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A not so new target… but the best example of 
agnostic target: NTRK

Cocco E et al. Nat Reviews 2018 
Ricciuti et al. Med Oncol 2017



Activity of Larotrectinib in TRK Fusion Lung Cancer

Farago A, et al. MA09.07 
Data cut off February 19 2019
TRK fusion status determined by local CLIA (or similar accredited laboratories)  
BID, twice daily; NTRK, neurotrophic tyrosine receptor kinase; TRK, tropomyosin receptor kinase.
Presented by: Dr Anna F. Farago, Massachusetts General Hospital Cancer Center, Boston, USA  

12 patients with TRK 
fusion lung cancer

N=11

N=1

Adult phase I trial 

(NCT02122913) 

• Age ≥18 years

• Advanced solid tumours

Adult/adolescent phase II 

‘basket’ trial 

(NAVIGATE; NCT02576431) 

• Age ≥12 years

• Advanced solid tumours

• TRK fusion cancer

Patient characteristics

Median age, range 49.0 (25–76) years

Sex, n (%)

Male

Female

6 (50)

6 (50)

NTRK fusion, n (%)

NTRK1

NTRK2

NTRK3

9 (75)

0 (0)

3 (25)

Brain metastases at 

baseline, n (%)

Yes

No

6 (50)

6 (50)

Dosing

• Larotrectinib, 100 mg BID 

continuously 

• 28-day cycles

• Primary endpoint

• Best objective response rate 

(RECIST 1.1)

• Secondary endpoints

• Duration of response

• Progression-free survival

• Overall survival

• Safety

Endpoints



ORR 75%
mDOT 9.2 m

Farago A, et al. MA09.07 



Alectinib in previously treated RET-rearranged 
advanced NSCLC: a Phase I/II trial ALL-RET. 

Yanagitani N, et al. OA02.01



ORR 4%
mPFS 3.4m
mOS 19m

Yanagitani N, et al. OA02.01



Phase I study of safety, tolerability, PK and Efficacy of AMG 
510, a novel KRAS G12 inhibitor evaluated in NSCLC

Govindan R, et al. OA02.02



ORR 48%
mDOT 10-15.1weeks

Govindan R, et al. OA02.02



First-in-human phase 1/2 trial of  anti-AXL antibody-drug 
conjugate (ADC) Enapotamab Vedotin (EnaV) in 
advanced NSCLC

Ramalingam S, et al OA 02.05



Ramalingam S, et al OA 02.05



35 radiologically evaluable

3 progressed without 
radiological assessment

8 with no response 
assessment

AXL status
n = 33 

(28 with at least 1 response assessment

PD-L1 status
n = 38 

(29 with at least 1 response assessment)

AXL 
Negative

AXL 
Positive 58% 42%

Strong Positive
(TPS ≥50%)

Positive
(TPS 1-49%)

Negative
(TPS≤1%)

8%

53%39%Ongoing
n = 16

Screened
n = 74

•15 PD
•7 AE
•3 death
•3 investigator's 
decision

•2 withdrawal of 
consent/ lost to 
follow-up

Discontinued
n = 30

Received at least 1 dose of 
combination: 

n = 46

Endpoints 
• Primary – ORR 

• Secondary – DCR, DoR, TtP 12mth OS, Response by biomarker expression

Biomarker analysis
• PD-L1 and AXL expression by IHC
• Soluble protein biomarkers by liquid biopsy
• Tumor immune cell characterization

Assessments – efficacy & safety
• Response was assessed every 9 weeks per RECIST v1.1
• Adverse events were assessed by CTCAE v4.03
• Evaluable: ≥1 dose of study treatment as of data cutoff

Phase II trial of Bemcentinib with pembrolizumab

Felip et a MA 03.06 



n PR SD PD
ORR 

(%)

CBR 

(%)

Overall** 35 10 12 13 29% 63%

AXL 28

Positive* 15 6 4 5 40% 67%

Negative 13 2 5 6 15% 54%

PD-L1 29

PD-L1 strong positive (TPS >50%) 2 1 0 1 50% 50%

PD-L1 weak positive (TPS 1-49%) 12 3 4 5 25% 58%

PD-L1 negative (TPS <1%) 15 4 5 6 27% 60%

ORR 29%
AXL+ pts, ORR 40% mPFS 5.9m
AXL- pts, ORR 15% mPFS 3.3m
27% ORR in PDL1 negative pts

Median OS 12.2 months

Bemcentinib with pembrolizumab

Felip et a MA 03.06 


