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10 MESSAGE HIGHLIGHTS 

 

Early stage non-small cell lung cancer 

1. High-risk operable stage I. A phase III randomised controlled trial (RCT) with 

brachytherapy added to a sublobar resection (ACOSOG Z4032) in high risk operable 

patients not fit for lobectomy didn’t demonstrate a difference in time to local recurrence 

compared to a sublobar resection alone. 

2. Stage II-IIIA. A phase II RCT (IFCT-0801, TASTE) of pharmacogenetic driven adjuvant 

therapy (based on ERCC1 IHC and EGFR mut) versus Cisplatin-Pemetrexed, in stage II-

IIIA-N1 non-squamous NSCLC, demonstrated the feasibility of timely (<2 months) 

customisation. However, the phase III study, evaluating efficacy, was cancelled due to 

unreliable IHC read outs. 

 

Locally advanced non-small cell lung cancer 

3. Resectable stage IIIA-N2. A phase III RCT demonstrated that the addition of preoperative 

radiotherapy to neoadjuvant Cisplatin-Docetaxel improved the R0 resection rate by 10%, 

but failed to improve median event free and OS in a surgical combined modality setting. 

4. Unresectable stage III. A phase III RCT randomised patients without disease progression 

after chemoradiotherapy to maintenance L-BLP25 immunotherapy or placebo. No 

significant improvement in OS in the whole trial, but a 10 months improvement in median 

OS after concurrent chemoradiotherapy. 

5. Unresectable stage III. A phase III RCT comparing high-dose (74 Gy) to standard-dose (60 

Gy) concurrent chemoradiotherapy followed by consolidation chemotherapy, demonstrated 

significant inferiority for both median OS and loco-regional disease control of the high-dose 

(74Gy) arm. 

 

Advanced non-small cell lung cancer 

6. 1
st
 line. Two phase III RCTs of pharmacogenetic driven chemotherapy versus a standard 

doublet were reported to be operationally feasible. One failed to show any benefit in PFS or 

OS, the other even gave a worse outcome in the pharmacogenetic arm and was prematurely 

closed. 

7. Relapse. In a phase III RCT by the Japanese National Hospital Organisation, Erlotinib was 

compared to Docetaxel in 2
nd

 and 3
rd

 line. PFS was the primary endpoint. It was better with 

Docetaxel (P=0.09), and significantly better in EGFR wild-type tumours (P=0.01). 

8. 2
nd

 line. A phase IIB RCT with Ganetespib (HSP90 inhibitor) added to Docetaxel showed 

better PFS, and better OS in a pre-specified subanalysis in patients without early PD with 1
st
 

line. 

9. 2
nd

 line. A phase III RCT with Nintedanib (BIBF1120, multiple pathway angiogenesis 

blocking TKI) added to Docetaxel showed better PFS, and better OS in a pre-specified 

subanalysis in patients with adenocarcinoma. Findings in a mirror trial with 2
nd

 line 

Pemetrexed were similar. 

10. Innovative. 

a.  Promising results with Dabrafenib (GSK2118436, selective BRAF inhibitor) in 

BRAF V600E mutant NSCLC. 

b. Large-scale promising results with 2
nd

 generation ALK inhibitor LDK378 in ALK 

translocated NSCLC, with good activity in crizotinib resistant tumours. 

c. Immunomodulation therapy based on MPDL3280A (engineered anti-PD-L1 

antibody) resulted in rapid and durable responses in heavily pre-treated NSCLC 

patients.  
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At the ASCO 2013 meeting, a total of 235 abstracts in the field of respiratory oncology were presented 

(218 in 2012), 168 posters, 48 poster discussion items, and 19 oral presentations. 

For our report, we classified studies as RCT (large randomized controlled trial, i.e. >100 patients per arm), 

RCT-small (often phase 2 RCTs), RCT-sec (secondary analyses of previously presented RCTs), or others 

(phase 2 studies, molecular biology analyses, retrospective analyses, surveys, …). We concentrated on 

randomized data relevant for the practicing clinician, along with some innovative findings. 

