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The most significant recent
breakthroughs in ALK NSCLC

Diagnostic platforms are well established

Liquid cfDNA methods are available (upfront/PD)
Crizotinib, Alectinib, Brigatinib are approved for 15tline
2"d line therapies (Alectinib, Ceritinib, Brigatinib)

> 2"d line Lorlatinib is growing

BBB as main PD profile for crizotinib

Median OS ~ 8 years in sequential therapies



ALK+ NSCLC: sequence of crizotinib followed by
next generation inhibitor: MOS of 89.6 months

Progression-Free and Overall Survival of Patients
With ALK Rearrangement—Positive Non—Small
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Median OS = 89.6 months

Duruisseaux M, et al. Oncotarget 2017; Gainor JF, et al. Clin Cancer Res 2015; Watanabe S, et al. Clin Lung Cancer 2016

Median combined PFS: 17.4 months Median combined PFS: 18.2 months

Median OS: 49.4 months Median OS: 51.1 months




Printed by Mir Peled on 8/17/2020 §:28:58 AM. For personal use only. Mot approved for distribution. Copyright & 2020 Mational Comprehensive Cancer Mebaork, Inc., Al Rights Reserved.

National NCCN Guidelines Version 6.2020

NCCN Guidelines Index

Comprehensive }
NCCN ootk Non Sma!l Cell Lung Cancer Table ‘]E,iié*;‘;‘:{‘gﬁ
Network® NCCN Evidence Blocks™ T

ALK REARRANGEMENT POSITIVE!

FIRST-LINE THERAPY®?°

Preferred
AlectinibPP (category 1)

Other Recommended [ , p ; . See Subsequent
ALK rearrangement P Ty B pp— rogression * Ther apy (NSCL-23
discovered prior to Er”ga“"'h (category 1) SCL-23)

first-line systemic

CeritinibPP (category 1)

therapy
Useful in Certain
Circumstances
ALK . T . See Subsequent
rearrangement See Evidence Blocks CrizotinibPP (category 1) > Progression * Therapy (NSCL-24
Complete planned
systemic therapy,
including maintenance
ALK rearrangement Inc .

- h therapy, or interrupt, - .. See Subsequent
ciscavered during followed by alectinib > Progression > Therapy (NSCL-23)
thera y (preferred) or brigatinib

Py or ceritinib
or . See Subseqguen
crizotinib » Progression —————

Thergp‘lf (NSCL-24)




Treatment sequence for ALK+ NSCLC patients — cumulative PFS

Crizotinib 10.9 Ceritinib 5 4 Y Lorlatinib g g«
(PROFILE 1014 or ALEX8) (ASCEND-5)2 (phase 1/2)7

Crizotinib 10.9 Alectinib : Lorlatinib 6.9*
(PROFILE 1014 or ALEX8) = (ALUR?) (phase 1/2)""

Crizotinib 10.9 Brigatinib Lorlatinib 5.9+
(PROFILE 1014! or ALEX8) ~ ' (ALTA-2)* ' (phase 1/2)"

Later line
therapies®

Radiotherapy

Ceritinib Lorlatinib h
(ASCEND-4)3 1Ede (phase 1/2)7 03

IMpower150

Brigatinib Lorlatinib 20t
(ALTA-1)8

Alectinib Lorlatinib
(ALEX)® ' (phase 1/2)7

Alectinib Brigatinib Lorlatinib
4, 410 5t
(ALEX)® 34.8 (Phase II)106 . (phase 1/2)7 o

Median PFS (months)# .
*Data are from the EXP4 and EXP5 groups (two or three prior ALK TKIs + chemotherapy) ( ) ; Zo'orﬂon' t'et IalAN Egg J |h/|2%(1182914i4253ha\q" Tt:g'ég"ggtlg”m' 2017
tLorlatinib PFS data following ceritinib or alectinib in any line - yovello, etal Ann Dnco ; & mber, etal

. . X . . . . . . 5. Soria, et al. Lancet Oncol 2017; 6. Camidge, et al. J Thorac Oncol 2019
*For illustration purposes only; note that cross-trial comparisons should be interpreted with caution due to the differences in 7. Besse, et al. ASCO 2018; 8. Camidge, et al. ESMO ASIA 2019
study design, size, patient population and data maturity

Not all regimens are approved

9. Ferrara, et al. J Thorac Oncol 2018 10. Stinchcombe et al
ASCO 2019 -The efficacy of brigatinib after NG ALK TKI)



GLASS: Global Lorlatinib for ALK(+) and ROS1(+)
retrospective Study: real world data of 123 NSCLC patients

Lung Cancer 148 (2020) 48-54
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GLASS: Global Lorlatinib for ALK( + ) and ROS1(+ ) retrospective Study: real
world data of 123 NSCLC patients
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Study Design

An international, multicenter, retrospective study, which aimed to
describe the efficacy and safety of lorlatinib in previously treated
ALK/ROS1(+) NSCLC.

All patients were treated through an early access program, when no other
targeted therapy was available.

