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Study design

Key eligibility

o Treatment-naive

o ALK+ advanced
NSCLC

» ECOG PS 0-1

o Measurable disease

» Asymptomatic brain
metastases allowed

“Unless MTD eeded
1Discontinued in patients with
5tarting dose of alectinib
BID, twice daily; DLT, dos
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No DLTs observed with alectinib 600mg after
Stage 1* 28 days; therefore, all patients received the
Safet.y evaluation [n=7' same dose and dosing schedule (n=21)
{en-treatment and post-progression biopsies optional)

Alectinib: 600mg BID PO*

Atezolizumab: 1200mg q3w [V (Cycle
1, Day 8 of 28; Cycle >2, Day 1 of 21)

Alectinib 7-day run-in

=
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® Atezolizumab

limiting toxicity; ECOG PS, Eastern Cooperative Oncology Group performance status;
1V, intravenous; MTD, maximum tolerated dose; PO, by mouth; q3w, every three weeks

NCT02013219
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Baseline characteristics

n (%)
Age, years
Sex, n (%)

Race, n (%)

Smoking status, n (%)

Histology type, n (%)

ECOG PS, n (%)

CNS metastasis, n (%)

Median (range)
Female

Male

Asian

White
Current

Prior

Never
Squamous
Non-squamous
0

1

Present
Y

All patients (n=21)
53.0 (36-75)
9 (42.9)
12 (57.1)
9(42.9)
12 (57.1)
2(9.5)
6(28.5)
13(61.9)
2(9.9)
19(90.5)
8 (38.1)

13 16
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Pie-charts to be redrawn

Baseline biomarkers

* PD-L1 expression was observed in 8/15 patients

with evaluable tumors at baseline
IC Status* TC Status*

- 6 patients had PD-L1 expression on tumor
cells only

- 2 patients had PD-L1 expression on both
immune cells and tumor cells
* CD8 T-cell count were evaluablein 17/20
patients at baseline

- (D8 levels ranged from 0.2-15% of central
tumor area, with a median of 0.8%

*PD-L1-positive cells defined as: ICO or TCO (<1%), IC1 or TC1 (21% but <5%); TC2 (5% but <50%)
TOne patient had a pre-treatment sample taken >2 years before C1D1; all others had pre-treatment samples taken within one month of C1D1

BEP, biomarker evaluable population; IC, tumor-infiltratingimmune cell; TC, tumor cell
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Note: Number of alectinib withdrawals to be
confirmed, details of alectinib modifications to
be added, and DLT definition to be added at next

Safety overview draft
n (%) All patients (n=21)

Most frequent treatment-emergent AEs (any grade)

n (%) (in 220% of patients) All patients (n=21)
Constipation 11 (52.4)

Any AE 21 (100
Grade 3* @
Serious AEs 7(33.

Any treatment-related AE 19 (90.5)
Treatment-related grade 3 AEs

AE leading to atezolizumab withdrawal®

AE leading to alectinib withdrawal VN (VAY

AE leading to alectinib dose modification/interruption* 15 (71.4)

No dose-limiting toxicities occurred$

Fatigue
Rash
Pyrexia
Dizziness
Headache
Cough
Myalgia

Aspartate aminotransferase increased

Alanine aminotransferase increased

10 (47.6)
10 (47.6)
9(42.9)
7(33.3)
7(33.3)
6 (28.6)
6(285)
6(28.6)
5(238)

Diarrhea 5(23.8)
Dyspnea 5(23.8)

Investigator-assessed, safety evaluable population (patients received =1 dose of any study drug; data cut-off 1 February 2018, median follow-up: 16.9 months)

*No grade 4-5 AE events; TLiver function test increased, neutrophil count decreased, nausea, pneumonitis, rash (AEs did not fall under DLT criteria); 5 SDLTs
were defined as
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Most frequent treatment-emergent AEs (grade 3)
Alectinib-related AE All patients Atezolizumab-related AE All patients
n (% n=21 n (% n=21
Alanine aminotransferase Rash 3 (14.3)

_ 2 (9.5)
Increase Alanine aminotransferase

Blood bilirubin increased 1(4.8) increase il
Liver function test increased 1(4.8) Dyspnea 2 (9.5)
Rash 1(4.8) Liver function test increased 1(4.8)
Rash maculo-papular 1(4.8) Meningitis aseptic 1(4.8)
Hypophosphatemia 1(4.8) Neutropenia 1(4.8)

Neutropenia 1(4.8) Pneumonitis 1(4.8)

Hyperbilirubinemia 1(4.8) Rash maculo-papular 1(4.8)
Dyspnea 1(4.8)
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ORR PFS

Graph to be redrawn

All patients
ORR =21
Patients with events, n (%) W il‘il

Median PFS, months

Responders, n (%)
CR, n (%) :
PR, n (%) 16 (76.2)

SD, n (%) 2(9.5)
PD, n (%) 0(0.0)
Missing/unevaluable, n (%) 1(4.8) .