As this report is only the “extract of the abstracts”, the reader is referred with the # sign to the respective 

abstracts at in http://meetinglibrary.asco.org/subcategories/2013%20ASCO%20Annual%20Meeting, or 

later also in J Clin Oncol 31 Suppl, 2013. 

 

 

 

NSCLC – EARLY STAGES (stage I, II, resectable IIIA) 

 

Non-randomised retrospective studies suggested that adjuvant brachytherapy might reduce the local 

recurrence rate after sublobar resection for NSCLC. In a phase III RCT presented at this ASCO, high-risk 

operable patients not fit for lobectomy were randomised to sublobar resection with or without intra-

operative brachytherapy, in order to evaluate the superiority of adjuvant brachytherapy (Figure 1). 

 

Figure 1: #7502: RCT in operable stage I NSCLC [ACOSOG Z4032]. 

Patient setting 

Sublobar resection in high-risk (based on predefined major/minor criteria) stage I NSCLC. 

Comparison 

Intra-operative high dose rate brachytherapy (n=104) 

versus 

No additional intervention (n=109). 

Outcome 

Primary: freedom from local recurrence: HR 0.87 [0.41-1.86], P=0.75, both at the stapler line, away from 

the stapler line or within hilar nodes. 

Secondary: overall survival (OS): HR 0.88 [0.53-1.46], P=0.62; no significant difference in local 

recurrence rate at 3-year (12.5 vs. 12.8%) or 3-year OS rate (72 vs. 71%). 

Conclusion 

Adjuvant brachytherapy does not impact local recurrence or survival rate after sublobar resection. 

 

Sublobar resection is an appropriate treatment for patients with stage IA NSCLC who are at high-risk for 

lobectomy. The overall local recurrence free rate at 3 years in ACOSOG was 87%, and the recurrence rate 

at the staple line was only 5.6%. The most important factor predicting local recurrence-free rate was a 

resection margin size of  >1cm (HR 0.38 95%CI 0.16-0.89, p=0.02) (7524). In a small phase II RTOG 

study of 60Gy/3fr stereotactic ablative radiotherapy (SABR) for operable peripheral stage IA NSCLC, the 

overall local (primary tumour plus involved lobe) recurrence free rate at 2 years was 81% 95%CI 3.7-

34.7 (7523). The reported results of ACOSOG Z4032 and RTOG 0618 support the enrolment into 

current/future trials comparing SABR to resection in high-risk operable patients with stage I NSCLC. 

ACOSOG Z4099 was such a trial, but is unfortunately closed due to slow accrual. 

 

Surgical resection followed by cisplatin-based adjuvant chemotherapy is the standard of care in 

completely resected stage II-IIIA NSCLC. The IALT-Bio project reported on the ERCC1 IHC status 

within the primary tumour as a potential predictive biomarker for adjuvant cisplatin chemotherapy (ASCO 

2006), which was the rationale to develop a phase II-III RCT evaluating the feasibility and efficacy of 

ERCC1 based customized adjuvant chemotherapy (Figure 2). 

  

http://meetinglibrary.asco.org/subcategories/2013%20ASCO%20Annual%20Meeting
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Figure 2: #7505: phase II RCT on customized adjuvant therapy [IFCT-0801, TASTE]. 

Patient setting 

Completely resected stage II and IIIA-N1 non-squamous NSCLC with known ERCC1 IHC and EGFR 

mutational status. 

Randomisation 

Customized adjuvant therapy (N=76). 

versus 

Adjuvant Cisplatin-Pemetrexed 4 cycles (n=74).  

Outcome 

Phase II part: Feasibility: start of adjuvant therapy within 2 months was feasible in 80% of pts. 

Phase III part: Efficacy: cancelled due to reported unreliability of ERCC1 IHC read-out (NEJM 368:1101-

1110, 2013). 

Conclusion 

Timely customising biology-driven adjuvant therapy is feasible. However, the currently available ERCC1 

antibodies are not reliable, and should not be used at this time. Adjuvant cisplatin-based doublet 

chemotherapy remains the standard of care in all stage II-IIIA patients fit for adjuvant treatment. 

