuvant chemotherapy. BRCA-1 based adjuvant chemotherapy 
does not improve OS in node positive resected NSCLC. 

 
Adjuvant EGFR-TKI did not improve OS after standard therapy for early stages NSCLC (ASCO 2014). At this 
ASCO, a similar conclusion was made for adjuvant pazopanib, a VEGFR-TKI, in resected stage I NSCLC 
(#7510). 
 
 
NSCLC – LOCALLY ADVANCED STAGE III 
For patients with unresectable stage III NSCLC, a concurrent approach with platinum-based chemotherapy 
plus 60-66 Gy thoracic radiotherapy is the established standard, while the role of consolidation 
chemotherapy remains controversial. The optimal chemotherapy regimen is still unclear, and full-dose as 
well as low-dose strategies are accepted as standard of care. At this ASCO, a new regimen (cisplatin-
pemetrexed) administered at full systemic dose with concurrent thoracic radiotherapy was compared to 
a commonly used older full dose regimen (cisplatin-etoposide) (Figure 3). The trial had a superiority design 
assuming a HR 0.74 for OS. 
 

Figure 3: #7506: Ph3 PROCLAIM study in unresectable stage III non-squamous NSCLC. 
Patient setting 
Unresectable stage IIIA/IIIB NSQ-NSCLC, PS 0-1, FEV1 >50% and DLco >40%, V20 <35%. 
Randomisation 
Cis 75mg/m2 + Pem 500mg/m2 (3 cy) plus 66Gy thoracic RT -> consolidation Pem (4 cy) (n=283) 
versus 
Cis 50mg/m2 + Eto 50mg/m2 (2 cy) plus 66Gy thoracic RT -> consolidation plat-doublet (2 cy) (n=272). 
Outcome 
Primary: OS: HR 0.98; 95%CI 0.79-1.20; P=0.83. Median OS 26.8 m vs 25.0 m. 3-year OS: 40% vs 37% 
PFS: HR 0.86; 95%CI 0.71-1.04; P=0.13). Median 11.4 m vs 9.8 m. 
ORR: 36% vs 33%; P=0.46. 
First site of failure: no difference in local, nor in distant failure (50 vs 46%; P=0.46). 
Safety: grade 3/5 adverse events (AEs) 68 vs 79% (P=0.001); G3/4 neutropenia 24 vs 45%; G3/4 FN 5 vs 
10%; G3/4 pneumonitis <3% in both arms; G3/4 oesophagitis 16 vs 21%. 
Conclusion 
Cis-Pemetrexed did not improve OS for NSQ-NSCLC, but showed an acceptable safety profile with a 
significant lower incidence of drug-related haematological G3/4 AEs than Cis-Etoposide. 
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NSCLC – ADVANCED STAGE 
Immunotherapy enters clinical practice 
The so-called checkpoint inhibitors are monoclonal antibodies that inhibit the blockade of the immune 
attack against cancer cells, thereby promoting anti-tumour immunity. The targets are the cytotoxic T-
lymphocyte-associated protein 4 (CTLA-4) and the Programmed Death 1 receptor (PD-1) on the 
lymphocyte, and the ligand of PD-1 (PD-L1), often expressed on NSCLC cells. 
Nivolumab is a fully human antibody targeting the PD-1 receptor. At this ASCO meeting, two randomised 
studies with this compound have now made immunotherapy a new treatment paradigm for NSCLC. The 
results of two similar trials, one in NSQ-NSCLC (#LBA119, CHECKMATE 057) and one in SQ-NSCLC (#8009, 
CHECKMATE 017 were presented (Table 4).The FDA approved nivolumab for relapsed SQ-NSCLC in March 
2015, a positive advice was given by the CHMP to EMA in May 2015. 
 
