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Planchard D, et al. 
Lancet Oncol. 2016;17(7):984-93. 
http://www.sciencedirect.com/science/article/pii/S1470204516301462?via%3Dihub 
 
BRAF (V600E) mutation is observed in 1~2% of lung adenocarcinoma. This study was a phase 

2, open-label single arm study, of 57 stage IV BRAFV600E-mutant NSCLC patients who had 

tumor progression after at least one platinum-based chemotherapy, but no more than three 

lines of therapies. Patients received oral dabrafenib (150 mg bid) plus oral trametinib (2 mg qd). 

The primary endpoint was investigator-assessed overall response, which was 63.2%. Median 

progression-free survival per independent assessment was 8.6 months. Adverse events of any 

grade included pyrexia (46%), nausea( 40%), vomiting (35%), diarrhea (33%), asthenia (32%) 

and decreased appetite (30%). Squamous cell carcinoma (4%) is the severe adverse event 

should be notified. This study showed dabrafenib plus trametinib was effective targeted therapy 

for BRAF (V600E) NSCLC.   

Dabrafenib plus trametinib in patients with previously treated BRAF(V600E)-

mutant metastatic non-small cell lung cancer: an open-label, multicentre phase 
2 trial. 

Kim DW, et al. 
J Clin Oncol. 2017;35(22):2490-249 
http://ascopubs.org/doi/abs/10.1200/JCO.2016.71.5904?url_ver=Z39.88-
2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%3dpubmed 
 
ALK rearrangement is observed in about 5% of NSCLC patients. Crizotinib is the standard 

treatment of ALK positive patients. But patients eventually experience disease progression. Cri-

zotinib-refractory ALK (+) patients were randomly assigned to oral brigatinib 90 mg once daily 

(arm A; n=112) or 180 mg once daily with a 7-day lead-in at 90 mg (arm B; n=110). The primary 

end point was investigator-assessed confirmed objective response rate (ORR), which was 45% 

in arm A and 54% in arm B. Median progression-free survival per independent assessment was 

9.2 months and 12.9 months in arms A and B, respectively. Independent assessed intracranial 

ORR in patients with measurable brain metastases at baseline was 42% in arm A and 67% in 

arm B. Early onset pulmonary adverse events occurred in 6% pf patients. 180 mg (with 90 mg 

lead-in) brigatinib showed better efficacy in crizotinib-refractory ALK (+) NSCLC.  

Brigatinib in Patients With Crizotinib-Refractory Anaplastic Lymphoma Kinase-
Positive Non-Small-Cell Lung Cancer: A Randomized, Multicenter Phase II Trial. 

http://www.sciencedirect.com/science/article/pii/S1470204516301462?via%3Dihub
http://ascopubs.org/doi/abs/10.1200/JCO.2016.71.5904?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%3dpubmed
http://ascopubs.org/doi/abs/10.1200/JCO.2016.71.5904?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%3dpubmed
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Shaw AT, et al.. 
Lancet Oncol. 2017 Jul;18(7):874-88 
http://www.sciencedirect.com/science/article/pii/S147020451730339X?via%3Dihub 
 
 
This third or fourth-line, open-label, phase 3 trial, randomly allocated 231 ALK-rearranged stage 

IIIB or IV NSCLC patients who had failed one or two lines of chemotherapy (including a plati-

num doublet) and crizotinib; 115 to ceritinib and 116 to chemotherapy (pemetrexed or docet-

axel). The primary endpoint was blinded independent review committee-assessed progression-

free survival (PFS). The median PFS was 5.4 months for ceritinib and 1.6 months for chemo-

therapy. Blinded independent review committee-assessed response rate was 39.1% in ceritinib 

and 6.9% in chemotherapy group. Treatment-related serious adverse events were similar be-

tween ceritinib (11%) and chemotherapy (11%). The most frequent grade 3–4 adverse events of 

ceritinib were increased liver enzymes. This study showed ceritinib was more effective than 

chemotherapy for ALK(+) pateints after failure of crizotinib and platinum doublet chemotherapy. 

