
CARE™ Lung Cancer AACR 2020 Update

Target: EGFR Exon 20 Insertion

Poziotinb activity and durability of responses in previously treated EGFR exon 20 NSCLC patients - a Phase 2 study.  
Xiuning Le et al.

Background: Insertions in EGFR Exon 20 insertion are not infrequent and make up approximately 5% of the mutations in EGFR 
we find. They are difficult to treat as all approved EGFR TKI’s have limited activity due to the small shape of the binding site. 
Poziotinib’s molecular structure and size allows it to fit into the binding pocket. In a previous single center trial at MD Anderson, 
44 patients were treated with poziotinib 16 mg daily. A confirmed and durable response rate of 44% was seen with PFS of 5.5 
months.

Zenith-20-1: Zenith-20 is the expanded Phase 2 trial of poziotinib in multiple centers. 115 previously treated patients with EGFR 
exon 20 insertions were administered poziotinib 16 mg orally daily. The response rate was 14.8%. Stable disease was noted in 
53.9%. 

Why the difference?: The authors were asked this question. Their answer was that perhaps MD Anderson had more experience 
with toxicity, and a multidisciplinary approach lead to less dose reductions or delays. Regardless, poziotinib at 16 mg daily is difficult 
to maintain.

       CARE™ Faculty Perspective: Poziotinib has activity in inhibiting EGFR Exon 20 insertion but the drug has toxicity and the  
therapeutic window may be small. This trial will be amended to a split dose of 8 mg BID. We await the results in this difficult to 
treat disease.

The American Association for Cancer Research (AACR) recently hosted the first portion of their 2-part annual virtual meeting  
on April 27th - 28th.

This CARE™ Update from AACR focuses on trials in the following therapeutic targets presented during the Lung Cancer Targeted 
Therapy session:

• EGFR Exon 20 Insertion
 
Review and Canadian perspectives provided by Dr. Barb Melosky, BC Cancer, CARE™ Oncology Faculty. 

The full Lung Cancer Targeted Therapy session video and other oral and poster session videos are available on demand at:  
www.aacr.org/meeting/aacr-annual-meeting-2020

• MET Exon 14 • EGFR, PD-L1 and VEGF

Target: MET Exon 14

Capmatinib in MET ex14-mutated advanced NSCLC: Results from the phase ll GEOMETRY mono-1 study, including efficacy in 
patients with brain metastases.  
Edward B Garon et al.

Background: Met exon 14 slice mutations have now been recognized as an important driver mutation. Of the many MET inhibitors, 
capmatinib is one the most potent. At ASCO 2019, the Geometry study was presented.

GEOMETRY mono-1: This trial explored capmatinib in both previously treated (n=69) and treatment naïve (n=28) patients with 
MET Exon 14 mutation. Response rates were 46.6% and 67.5% respectively. PFS was 5.2 months and 9.69 months, respectively.  
13 patients had brain metastases upon entry to the trial. 54% (7/13) of these patients responded in brain, with three of these being 
a complete response. Three of the seven CNS responders had previous brain radiation; usually a difficult group to see response. 
Intracranial control was seen in almost all patients with brain metastases (92%) as well.

Is this new data?: The answer is no. We learned all of this at ASCO 2019. The only new information was on patients who responded 
in brain (three had previous brain radiation).

       CARE™ Faculty Perspective: Capmatinib definitely is active in patients with CMET Exon 14 slice mutation. With response rates 
close to 70% in the first line setting and active in brain, we should advocate for this drug for our patients. Although not new data,  
it still is exciting to review.
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Target: EGFR, PD-L1 and VEGF

IMpower150 Final Analysis: Efficacy of Atezolizumab and Chemotherapy + Bevacizumab in First-Line Metastatic Non-Squamous 
Non-Small Cell Lung Cancer Across Key Subgroups.  
Mark Socinski et al.

Background: The IMpower150 trial final analysis showed the quadruplet ABCP to be superior to BCP in both the ITT wild type and 
ITT including patients with EGFR or ALK alterations. At AACR, the overall survival of the ABCP regimen in the EGFR+ subgroup was 
updated. In the 57 patients with EGFR sensitizing mutations previously treated with an EGFR TKI, the survival HR was 0.60 favoring 
ABCP over BCP (95% ci: 0.31 to 1.14). The absolute median overall survival in months for all the EGFR+ patients presented at AACR 
2020 was BCP 18.1 months, ACP 19.0 months and ABCP 29.4 months.

IMpower150: The IMpower150 trial final analysis showed the quadruplet ABCP to be superior to BCP in both the ITT wild type and 
ITT including patients with EGFR or ALK alterations. At AACR, the overall survival of the ABCP regimen in the EGFR+ subgroup 
was updated. In the 57 patients with EGFR sensitizing mutations previously treated with an EGFR TKI, the survival HR was 0.60 
favoring ABCP over BCP (95% ci: 0.31 to 1.14). The absolute median overall survival in months for all the EGFR+ patients presented 
at AACR 2020 was BCP 18.1 months, ACP 19.0 months and ABCP 29.4 months.

Is this new survival data better or worse?: Although the hazard ratio for overall survival in the EGFR subgroup treated with 
ABCP compared to BCP, the absolute median was reached and almost 30 months. This is after these patients were treated with 
the appropriate EGFR TKI.

       CARE™ Faculty Perspective: These data are compelling. In patients with an EGFR mutation, single checkpoint inhibitors do 
not work, although many of us try them at some point in the treatment schema. We now have a strong signal that the chemotherapy 
platinum doublet with VEGF inhibitor and atezolizumab may prolong survival. Many of our patients are asking to be treated in this 
fashion. A larger, randomized study testing this question is ongoing. Real world data should be also be collected.

The second Virtual Annual Meeting will take place on June 22-24th, 2020. Updates will be covered as part of the annual CARE™  
Perspectives ASCO Conference Report. Delivery is slated for late June and will include cover multi-tumour sites and review of the 
recent CARE™ needs assessment on impact of COVID-19 on patient management and clinical practice.

COVID-19

As of this mailing the COVID-19 needs assessment is still open for clinician participation. It can be accessed at:  

CAREeducation.ca/needs-assessments.
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