Table 4: two ph3 studies with nivolumab in relapsed NSCLC 

 NSQ-NSCLC (CHECKMATE 057 study) SQ-NSCLC (CHECKMATE 017 study) 

Endpoint Nivolumab 
(N=292) 

Docetaxel 
(N=290) 

Nivolumab 
(N=135) 

Docetaxel 
(N=137) 

Primary: OS     

   Median 12.2 mo 9.4 mo 9.2 mo 6.0 mo 

   HR [95%CI] ; P 0.73 [0.59-0.89]; P=0.0015 0.59 [0.44-0.79]; P=0.0003 

PFS     

   Median 4.2 mo 2.3 mo 3.5 mo 2.8 mo 

   HR [95%CI] ; P 0.92 [0.77-1.11]; P=0.3932 0.62 [0.47-0.81]; P=0.0004 

Response     

   % 19% 12% 20% 9% 

   median duration 17.2 mo 5.6 mo not reached 8.4 mo 

Adverse events     

   all grades 69% 88% 69% 88% 

   grades 3-4 10% 54% 7% 55% 

 
In both of these studies, the primary endpoint OS was significantly improved. The HR was stronger in the 
SQ-NSCLC study, mainly because the result with docetaxel in this histology is only a median OS of 6 months. 
Dr. Garassino commented that historical results with docetaxel in SQ-NSCLC are indeed very poor, and 
that nivolumab therefore becomes the best option for relapsed SQ-NSCLC. For NSQ-NSCLC, she 
commented it is one of the new options amongst others such as docetaxel plus nintedanib or docetaxel 
plus ramucirumab (see ASCO 2013-2014), that brought similar improvements. For NSQ-NSCLC, we should 
optimally tailor the choices according to biomarkers. Unfortunately, there are at present none for the 
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angiogenesis compounds nintedanib and ramucirumab, but for checkpoint inhibitors, the role of PD-L1 
immunohistochemistry as a biomarker was discussed at length. 
Strangely enough, the PD-L1 staining (cut-off in CHECKMATE studies determined based on % of staining 
tumour cells), was predictive for efficacy in the NSQ study, but not in the SQ study! The reasons for this 
remains unclear. Besides the ongoing interpretation difficulties and lack of standardisation of PD-L1 
testing, other factors that may play a role were discussed by Dr. Kerr: SQ-NSCLC is more closely associated 
to smoking, therefore has a higher burden of mutations, and perhaps more neo-epitopes that help 
immunotherapy, SQ-NSCLC has a different immune cell infiltration, the immune system may act differently 
against SQ or NSQ epithelia. A lot more work to do, but a biomarker would be a huge benefit. 
Crossing of OS curves usually means that a subpopulation initially does worse with the new therapy. The 
most famous example is the iPASS study, where patients without the EGFR mutation biomarker did worse 
on the TKI than on the chemotherapy. In this case, those who are not immune-responsive, might do worse 
with immunotherapy than with chemotherapy, an impression we had with certain patients in the 
randomised trials. For these patients, new strategies such as docetaxel and nintedanib may be more 
rewarding in NSQ-NSCLC. Moreover, even for SQ-NSCLC, a biomarker to enrich the population to be 
treated could become a critical issue when reimbursement issues come up in a European context. 
 
Another randomised study concentrated on atezolizumab (formerly MPDL3280A). It is another human 
immune checkpoint inhibitor antibody, but it targets the PD-1 ligand (PD-L1) and it has an engineered Fc-
domain. This study specifically concentrated on results according to biomarker subsets (Figure 5). 
 

Figure 5: #8010: Atezolizumab (MPDL3280A) in previously treated NSCLC (POPLAR study) 
Patient setting 
Second- or third line NSCLC treatment. 
Phase 2 comparative study 
MPDL3280A 1200 mg q 3 weeks until progression (n=144) 
versus 
Docetaxel 75 mg/m² q 3 weeks until progression (n=143). 
Outcome 
Primary: OS: HR 0.78; 95%CI 0.59-1.03. Median 11.4 m (MPDL3280A) vs. 9.5 m (docetaxel). 
PFS: HR 0.96, 95%CI 0.76-1.20. Median 3.4 m vs. 2.8 m. 
Biomarker: a rather complex scoring of PD-L1 expression on both tumour cells (TC) and tumour-infiltrating 
immune cells (IC) was predictive for efficacy. 
OS HR for patients with expression was 0.63 (median OS not reached vs. 9.1 m) 
OS HR was for those without any expression was 1.22 (median 9.7 for both arms). 
Grade 3–4 AEs (all): 43% (MPDL3280A) vs. 56% (docetaxel). 
Conclusion 
First randomised study showing that PD-L1 biomarker selection identifies patients most likely to derive OS 
benefit versus those unlikely to derive such benefit. 