 

 

 

NSCLC – LOCALLY ADVANCED (resectable stage IIIA-N2, and unresectable stage III) 

 

In a non-randomized phase II SAKK 16/96 trial (J Clin Oncol 21:1752-1759, 2003) with induction 

chemotherapy followed by surgery, local relapse occurred in 27% and a median OS of 33 months was 

observed. An increase in R0 resection rate was hypothesised when induction chemoradiotherapy is given 

instead of chemotherapy alone, which could result in improved oncologic outcomes (local control and 

survival) (Figure 3). 

 

Figure 3: #7503: phase III RCT in resectable and operable stage IIIA-N2 NSCLC [SAKK 16/00]. 

Patient setting 

Resectable (mediastinal bulk >5cm allowed) stage IIIA-pN2 NSCLC with PS 0-1. 

Randomization (2:1) 

Sequential induction Cisplatin-Docetaxel and accelerated 40Gy/22fr RT, followed by surgery (n=98) 

versus 

Induction chemotherapy followed by surgery, adjuvant RT only when R1/2 resection (n=97). 

Outcome 

Primary: median event-free survival: 12.8 vs. 11.8 months; HR 0.91 [0.65-1.28]. 

Other: median OS 27.1 vs. 26.2 months, HR 1.15 [0.79-1.67], and 3-year OS rate 45% vs. 47%. Overall 

resection rate 82 vs. 81%, and R0 resection rate 70 vs. 62%. 

Conclusion 

The addition of radiotherapy to induction cisplatin-based therapy did not improve event-free survival or 

overall survival, nor did it reduce the local failure rate. 

 

Another phase III RCT in resectable stage III-pN2 NSCLC (7504) comparing induction carboplatin-

paclitaxel chemotherapy followed by surgery and adjuvant 60 Gy RT (experimental arm) to sequential 

chemoradiotherapy (standard arm) was closed prematurely (accrual of 84% of patients) when concurrent 

CT-RT became standard of care. The study failed to show a superior OS survival for the experimental arm 

(median survival 17.3 vs. 14.9 months and 5-year survival 19 vs. 17%; HR 0.88, P=0.22), most likely 

attributed to less effective induction chemotherapy and suboptimal baseline lymph node staging 

(understaging multi-station N2 or N3 disease), despite the overall R0 resection rate of 71%. 
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The standard therapy for unresectable stage III NSCLC consists of combined chemoradiotherapy (CT-

RT). The three major fields of clinical research are on (1) optimal scheduling; (2) optimisation of the 

systemic therapy; (3) optimisation of the radiotherapy. 

 

For point (1), it is clear that CT-RT is the cornerstone, while the addition of adjuvant immunotherapy was 

beneficial in a subgroup of stage IIIB patients within a phase IIB trial (J Clin Oncol 23:6674-6681, 2005). 

The phase III RCT on adjuvant L-BLP25 immunotherapy was presented at this ASCO (Figure 4). 

 

Figure 4: #7500: Role of maintenance immunotherapy after chemoradiotherapy [START]. 

Patient setting 

Unresectable stage III NSCLC, PS 0-1, without disease progression after sequential or concurrent 

chemoradiotherapy (at least 2 cycles of platinum based chemotherapy and at least 50 Gy RT). 

Randomisation 

L-BLP25 SC weekly x8 then q6 weeks until progression or withdrawal (n=829) 

versus 

Placebo SC weekly x8 then q6 weeks until progression or withdrawal (n=410). 

Outcome 

Primary: OS: median 25.6 vs. 22.3 months (HR 0.88, 95%CI 0.75-1.03; P=0.12). 

Other: TTP: 14.2 vs. 11.4 months (HR 0.85, 95%CI 0.73-0.98; P=0.023). 

Predefined concurrent CT-RT subgroup (65%): median OS 30.8 vs. 20.6 months (HR 0.78, 95%CI 0.64-

0.95). 

L-BLP25 was well tolerated without difference in immune-related toxicities compared to placebo. 

Conclusion 

L-BLP25 maintenance immunotherapy after CTRT did not significantly prolong OS in the whole trial, but 

a clinical meaningful survival benefit was seen in the concurrent chemoradiotherapy group. 