The countries that participated in this study were Turkey, Switzerland,
Russia, Israel, Germany, France and the USA.

Between March 2015 to January 2019 (date of data cutoff).



Characteristic

ALK (+) patients

N= 106

ROS1 (+) patients
N=17

Age (Median, SD)

Sex (M:F)

Smoking (Current/Past/Never)
Adenocarcinoma

Stage IlI-1V at Diagnosis

ECOG 1-2

Brain Mets at Diagnosis

53.0+12.7
53:53
5/23/77
103 (97%)
102 (96%)
65 (61%)

72 (68%)

49.0 + 10.7
9:18
1/5/11
16 (94%)
16 (94%)
11 (65%)

11 (65%)




ALK (+) patients ROS1 (+) patients

Characteristic

N= 106 N=17
Brain metastasis at diagnosis
Brain Mets at Diagnosis 72 (68%) 11 (65%)
Absent 34 (32%) 6 (35%)

Method of diagnosist

FISH 81 (76%) 12 (71%)
IHC 33 (31%)) 2 (12%)
NGS 8 (8%) 2 (12%)

PCR 14 (13%) 2 (12%)




Lorlatinib Lorlatinib Lorlatinib Lorlatinib Lorlatinib Lorlatini  Lorlatinib
as as as as as b as as
2" Line 3rd Line 4t Line 5th Line 6th Line 7th Line 8th Line

Last Therapy Summary

before Lorlatinib of cases

ALK(+) Patients

Crizotinib 40 (38%) 12 (75%) 22(55%) 4(13%) 2 (18%)
Alectinib 15 (14%) 1 (6%) 2 (5%) 8 (24%) 1(9%) 1 (50%) 2 (67%)
1
1 ini 0, 0, 0, 0, 0,
Brigatinib 13 (12%) 1(2%) 6(18%) 4 (36%) (100%) 1(33%)
Ceritinib 25(24%) 3(19%) 9(22%) 10(30%) 2(18%) 1 (50%)
Chemotherapy 13 (12%) 6(16%) 5(15%) 2 (18%)
106 16 40 33 1 . 1 .
Total ALK(+) cases 100%) 100% 100% 100% 100% 2 (100%) 100%) 3 (100%)

N (% from summary of line of treatment)



Last therapy before Lorlatinib treatment — ROS1+

Lorlatinib Lorlatinib Lorlatinib Lorlatinib Lorlatinib Lorlatini  Lorlatinib

before Lorlatinib p as as as as as b as as
o€ EOofiating OF €ases 2"d Line 3"d Line 4th Line 5th Line 6" Line 7th Line 8t Line

Last Therapy Summary

ROS1(+) Patients

1
H H% Y 0, 0, 0, 0,
Crizotinib 12 (71%) 5(83%) 5 (83%) (100%) 1 (100%)
Ceritinib 2 (12%) 1(17%) 1(17%)
Chemotherapy 3 (18%) 3 (100%)
Total ROS1(+) 17 o o . 1 o
cases 100%) 6 (100%) 6(100%) 3(100%) (100%) 1(100%)

N (% from summary of line of treatment)



Systemic

Best response to
Lorlatinib treatment

Summary
of cases

2nd Line

5th Line

6th Line

ORR
DCR
CR
PR
SD
PD

Available data

Indeterminate/
Missing Data

Total ALK(+) cases

52 (60%)
79 (91%)
9 (10%)
43 (50%)
27 (31%)
8 (9%)
87
(100%)
19

106

7 (64%)
11 (100%)
2 (18%)
5 (46%)
4 (36%)
0 (0%)

11 (100%)

16

3rd Line 4th Line
21 (63%) 15 (54%)
28 (88%) 24 (86%)
4 (13%) 1 (4%)
17 (53%) 14 (50%)
7 (22%) 9 (32%)
4 (12%) 4 (14%)
32 (100%) 28 (100%)
8 5
40 33

7 (70%)
10 (100%)
2 (20%)
5 (50%)
3 (30%)

10 (100%)

11

0 (0%)
2 (100%)

2 (100%)

2 (100%)

7th Line 8th Line

0 (0%) 2 (67%)

1 (100%) 3 (100%)

2 (67%)

1 (100%) 1 (33%)

1 (100%) 3 (100%)
1 3

All percentage calculation are from the total of patients with available evaluable data
N (% from summary of line of treatment)



Extracranial best response to Lorlatinib treatment — ROS1+

Systemic

Best response to Summary 2nd Line 3rd Line 4th Line 5th Line 6th Line 7th Line 8th Line
Lorlatinib treatment of cases
ORR 8 (62% 1 (25%) 4 (100%) 1(33%) 1(100%) 1 (100%)
DCR 12 (92%) 4 (100%) 4 (100%) 2 (67%) 1 (100%) 1 (100%)
CR 0 (0%)
PR 8 (61%) 1 (25%) 4 (100%) 1(33%) 1 (100%) 1 (100%)
SD 4 (31%) 3 (75%) 1(33%)
PD 1 (8%) 1(33%)
Available data @ 4 (100%) 4 (100%) 3 (100%) 1 (100%) 1 (100%)
e a2
Total ROS1(+) cases 17 6 6 3 1 1