 
Further data to abandon the use of EGFR-TKIs in patients with EGFR wild-type NSCLC 
While it is obvious that EGFR-TKIs do not have a place in the 1st line therapy of EGFR-wt NSCLC, their use 
still continues – be it largely decreasing – in the relapse setting. Two studies brought additional information 
on this ongoing debate (Table 6). One was a comparison of erlotinib and afatinib in relapsed SQ-NSCLC 
(#8002, Lux-Lung 8 study), the other was an ECOG-ACRIN study comparing erlotinib with cabozantinib or 
with both combined (#8003, E1512 study). Cabozantinib is a new multi-target TKI predominantly inhibiting 
the MET (differentiation), VEGFR2 (angiogenesis), and RET pathways. 
 
Table 6: two randomised studies in SQ-NSCLC and EGFR-wt NSCLC 
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 LUX-LUNG-8 ECOG-ACRIN E1512 

Endpoint Afatinib 
(N=398) 

Erlotinib 
(N=397) 

Erlotinib 
(N=38) 

Cabozantinib 
(N=39) 

Erlo+Cabo 
(N=36) 

OS      

   median 7.9 mo 6.8 mo 4.1 mo 9.2 mo 13.3 mo 

   HR [95%CI] ; P 0.81 [0.69-0.95]; P=0.0077  0.59 [0.45-0.80] 0.44 [0.30-0.66] 

Primary: PFS      

   median 2.4 mo 1.9 mo 1.9 mo 4.2 mo 4.7 mo 

   HR [95%CI] ; P 0.82 [0.68-1.00]; P=0.0427  0.38 [0.21-0.55] 0.39 [0.25-0.52] 

Response      

   % 5.5% 2.8% 3% 14% 8% 

Adverse 
events 

     

   all grades 69% 88% - - - 

   grades 3-4 57% 58 35% 62% 62% 

 
It was concluded that cabozantinib-based regimens are promising for further investigation in this patient 
population. Based on the Lux-Lung 8 results, the presenter concluded that the afatinib figures were better 
than those with erlotinib. This is statistically true, but the differences are clinically hardly relevant. 
The data of both trials once again illustrate the poor results with erlotinib in EGFR-wt NSCLC, with a 
response rate of 3%, a PFS of only 1.9 months, and an OS between 4 and 7 months. The ASCO discussant, 
Dr. Riely, now plainly said we should stop to use erlotinib as a control arm in this setting, in the light of 
these poor findings and of the better options nowadays, a choice we already advised for clinical practice 
several years ago. As for cabozantinib, he suggested further research, as the numbers were small. 
Moreover, no relation with the potential biomarker of MET immunohistochemistry could be found. 
 
Next-generation drugs for tumours with well-known oncogene drivers (EGFR mut+ and ALK+ NSCLC) 
In these patients with oncogene addicted NSCLC, the role of EGFR-TKIs, such as gefitinib, erlotinib, or 
afatinib, and ALK-TKIs, such as crizotinib, has become very clear over the past years: they are superior to 
chemotherapy in any line of treatment. However, acquired drug resistance always occurs, and next 
generation drugs have proven their value in phase 1 expansion and phase 2 studies. 
 