 

For point (3), RT in a dose of 60 Gy in 2 Gy fractions is the current standard. Dose intensification was a 

great hope here based on multiple retrospective reviews, secondary analysis of RTOG trials and 

prospective phase I/II safety and efficacy trials. However, the large phase III RCT (RTOG 0617) 

comparing high-dose 74 Gy to standard-dose 60 Gy conformal RT or IMRT was closed for futility in 

2011. The outcome results for the dose comparison were presented at this ASCO (Figure 5), while the 

study will continue to examine the role of Cetuximab in standard dose patients. 

 

Figure 5: #7501: Phase III comparing high-dose (74 Gy) to standard-dose (60Gy) CT-RT [RTOG 0617]: 

Patient setting 

Unresectable stage III NSCLC, PS 0-1. 

Randomization 

Concurrent high-dose 74 Gy and weekly paclitaxel (45mg/m
2
) + carboplatin (AUC=2), followed by 

consolidation chemotherapy (n=197) 

versus 

Concurrent standard-dose 60 Gy and weekly paclitaxel (45mg/m
2
) + carboplatin (AUC=2), followed by 

consolidation chemotherapy (n=203). 

Outcome 

Primary: OS: median 19.5 vs. 28.7 months (HR 1.56 [1.19-2.06], P=0.0007). 

Other: 18 months PFS 36.6 vs. 26.3% (HR 1.37 [1.04-1.63], P=0.01); local failure rate 34% vs. 25% 

(P=0.03) & distant failure rate 42% vs. 48% (P=0.16); grade 3 oesophagitis 21% vs. 7% (P=0.0003). 

Conclusion 

Concurrent CTRT with 74 Gy had a significant greater risk of local failure and death than with 60 Gy. 

 

A combination of factors might explain the results of RTOG 0617: underreported treatment-related deaths 

(cardiac and pulmonary) in 74 Gy arm, worse local control in the 74 Gy arm, and a possible negative 

interaction between Cetuximab and 74 Gy. Despite this major disappointment, other ways of dose 
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intensification deserve further study. A small phase II trial of mid-treatment FDG-PET adaptive 

individualized conformal radiotherapy plus concurrent chemotherapy in unresectable stage III NSCLC 

could show a 2-year locoregional tumour failure rate of only 16% and a median OS of 26 months (#7522). 

The median physical radiation dose reached in this study was 84 Gy (range 63-86 Gy), equivalent to 90 

Gy in 2 Gy fractions. RTOG is currently testing adaptive individualised radiation in a RCT. 

 

 

 

NSCLC – ADVANCED STAGE: FIRST-LINE & MAINTENANCE THERAPY 

Molecular biomarkers, such as EGFR mutation or ALK translocation, are now universally recognised as 

crucial for the activity of specific tyrosine kinase inhibitors (TKIs) such as gefitinib, erlotinib, or 

crizotinib. 

In contrast, biomarkers to guide the choice of chemotherapy remain difficult to achieve. Based on 

promising response rates in a phase II trial with pharmacogenetic (PGX) driven chemotherapy (Simon et 

al, JCO 25:2741-2745, 2007), a phase III trial was now reported (Figure 6). The choice of chemotherapy 

depends on expression levels of RRM1 (in relation to gemcitabine) and ERCC1 (in relation to platinum): 

 

 
 

Figure 6: #8001: Phase III of pharmacogenetic (PGX) driven chemotherapy vs. standard chemotherapy. 

Patient setting 

Advanced untreated NSCLC with PS 0-1. 

Randomization 2:1 

Four different PGX selected doublets (see above, n=183) 

versus 

Carboplatin-Gemcitabine for all (n=92). 

Outcome 

Primary: PFS: median 6.1 vs. 6.9 months, P=0.18. 

Other: OS median 11.0 vs. 11.3 months (NS). 

Prognostic effect: better survival if low ERCC1 and low RRM1. 

Conclusion 

PGX driven chemotherapy offered no benefit in this trial. 