All percentage calculation are from the total of patients with available evaluable data
N (% from summary of line of treatment)



Intracranial
Best response to
Lorlatinib treatment

ORR
DCR
Best Overall Response
CR
PR
SD
PD
Available data

Indeterminate/
Missing Data

Total ALK(+) cases

Summary

of cases

40 (62%)
57 (88%)

10 (16%)
30 (46%)
17 (26%)
8 (12%)

65 (100%)

41

106

2nd Line

5 (50%)

10 (100%)

2 (25%)
2 (25%)
4 (50%)

8 (100%)

8

16

3rd Line

12 (71%)

14 (83%)

2 (12%)
10 (59%)
2 (12%)
3 (17%)

17 (100%)

23

40

4th Line

13 (52%)
20 (80%)

5 (20%)
8 (32%)
7 (28%)
5 (20%)

25 (100%)

8

33

5th Line

7 (78%)
9 (100%)

1(11%)
6 (67%)
2 (22%)

9 (100%)

2

11

6th Line

1 (50%)
2 (100%)

1 (50%)
1 (50%)

2 (100%)

7th Line

1 (100%)
1 (100%)

1 (100%)

1 (100%)

8th Line

2 (67%)
3 (100%)

2 (67%)
1 (33%)

3 (100%)

All percentage calculation are from the total of patients with available evaluable data

N (% from summary of line of treatment)



Intracranial best response to Lorlatinib treatment — ROS1+

Intracranial

Best response to Summary 2nd Line 3rd Line 4th Line 5th Line 6th Line 7th Line 8th Line
. . of cases
Lorlatinib treatment
ORR 6 (67% 2 (67%) 2 (100%) 1 (33%) 1 (100%)
DCR 7 (78%) 3 (100%) 2 (100%) 1(33%) 1 (100%)

Best Overall Response

CR 1(11%) 1 (50%)
PR 5 (56%) 2 (67%) 1 (50%) 1 (33%) 1 (100%)
SD 1(11%) 1(33%)
PD 2 (22%) 2 (67%)
Available data 9 (100%) 3 (100%) 2 (100%) 3 (100%) 1 (100%)
! : : 4 1
Total ROS1(+) cases 17 6 6 3 2

All percentage calculation are from the total of patients with available evaluable data
N (% from summary of line of treatment)



Probability

Time (months)

1.00 - ALK+
ROS1+

0.75 -

0.50 -

0.25 -

0.00 -
o) 5 10 15 20 25 30 35 40

Time (months)
Number at Risk

— 106 88 71 42 14 4 2 2 o

— 17 15 11 6 3 1 0 0 o
o) 5 10 15 20 25 30 35 40



Probability

ALK+

1.00 ROS1+
0.75
0.50 A '
0.25 4
0.00
o) 12 24 36 48 60 72 84 96 108 120 132 144
Time (months)
Number at Risk
— 106 104 88 66 a4 27 14 10 8 5 3 1 o
— 17 17 14 10 6 3 3 2 1 1 1 o} o
0 12 24 36 48 60 72 84 96 108 120 132 144

Time (months)



Hyperlipidemia

Hypercholesterolemia

Hypertriglyceridemia
Peripheral edema
Weight increased

Fatigue

Peripheral neuropathy
Cognitive effects
Mood effects

Diarrhea

Arthralgia

Increased AST

13 (11%)
12 (10%)
25 (20%)
27 (22%)
23 (19%)
23 (19%)
9 (7%)
16 (13%)
16 (13%)
6 (5%)
6 (5%)
8 (6%)

35 (28%)
34 (28%)
24 (20%)
29 (24%)
5 (4%)
6 (5%)
4 (3%)
6 (5%)
3 (2%)
1(1%)
3 (2%)
2 (2%)

8 (6%)
7 (6%)
2 (2%)
2 (2%)
2 (2%)
1 (1%)
2 (2%)

3 (3%)
3 (3%)

2 (2%)




Bronchial pain while breathing deeply 2 (2%)

QTc prolongation 2 (2%)
Creatinine elevation 1(1%)
Pleural and pericardial effusion 1(1%)
Systremma 1(1%)
Rash 2 (2%)
Anemia 1(1%)
Dyspnea 1(1%)
Exanthema 1(1%)
Formication left arm 1(1%)
Ischemia 1(1%)
Dry skin 1(1%)
Double vision 1(1%)

Fever 1(1%)




Numerous alternatives for both 15t & 2" line in ALK+ population.
Prolong MOS (8 y) in sequential therapies (retrospective cohorts).
Lorlatinib is highly effective post 2" generation ALK/ROS TKls.
Extracranial (EC) and intracranial (IC) effective is practically similar.
The GLASS data presents EC/IC ORR of “60% in both ALK+ & ROS1+.
ALK(+): Mean DoT 23.911.6 months; MOS 89.1+19.6 monthes.
ROS1(+): median DoT of 18.1+2.5 months; MOS 90.3124.4 months.
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