For ALK+ NSCLC, one of these next generation drugs, ceritinib, has been approved in case of resistance to 
crizotinib by FDA, and recently by EMA as well. At this meeting, the ph2 data in 138 ALK+ patients with 
crizotinib failure with another similar compound – alectinib – were presented (#8008). Response rate was 
49.2%, disease control rate 79.5%, with signs of good intracranial activity, a frequent site of failure while 
on crizotinib. The agent was tolerable: dose interruptions (19.6%), reductions (8.7%), and withdrawals 
(8.0%) due to AEs. Ph3 trials are ongoing. 
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For EGFR-mut+ NSCLC, two so-called 3rd generation EGFR-TKIs are in advanced stage of development: 
AZD9291, and rociletinib (formerly CO-1686). They are of a different chemical class than the quinazoline-
based previous drugs, and therefore selectively target the EGFR-mutant receptor, they spare the EGFR-wt 
receptor, and they are active against tumours with acquired TKI resistance based on secondary T790M 
mutation, the mechanism responsible in about 50 to 60% of the cases. Two presentations focused on these 
drugs: #8000 was an abstract on the ph1 trial with AZD9291 in the 1st line therapy, and #8001 was on the 
use of plasma T790M genotyping for rociletinib therapy (see above). 
In the #8000 abstract (AURA study), 60 treatment-naïve patients had either 80 mg/day or 160 mg/day of 
AZD9291. Results were quite impressive, with a response rate of 73%, a disease control rate of 97%, and 
a proportion of PFS of about 70% at 1 year. The incidences of grade 3 skin rash and diarrhoea for the two 
dose cohorts combined were 1/60 and 2/60. The discussant felt these data were good enough to compare 
AZD9291 to standard TKIs in the 1st line setting (an ongoing ph3 study, FL-AURA). 
 
New drugs and new targets 
There was only one ph3 on a new chemotherapeutic compound, nedaplatin, a new generation platinum 
from Japan (#8004). Nedaplatin-docetaxel was compared to cisplatin-docetaxel in 355 patients with 
advanced SQ-NSCLC.  OS, the primary endpoint, was better with the nedaplatin-based regimen (median 
13.6 vs. 11 mo, P=0.037). It is unlikely that this will become relevant in Western practice. 
On the other hand, there were a huge number of abstracts focusing on new drugs and targets. As most of 
these are still quite far from clinical practice, they are only briefly summarised in Table 7. 
 
Table 7: new drugs and new targets 

Abstract Compound Target mutation RR Main toxicity 

#8006 
Dafrafenib + 
trametinib 

BRAF V600E 15/24 (63%) 
Hyponatremia, neutropenia, 

dehydration, skin SQCC 

#8007 Cabozantinib RET 5/18 (28%) 
Fatigue, diarrhoea, liver, 

thrombocytopenia 

#8013 EGF816 EGFR T790M 12/22 (55%) Rash, diarrhoea, stomatitis 

#8014 ASP8273 EGFR T790M 18/36 (50%) 
Rash, diarrhoea, 

thrombocytopenia, QTc 

#8015 AUY922 
EGFR 

exon 20 insertion 
1/10 (10%) 

Diarrhoea, fatigue, vision, 
hypertension 

#8016 AZD3759 EGFR with brain lesions 
1/4 (25%) 
brain RR 

Rash 

#8016 PF-06463922 ALK+ ROS1+ 6/15 (40%) 
Hypercholesterolemia, 

neuropathy 

#8021 
Crizotinib or 
cabozantinib 

MET exon 14 skipping 3/4 (75%) NR 

 
Brain metastases 
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Two ph3 RCTs, each dealing with radiation treatment for brain metastases but in different patient settings, 
were reported at this ASCO. 
 

Figure 8a: #7500: Open label ph3 RCT in NSCLC with brain metastases (QUARTZ). 
Patient setting 
NSCLC with brain metastases unsuitable for surgery or SRS; CT/MRI proven. 
Randomisation 
Optimal BSC & dexamethasone + whole brain radiotherapy 20 Gy in 5 fractions (n=269) 
versus 
Optimal BSC & dexamethasone (n=269). 
Outcome 
Primary: Patient reported outcome and quality-adjusted life years (OS & EQ-5D): mean QALY 43 vs 41 
days; difference -1.9; 95%CI -9.1 to 6.6 days; P=NS. 
OS: HR 1.05; 95%CI 0.89-1.26; P=0.52.Median 9.3 weeks vs 8.1 weeks. 
Notes: only 5% RPA I (KI ≥70%, age <65, controlled T) but 38% RPA III (KI <70%) in both arms. 
Conclusion 
The addition of WBRT to corticosteroids does not provide a clinical significant difference in PRO and QALY 
to patients with brain metastases and RPA II and III. 