 

A similar trial was presented by the Spanish Lung Cancer Group, with customisation based on BRCA1 

level and RAP80 levels, with treatment arms Cisplatin-Gemcitabine, Cisplatin-Docetaxel and Docetaxel 

single agent (Figure 7). 

 



 6 

Figure 7: #8002: Phase III of pharmacogenetic (PGX) driven chemotherapy vs. standard chemotherapy. 

Patient setting 

Advanced untreated wild-type EGFR NSCLC with PS 0-1. 

Randomization 

Three different PGX selected chemotherapies (see above, n=140) 

versus 

Cisplatin-Docetaxel for all (n=139). 

Outcome 

Primary: PFS: median 4.4 vs. 5.5 months, P=0.09. 

Other: OS median 8.5 vs. 12.7 months, P=0.006. 

Response rate 27 vs. 37%, P=0.07 

Conclusion 

PGX driven chemotherapy performed significantly worse in this trial, which was prematurely closed. 

 

Together with the data in the adjuvant setting, this probably means the end of PGX driven chemotherapy 

based on the current technology. 

 

For completeness, we mention two oral presentations on the comparison of the “standard” ECOG regimen 

Carboplatin-Paclitaxel-Bevacizumab followed by maintenance (MT) Bevacizumab with other strategies. 

In abstract #8004, the comparison was with Carboplatin-Pemetrexed followed by MT Pemetrexed. The 

primary endpoint was G4PFS (a strange composite of survival without G4 toxicity or progression), and 

was not significantly different. In abstract #8005, the other arm was Carboplatin-Pemetrexed-

Bevacizumab followed by MT Pemetrexed-Bevacizumab: OS was the primary endpoint and identical. 

PFS was significantly in favour of the Pemetrexed type regimen. Grade 3-4 neurotoxicity with the 

Paclitaxel type regimen was of concern in both trials. 

As a whole, this has little influence in our European approach. The lead Bevacizumab trial for Europe was 

AVAiL (JCO 27:1227-1234, 2009), where there was no difference in OS when Bevacizumab was added 

to Cisplatin-Gemcitabine, and a statistically significant but clinically irrelevant difference in PFS (12 to 16 

days improvement). 

 

NSCLC – ADVANCED STAGE: RELAPSE THERAPY 

In unselected patients (i.e. EGFR or ALK wild-type), 2
nd

 line therapy options are docetaxel or pemetrexed 

single agent chemotherapy (the latter only for patients with non-squamous histology). The role of erlotinib 

remains controversial. At the ASCO 2012 meeting, an Italian investigator driven study (TAILOR) 

reported a significantly better PFS with docetaxel compared to erlotinib in EGFR wild-type NSCLC. 

At this ASCO, another non-commercial study from Japan in this setting became available (Figure 8). 

 

Figure 8: #8006: phase III of Erlotinib vs. Docetaxel as 2
nd

/3
rd

 line NSCLC therapy [DELTA]. 

Patient setting 

Patients with one or two previous chemotherapies (including a platinum) and PS 0-2. 

Randomization 

Erlotinib 150mg daily until progression (n=151) 

versus 

Docetaxel IV 60mg/m
2
 q3w until progression (n=150). 

Outcome 

Primary: PFS: HR 1.22, in favour of docetaxel, median 2.0 vs. 3.2 months, P=0.09. 

Other: PFS in EGFR wild-type patients: HR 1.44, in favour of docetaxel, median 1.3 vs. 2.9 months, 

P=0.01. 

No significant difference in OS. Safety: no new findings. 

Conclusion 

In the whole group, PFS was better with docetaxel, at a significant level for EGFR wild-type tumours. 
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Another investigator driven study from China (CTONG0806, # ) reported similar findings in EGFR wild 

type patients: PFS 1.6 months with gefitinib vs. 4.8 months with pemetrexed (P<0.001). 

In all, there are three investigator driven studies now that report inferior outcomes with EGFR-TKI 

compared to single agent chemotherapy in relapse treatment of EGFR wild-type patients. 