Median DoR, months* 20.3 bt e : =

DCR (CR + PR + 5D >24 weeks), 19 (90.5) ' ’

Progression-ree Sural (%)

Investigator-assessed; data cut-off 1 February 2018 (median follow-up: 16.9 months)
*For alectinib monotherapy, the ALEX study reported a DoR of ‘not evaluable’ at the primary cut-off with a fallow-up of 18.6 months Investigator-assessed; data cut-off 1 February 2018 (median follow-up: 16.9 manths)
CR, complete response; ORR, ob /& response rate; PR, partial response; PD, progressive SO, stable disease NE, not evaluable
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Avelumab (anti—PD-L1) in combination with crizotinib or
lorlatinib in patients with previously treated advanced NSCLC:

phase 1b results from JAVELIN Lung 101
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Key eligibility criteria Initial dose level

Group A .
- ALK-negative NSCLC Group A Vet vt folsreiee
*  No known ROS1 gene rearrangement, c-MET gene Avelumab 10 mg/kg (1h dose (MTD) and
amplification, or c-MET exon 14 skipping V) Q2W recommended
* 21 prior regimen of systemic therapy + crizotinib phase 2 dose
*  No prior antibody/drug targeting a T-cell 250 mg PO BID

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

Group B
* _AlLK-positive NSCLC P Group B
*  Any number of prior regimens, including zero AveIumT\t/) 10 mg/kg (1h Safety and tolerability
*  No prior antibody/drug targeting a T-cell ) Q2w
coregulatory protein (eg, anti-PD-1/PD-L1) + lorlatinib
100 mg PO QD

* Asymptomatic untreated brain metastases allowed Antitumor activity

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

Alice T. Shaw, MD, PhD C P
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Avelumab +

Crizotinib

Avelumab +
Lorlatinib ALK+

Avelumab +
Crizotinib

Avelumab +

Lorlatinib ALK+

ALK- (n=12)

(n=28)

ALK- (n=12)

(n=28)

Median age (range), 59.5 54.0 Prior regimens for metastatic/
years (43.0-76.0) (30.0-77.0) advanced disease*

0 2 (16.7) 1(3.6)
Sex, n (%)

’ 2 (16.7 7 (25.0
Male 6 (50.0) 12 (42.9) ; " 533_3; ‘ E 17'9;
Female 6 (50.0) 16 (57.1) 3 4(33.3) 4(14.3)

ECOG PS, n (%) 24 0 10 (35.7)
0 3(25.0) 10 (35.7) Not reported 0 1(3.6)
1 9 (75.0) 15 (53.6)

Prior ALK TKls* a
0 3 (10.7
2 ( ) 0 12 (100) 0

Measurable brain 1 0 7 (25.0)

metastases at baseline, >2 0 20 (71.4)

n (%) Not reported 0 1(3.6)
Yes 0 4 (14.3) Median (range) . L2 (1-3)
No 12 (100.0) 24 (85.7)
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Avelumab Avelumab

+ Crizotinib + Lorlatinib

ALK- (n=12) ALK+ (n=25)"
Any DLT, n (%) 0
ALT increased 2 (16.7) 0
AST increased 2 (16.7) 0
Febrile neutropenia 1(8.3) 0
Hepatitis 1(8.3) 0
QT prolongation 1(8.3) 0
Rash 1(8.3) 0
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Adverse events (any causality) ﬁlfi"ﬁ:mp'“ﬁ-rgs
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1-5 JUNIO 2018, CHICAGO

Avelumab + Crizotinib Avelumab + Lorlatinib
ALK- (n=12) ALK+ (n=28)

Any AE, n (%) 12 (100) 7 (58.3) Any AE, n (%) 27 (96.4) 15 (53.6)
Nausea 7 (58.3) 0 Blood cholesterol increased 16 (57.1) 2(7.1)
Vomiting 6 (50.0) 0 Hypertriglyceridemia 16 (57.1) 4 (14.3)
Decreased appetite 5(41.7) 0 Edema peripheral 8 (28.6) 0
ALT increased 4 (33.3) 2 (16.7) Arthralgia 7 (25.0) 0
Rash 4 (33.3) 1(8.3) Anemia 6 (21.4) 2(7.1)
Anemia 3(25.0) 1(8.3) Hypothyroidism 6(21.4) 0
AST increased 3(25.0) 1(8.3) Infusion-related reaction 6 (21.4) 0
Chills 3(25.0) 0 Peripheral neuropathy 6(21.4) 0
Diarrhea 3(25.0) 0 Pyrexia 6(21.4) 1(3.6)
Myalgia 3(25.0) 0 GGT increased 3 (10.7) 3(10.7)
Pyrexia 3(25.0) 0

Tables show individual adverse events (AEs) that occurred at any grade in 220% or at grade >3 in 210%
GGT, y-glutamyltransferase
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Avelumab + crizotinib (ALK-):

tumor responses

Avelumab + lorlatinib (ALK+):

tumor responses

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

Objective response rate, %
(95% Cl)

Median time to response, months
(range)

Median duration of response, months
(95% Cl)

Disease control rate, %
(95% Cl)

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

0

16.7
(2.1-48.4)

1.4
(1.4-1.4)

4.1
(3.7-4.6)

58.3
(27.7-84.8)

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

Objective response rate, %
(95% Cl)

Median time to response, months
(range)

Median duration of response, months
(95% Cl)

Disease control rate, %
(95% Cl)

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

(3.7;NE)

67.9
(47.6-84.1)
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Combination therapy with ALK TKI and ICl 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+I0 may be a path moving forward
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