Ceritinib versus chemotherapy in patients with ALK-rearranged non-small-
cell lung cancer previously given chemotherapy and crizotinib (ASCEND-5): a 
randomised, controlled, open-label, phase 3 trial. 

Soria JC, et al. 
Lancet. 2017;389(10072):917-929. 
http://www.sciencedirect.com/science/article/pii/S014067361730123X?via%3Dihub 
 
This first-line, open-label, phase 3 study randomly allocated 376 stage IIIB/IV ALK-rearranged 

non-squamous NSCLC patients; 189 to oral ceritinib 750 mg/day and 187 to platinum-based 

chemotherapy [(cisplatin 75 mg/m² or carboplatin AUC 5–6 plus pemetrexed 500 mg/m²) every 

3 weeks for four cycles followed by maintenance pemetrexed]. The primary endpoint was blind-

ed independent review committee assessed progression-free survival (median was 16.6 

months in the ceritinib group and 8.1 months in the chemotherapy group (HR= 0.55). The over-

all response rate assessed by independent review committee was 72.5% for ceritinib and 

26.7% for chemotherapy group. The most common adverse events in ceritinib group were diar-

rhoea (85%), nausea (69%), vomiting (66%), and an increase in alanine aminotransferase 

(60%). Gastrointestinal toxicities were the most common reason for ceritinib dose reduction or 

interruption. This study showed ceritinib was more effective than chemotherapy for treatment-

naïve ALK (+) NSCLC. 

First-line ceritinib versus platinum-based chemotherapy in advanced ALK-

rearranged non-small-cell lung cancer (ASCEND-4): a randomised, open-label, 
phase 3 study. 

http://www.sciencedirect.com/science/article/pii/S147020451730339X?via%3Dihub
http://www.sciencedirect.com/science/article/pii/S014067361730123X?via%3Dihub
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Cho BC, et al.  
J Thorac Oncol.  2017;12(9):1357-1367 
http://www.jto.org/article/S1556-0864(17)30578-6/fulltext 
 
Ceritinib, 750 mg fasted, is approved for treatment of patients with ALK (+) NSCLC. Gastroin-

testinal toxicities were the most common reason for ceritinib dose reduction or interruption. This 

study found ceritinib, 450 mg with low-fat food, had similar maximum concentration of ceritinib 

in plasma and area under the plasma concentration–time curve, but a more favorable GI safety 

profile than ceritinib, 750 mg in fasted patients. 

ASCEND-8: A Randomized Phase 1 Study of Ceritinib 450 mg or 600 mg Taken 
With a Low-Fat Meal Versus 750 mg in Fasted State in Patients With Anaplastic 
Lymphoma Kinase (ALK)-Rearranged Metastatic Non-Small Cell Lung 

Cancer (NSCLC). 

Hida T, Nokihara H, Kondo M, Kim YH, Azuma K, Seto T, et al. 
Lancet. 2017;390(10089):29-39. 
http://www.sciencedirect.com/science/article/pii/S0140673617305652?via%3Dihub 
 
This first- or second-line, open-label, phase 3 trial randomly allocated 207 ALK inhibitor-naïve, 

ALK(+) Japanese NSCLC patients (chemotherapy-naive or one previous chemotherapy regi-

men); 103 to alectinib (300 mg bid) and 104 to crizotinib (150 mg bid). The primary endpoint 

was progression-free survival assessed by an independent review facility. Median progression-

free survival had not yet been reached with alectinib and was 10·2 months with crizotinib (HR 

0·34, p<0·0001). Crizotinib had higher frequency of grade 3 or 4 adverse events (52% vs 26%) 

and drug interruption rate (74% vs 29%) than alectinib. This study showed alectinib is more ef-

fective and less toxic than crizotinib in ALK TKI naïve Japanese ALK (+) NSCLC. 