 
The addition of WBRT to stereotactic radiosurgery (SRS) is known to deliver a significant improvement in 
intracranial tumour control without impact on OS in patients with a limited (≤3) number of brain 
metastases. It was however unknown whether a decline on cognitive function after radiation treatment is 
affected by better intracranial tumour control (= requiring adjuvant WBRT) or less toxicity (= requiring 
avoidance of adjuvant WBRT). 
 

Figure 8b: #LBA4: Open label ph3 RCT in cancer with brain metastases (Alliance trial). 
Patient setting 
Cancer (70% lung cancer) with 1-3 brain metastases suitable for SRS; size <3 cm; PS 0-2; MRI proven. 
Randomisation 
SRS alone (n=111) 
versus 
SRS + adjuvant whole brain radiotherapy (WBRT) 30Gy in 12 fractions (n=102) 
Outcome 
Primary: decline in cognitive function (= cognitive test -1 SD) at 3 months: 64 vs 92%; P=0.0007. 
Time to intracranial progression at 6 mo: 35 vs 12%; P<0.0001. 
OS: HR 1.02; 95%CI 0.75-1.38; P=0.92.Median 7.4 m vs 10.4 m. 
Cognitive function at 12 m (long-term survivors): only ‘SRS alone’ maintains cognitive function. 
Safety: at 6 weeks significantly more alopecia & dermatitis with addition of WBRT. 
QoL: at 3 months significantly more decline in QoL (FACT-brain) with addition of WBRT. 
Conclusion 
Adjuvant WBRT clearly and negatively affects neuro-cognition (specifically immediate/delayed 
recall/memory and verbal fluency) at 3 months, with continued detriment at 12 months. Adjuvant WBRT 
did improve intracranial tumour control but without impact on OS. 

 
Hence, for patients with newly diagnosed brain metastases that are amendable to SRS, initial treatment 
with SRS alone and close monitoring of the brain should be recommended in order to better preserve 
cognitive function and QoL. 
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SMALL CELL LUNG CANCER 
The standard first line systemic therapy for treatment-naïve stage IV SCLC has been Carboplatin and 
Etoposide for the last 3 decades. Two ph3 RCTs presented during this ASCO failed to improve this standard 
of care. The addition of palifosfamide to carboplatin-etoposide did not improve OS within a phase III RCT 

(7504). Toxicity-adjusted dosing of Cisplatin-Etoposide as compared to a fixed-dose of Cisplatin 80mg/m 
and Etoposide 100mg/m d1-3 Q3wks did not result in improved objective response rate (ORR) nor better 

OS while it increased side-effects (7505). 
 
Treatment options for patients with stage IV SCLC that progress on platinum-based chemotherapy are 
limited with historical ORR for platinum refractory disease <15%. SCLC, a smoking associated and highly 
mutated disease, seems very attractive for immunotherapy by checkpoint inhibitors. At this ASCO, the 
preliminary efficacy results of ongoing phase I/II trials with immunotherapy as 2nd line treatment for stage 
IV SCLC were presented. Pembrolizumab 10mg/kg q2wks has an ORR of 35% in PDL1+ (membranous at 

least 1%) SCLC (7501). Nivolumab has an ORR of 18% (n=40) and the combination nivolumab+ipilimumab 

has an ORR of 33% (n=46) regardless of PDL1 expression status (7503). Pembro, nivo, and nivo+ipi thus 
showed activity and durable responses in relapsed SCLC. 
 