 

Another ongoing question in relapse therapy is whether results can be improved from single agent 

chemotherapy. In the past, it became clear that combination chemotherapy was not the way to move 

forward. More recently, numerous trials combining single agent chemotherapy with a molecular agent 

revealed interesting results, but none of these was strong enough to lead to registration of a new therapy in 

this setting. A phase IIB study on the Heat-Shock Protein 90 (HSP90) inhibitor Ganetespib was presented 

(Figure 9). 

 

Figure 9: #8007: Phase IIB comparing Docetaxel + Ganestespib to Docetaxel [GALAXY-1]. 

Patient setting 

Adenocarcinoma with progression after one chemotherapy. 

Randomization 

Ganestespib 150 mg/m² day 1 and 15, q3w + docetaxel 75 mg/m
2
 i.v. q3w (n=128). 

versus 

Docetaxel 75 mg/m
2
 i.v. q3w (n=127). 

Outcome 

Primary: PFS: HR 0.70, median 4.5 vs. 3.2 months, P=0.04. 

Other: OS: HR 0.82, 9], median 9.5 vs. 7.4 months P=0.08, but significant in a pre-specified analysis of 

patients at least 6 months post diagnosis. 

Safety: more febrile neutropenia and fatigue in combination arm. 

Conclusion 

Positive trial which will continue in phase III GALAXY-2 phase III trial. 

 

The other important phase III trial in this setting was on Nintedanib (former BIBF1120) in the LUME-

LUNG program (Figure 10). 

 

Figure 10: #8011: Phase III adding Nintedanib to Docetaxel [LUME LUNG 1]. 

Patient setting 

Advanced NSCLC progressive after one chemotherapy. 

Randomization 

Nintedanib 2 x200 mg/d + Docetaxel 75 mg/m
2
 i.v. q3w (n=655). 

versus 

Placebo 2 x /d + Docetaxel 75 mg/m
2
 i.v. q3w (n=659). 

Outcome 

Primary: PFS: HR 0.79, median 3.4 vs. 2.7 months, P=0.002. 

Other: OS: HR 0.94, P=0.27, but significant in pre-specified analysis in adenocarcinoma: HR 0.83, 

median 12.6 vs. 10.3 months, P=0.04. 

Safety: no increase in the typical angiogenesis-related toxicity such as bleeding or thrombosis. 

Conclusion 

Positive trial with challenging OS benefit in patients with adenocarcinoma. 

 

A similar study (8034) looked at the addition of Nintedanib to Pemetrexed in the same setting. The 

recruitment goal was 1300 patients, but the IDMC stopped the study for futility after inclusion of 713 

patients. Remarkably, the study met its primary endpoint of statistically superior PFS: HR 0.73, median 

PFS 4.4 versus 3.6 months, P=0.04. There was no significant difference in OS. 

 

We briefly comment on the following innovative abstracts: 
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- 8009: Promising findings with BRF113928 (Dabrafenib) in NSCLC with BRAF V600E 

mutation: response rate 54% with durable responses. 

- #8010: phase I expansion study with 2
nd

 generation ALK inhibitor LDK378: response rate 70% 

with a median duration of 7.4 months. Similarly active in crizotinib resistant patients (RR 73%). 

- #8008: phase I trial of MPDL3280A, an engineered PD-L1antibody in patients with heavily pre-

treated NSCLC, revealed a 24% response rate with durable responses in several patients. 

- 8018: de novo T790M mutations are rare, found in only 2% of EGFR-Mt tumours. They have a 

poor response rate to erlotinib (only 9%), resulting in a PFS of only 3 months. 

- 8021: study of the feasibility of EGFR mutation testing on free plasma DNA, in the samples of 

the FAST-ACT2 study. Pairwise comparison of tissue and plasma testing. Promising, positive and 

negative predictive values were 93% and 86%, respectively. 

 

 

OTHER TUMOURS (SCLC – MESOTHELIOMA) 

Can best be summarised with the title of one of the ASCO discussants in that area: “Still searching”. No 

new findings relevant for clinical practice or large scale trials. 

 

 

For your calendar: 

ECCO 2013: September 27-October 1, RAI, Amsterdam 

ASCO 2014: May 30-June 3, McCormick Place, Chicago. 