Alectinib versus crizotinib in patients with ALK-positive non-small-cell lung 

cancer (J-ALEX): an open-label, randomised phase 3 trial. 
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Peters S, et al. 
N Engl J Med. 2017 Jun 6. doi: 10.1056/NEJMoa1704795. [Epub ahead of print] 
http://www.nejm.org/doi/full/10.1056/NEJMoa1704795 
 
This first-line, open-label, phase 3 trial, randomly allocated 303 patients with  untreated, ad-

vanced ALK (+) NSCLC; 152 to alectinib (600 mg bid) and 151 to crizotinib (250 mg bid). The 

primary end point was investigator-assessed progression-free survival. The median progression

-free survival with alectinib was not reached, as compared with 11.1 months with crizotinib. The 

time to CNS progression was significantly longer with alectinib than with crizotinib. Objective 

response rate was 82.9% in alectinib group and 75.5% in crizotinib group. Grade 3 to 5 adverse 

events were less frequent in alectinib (41%) than crizotinib (50%). This study showed that alec-

tinib had superior efficacy and lower toxicity than crizotinib as first-line treatment for ALK (+) 

NSCLC. 

Alectinib versus Crizotinib in Untreated ALK-Positive Non-Small-Cell Lung 
Cancer. 

Mok TS, et al. 
N Engl J Med. 2017;376(7):629-640. 
http://www.nejm.org/doi/full/10.1056/NEJMoa1612674 
 

Osimertinib, a third generation EGFR-TKI, is selective for both EGFR-TKI sensitizing and 

T790M resistance mutations. In this second-line, randomized, international, open-label, 

phase 3 trial, 419 patients with T790M (+) advanced NSCLC, who had disease progression 

after first-line EGFR-TKI therapy, were assigned to oral osimertinib (80 mg qd) (n=279) or 

chemotherapy (n=140) [pemetrexed (500 mg/m2) plus either carboplatin (AUC5) or cisplatin 

(75 mg/m2) every 3 weeks for up to six cycles then maintenance pemetrexed]. The primary 

end point was investigator-assessed progression-free survival (median 10.1 months for osi-

mertinib vs. 4.4 months for platinum plus pemetrexed; HR= 0.30). The objective response 

rate was significantly better with osimertinib (71%) than with platinum plus pemetrexed 

(31%). This study showed osimertinib is the drug of choice for T790M (+) NSCLC patients 

after failure of first-line EGFR-TKI therapy.  

Osimertinib or Platinum-Pemetrexed in EGFR T790M-Positive Lung Cancer. 

http://www.nejm.org/doi/full/10.1056/NEJMoa1704795
http://www.nejm.org/doi/full/10.1056/NEJMoa1612674
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Ramalingam SS, et al. 
J Clin Oncol. 2017. doi: 10.1200/JCO.2017.74.7576. [Epub ahead of print] 
http://ascopubs.org/doi/full/10.1200/JCO.2017.74.7576 

 

This study analyzed the efficacy of osimertinib as first-line treatment of EGFR-mutated ad-

vanced NSCLC. 60 treatment-naïve patients with locally advanced or metastatic EGFRm 

NSCLC received osimertinib 80mg qd (n=30) or 160 mg qd (n=30). The study end points 

were investigator-assessed objective response rate (ORR), progression-free survival (PFS), 

and safety evaluation. Overall ORR was 77%. Median PFS was 20.5 months. Patients had 

better tolerability of 80 mg dose.The authors identified various osimertinib resistant mecha-

nisms, including amplification of MET, EGFR and KRAS; mutations of MEK1, KRAS, 

PIK3CA, or JAK2; EGFR C797S mutation; and HER2 exon 20 insertion. Osimertinib has 

prolonged PFS in first-liine treatment for advanced EGFRm NSCLC. 

Osimertinib As First-Line Treatment of EGFR Mutation-Positive Advanced Non-
Small-Cell Lung Cancer. 
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