 
 
MESOTHELIOMA 
The standard first line systemic therapy for malignant pleural mesothelioma (MPM) at the present time 
largely relies on cisplatin-pemetrexed. MPM is a highly vascularised tumour with increased angiogenesis 
highly expressing VEGF-A, VEGF-C and VEGF-R. At this ASCO, a ph3 study evaluating the addition of 
Bevacizumab (Bev), a mAb anti-VEGF binding VEGFR, to chemotherapy has been presented. 
 

Figure 9: #7500: Open label ph3 RCT in unresectable malignant pleural mesothelioma. 
Patient setting 
Epithelioid and sarcomatoid MPM in treatment naïve pts, <76y, no cardiovascular comorbidity, PS 0-2. 
Randomisation 
Cis 75mg/m2 + Pem 500mg/m2 + Bev 15mg/kg (6 cycles) followed by Bev maintenance until PD (n=222) 
versus 
Cis 75mg/m2 + Pem 500mg/m2 (6 cycles) (n=224). 
Outcome 
Primary: OS HR 0.76; 95%CI 0.61-0.94; P=0.013. Median 18.8 m vs 16.1 m. 
PFS: HR 0.61; 95%CI 0.50-0.75; P<0.0001. Median 9.6 m vs 7.5 m. 
Grade 3-4 adverse events (proteinuria, hypertension, ven/art thrombosis) significantly increased (71 vs 62 
%, P=0.04) in Bev arm. QoL was preserved in both arms despite this higher toxicity with Bev. 
Conclusion 
Bevacizumab added to Cis-Pem provides a significantly longer OS in Bev-eligible MPM patients, with a 
manageable (acceptable) toxicity profile. 

 
Currently, there are no standard treatment options for patients who fail first line chemotherapy. A phase 
III RCT of investigator-selected chemotherapy (either Vino, Gem, or Doxorubicin) with or without NGR-
hTNF (a tumour-targeted antivascular agent) did not meet its primary endpoint of improved OS in the ITT 
population (#7501). 
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Supportive care 
Cancer anorexia/cachexia syndrome is characterized by decreased appetite and food intake and loss of 
body weight and lean body mass. It does occur in up to 70% of advanced stage NSCLC. There is no standard 
of care and few therapeutic options. Ghrelin is released by the stomach and the natural ligand for the 
ghrelin receptor, which leads to the release of growth hormone regulating appetite, body weight and 
metabolism. Two international double-blind phase III RCT evaluated the effect of oral anamorelin, a highly 
selective ghrelin receptor agonist, on cancer cachexia. 
 

Figure 10: #9500: Double-blind ph3 RCTs in unresectable stage III or IV NSCLC. 
Patient setting 
Cachexia (weight loss ≥5% in prior 6 mo or baseline BMI <20), PS 0-2, BMI ≤30, no brain M+.  
Randomisation 
Anamorelin (n=323 in ROMANA 1 and n=330 in ROMANA 2) 
versus 
Placebo (n= 161 in ROMANA 1 and n=165 in ROMANA 2). 
Outcome 
Primary: 
-change in lean body mass over 12 weeks: +1.1 vs -0.4kg, and +0.8 vs -1.0kg, resp., P<0.001 
-change in handgrip strength over 12 weeks: P=NS for both trials. 
Body weight over 12 weeks: +2.2 vs +0.1kg, and +1.0 vs -0.6kg, resp., P<0.001. 
Cachexia symptoms: 4.1 vs 1.9, and 3.5 vs 1.3, resp., P<0.0001. 
Grade 3/4 drug-related AEs: 0.9 vs 1.2%, and 2.7 vs 2.5%. 
Conclusion 
Anamorelin is well tolerated and significantly increases lean body mass and body weight, with 
improvement in cachexia symptom burden. 

 
 
 
For your calendar: 
ECCO-ESMO 2015: 25-29 September 2015, Messe, Vienna, Austria. 
ELCC 2016: 13-16 April 2016, Palexpo, Geneva. 
ASCO 2016: 03-07-June 2016, McCormick Place, Chicago. 
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