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Most frequent treatment-emergent AEs (grade 3) 
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Study design: JAVELIN Lung 101
Phase 1b/2, open-label, multicenter, dose-finding trial

Key eligibility criteria

Group A
• ALK-negative NSCLC
• No known ROS1 gene rearrangement, c-MET gene 

amplification, or c-MET exon 14 skipping
• ≥1 prior regimen of systemic therapy
• No prior antibody/drug targeting a T-cell 

coregulatory protein (eg, anti-PD-1/PD-L1)

Group B
• ALK-positive NSCLC
• Any number of prior regimens, including zero
• No prior antibody/drug targeting a T-cell 

coregulatory protein (eg, anti-PD-1/PD-L1)
• Asymptomatic untreated brain metastases allowed

Initial dose level

Group A
Avelumab 10 mg/kg (1h 

IV) Q2W 
+ crizotinib 

250 mg PO BID

Group B
Avelumab 10 mg/kg (1h 

IV) Q2W 
+ lorlatinib 

100 mg PO QD

Key assessments

Maximum tolerated 
dose (MTD) and 
recommended 
phase 2 dose

Dose-limiting toxicities

Safety and tolerability

Antitumor activity

Data cutoff, October 27, 2017.
BID, twice a day; IV, intravenous; PO, by mouth; Q2W, every 2 weeks 
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Patient characteristics

* Excludes neoadjuvant

Avelumab + 
Crizotinib

ALK− (n=12)

Median age (range), 
years

59.5 
(43.0-76.0)

Sex, n (%)
Male
Female

6 (50.0)
6 (50.0)

ECOG PS, n (%)
0
1
2

3 (25.0)
9 (75.0)

0

Measurable brain 
metastases at baseline, 
n (%)

Yes
No

0
12 (100.0)

Avelumab + 
Crizotinib

ALK− (n=12)

Prior regimens for metastatic/ 
advanced disease*

0
1
2
3
≥4
Not reported

2 (16.7)
2 (16.7)
4 (33.3)
4 (33.3)

0
0

Prior ALK TKIs*
0
1
≥2
Not reported

Median (range)

12 (100)
0
0
0
-

* Excludes neoadjuvant

Avelumab +  
Lorlatinib ALK+ 

(n=28)

54.0 
(30.0-77.0)

12 (42.9)
16 (57.1)

10 (35.7)
15 (53.6)
3 (10.7)

4 (14.3)
24 (85.7)

Avelumab + 
Lorlatinib ALK+ 

(n=28)

1 (3.6)
7 (25.0)
5 (17.9)
4 (14.3)

10 (35.7)
1 (3.6)

0
7 (25.0)

20 (71.4)
1 (3.6)
2 (1-3)
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Dose-limiting toxicities (DLTs)

Avelumab
+ Crizotinib 
ALK− (n=12)

Any DLT, n (%) 5 (41.7)*

ALT increased 2 (16.7)

AST increased 2 (16.7)

Febrile neutropenia 1 (8.3)

Hepatitis 1 (8.3)

QT prolongation 1 (8.3)

Rash 1 (8.3)
ALT, alanine aminotransferase; AST, aspartate aminotransferase
*3 patients had ≥1 DLT; †3 patients were not evaluable for DLTs

• The DLT period was defined as the first 2 cycles of treatment (28 days)
• In both groups, all patients were treated at the initial dose level

Avelumab
+ Lorlatinib 

ALK+ (n=25)†

0

0

0

0

0

0

0
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Adverse events (any causality)

Avelumab + Crizotinib
ALK− (n=12)

Any grade Grade ≥3

Any AE, n (%) 12 (100) 7 (58.3)

Nausea 7 (58.3) 0

Vomiting 6 (50.0) 0

Decreased appetite 5 (41.7) 0

ALT increased 4 (33.3) 2 (16.7)

Rash 4 (33.3) 1 (8.3)

Anemia 3 (25.0) 1 (8.3)

AST increased 3 (25.0) 1 (8.3)

Chills 3 (25.0) 0

Diarrhea 3 (25.0) 0

Myalgia 3 (25.0) 0

Pyrexia 3 (25.0) 0

Alice T. Shaw, MD, PhD

Avelumab + Lorlatinib 
ALK+ (n=28)

Any grade Grade ≥3

Any AE, n (%) 27 (96.4) 15 (53.6)

Blood cholesterol increased 16 (57.1) 2 (7.1)

Hypertriglyceridemia 16 (57.1) 4 (14.3)

Edema peripheral 8 (28.6) 0

Arthralgia 7 (25.0) 0

Anemia 6 (21.4) 2 (7.1)

Hypothyroidism 6 (21.4) 0

Infusion-related reaction 6 (21.4) 0

Peripheral neuropathy 6 (21.4) 0

Pyrexia 6 (21.4) 1 (3.6)

GGT increased 3 (10.7) 3 (10.7)

Tables show individual adverse events (AEs) that occurred at any grade in ≥20% or at grade ≥3 in ≥10% 
GGT, γ-glutamyltransferase



Avelumab + crizotinib (ALK−): 
tumor responses

n=12

Confirmed best overall response, n (%)
Complete response
Partial response
Stable disease
Progressive disease
Not evaluable

0
2 (16.7)
5 (41.7)
5 (41.7)

0

Objective response rate, % 
(95% CI)

16.7 
(2.1–48.4)

Median time to response, months
(range)

1.4 
(1.4-1.4) 

Median duration of response, months
(95% CI)

4.1 
(3.7–4.6)

Disease control rate, % 
(95% CI)

58.3 
(27.7–84.8)

Avelumab + lorlatinib (ALK+): 
tumor responses

Alice T. Shaw, MD, PhD

Change in target lesions from baseline 

• 6/11 evaluable patients (54.5%) had a reduction in tumor size
• 3/11 (27.3%) had tumor shrinkage ≥30%

n=28

Confirmed best overall response, n (%)
Complete response
Partial response
Stable disease
Progressive disease
Not evaluable

1 (3.6)
12 (42.9)
6 (21.4)
7 (25.0)
2 (7.1)

Objective response rate, %
(95% CI)

46.4 
(27.5–66.1)

Median time to response, months 
(range)

1.9
(1.4-3.7) 

Median duration of response, months
(95% CI)

7.4 
(3.7–NE)

Disease control rate, %
(95% CI)

67.9 
(47.6–84.1)



Some notes to conclude

• Combination therapy with ALK TKI and ICI is not the optimal therapeutic
option
NO CLEAR SIGNAL OF BETTER EFFICACY, difficult to improve actual results

• Toxicities of the combination: needs to be considered, particularly with
crizotinib

• Combination CT+IO may be a path moving forward
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