Selection of 1% line therapy in

r ©
e o *©
‘s o ® ke S

ALK+ mNSCLC: 15t or 214 Gen TKl-%

Ly
(G0

i

Dr Naresh Somani MD,DM

Director Oncology &
HOD Medical Oncology

‘‘‘‘‘‘‘‘‘

HCG cancer Centre & Somani Hospital , Jaipur



Molecular technologies

Tests performed on primary or metastatic tumor tissue, pleural fluid, or cytologic FFPE samples

ERREE

[ FISH'

Fluorescent probes label and Antibodies detect specific Many copies of DNA produced High-throughput sequencing
detect specific regions on proteins expressed by cells from minute quantities of RNA using massively parallel
agene source material sequencing technology

FFPE, formalin-fixed paraffin-embedded; FISH, fluorescence in situ hybridization;

_ NGS, next-generation sequencing; RT-PCR, reverse transcription polymerase chain
1. Vincent MD et al. Curr Oncol 2012;19:S33-S44; 2. Ramos-Vara JA. Vet reaction

Pathol 2005;42:405-426; 3. Peake I. J Clin Pathol 1989;42:673—676;
4. Grada and Weinbrecht. J Invest Dermatol 2013;133:el11 Slides/ Spexib/Oncology BU/ 25534/13/02/2020



First line treatment of ALK rearranged NSCLC: spoilt for choices
e Crizotinib
* Ceretinib
* Alectinib
* Brigatinib

 Ensartenib

BIGSTOCK

 [Lorlatinib




Landscape: Advanced ALK+ NSCLC approvals

Ceritinib
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How do you decide??

Progression free survival /overall survival

CNS efficacy

Toxicity profile

Long term efficacy data

Second line strategies

Availability
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Rate them on a scale of 10....

* Progression free survival/overall survival

CNS efficacy

Toxicity profile ON A SCALE OF ONg To TEN...

\
Long term efficacy data I 2 3 * 5: @@;"‘7 8 q l.

Second line strategies ‘

* Availability

e Cost cost cost.....




Randomised trials with first-

PROFILE 1014:

Crizotinib vs

nd second-generation ALK-TKIs

ASCEND 4: Ceritinib vs

100+ Hazard rat?Fp tor prc{grc:r,sfon 1007 Ei::.gﬂ;éeé ﬁdﬁs]}'g?gleéff’;gﬂ;mal
3 or death in the crizotinib group. Chemotherapy 8.1 months (95% (1 5.8-11.1)
.T_" 80 0.45 (95%¢ ClI, 0.35-0.60) a0 HR 055 (95% Cl 0-42-073)
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*PFS assessed by independent review committee; 1PFS assessed by investigator.
IBrigatinib is currently not approved for use as a first line treatment option for ALK+ NSCLC 1. Solomon B et al. N Engl J Med 2014; 371:2167—77; 2. Soria JC , et al. Lancet
in India. ) 3006R8Y (20ar Art DRl 2020;31(8):1056—64; 4. Camidge R, et al. Presented at ESMO Asia 22—24 Nov 2019,
Slides/ Spexib/Oncology BU/ 25534/13/02/2020 Singapore.




CROWN Study Design

Key Eligibility .y Primary endpoint
- Stage IIIB/IV ALK+ NSCLC B S R - PrS by BICR
* No prior systemic treatment :
for metastatic disease Stratified by ?%C;S"g;'%veer;%ggt'grts
* ECOGPS 0-2 * Presence of brain metastases  RNOJ{zRWA=I[0z 116
* Asymptomatic treated or (yes vs no) investigator
untreated CNS metastases « Ethnicity « IC-ORR, DR and IC-DR
were permitted (Asian vs non-Asian) by BICR
=1 extracranial measurable * |C-time to progression by
target lesion (RECIST v1.1) BICR
with no prior radiation required * OS
Crizotinib 250 mg BID * Safety

e QoL

n=147

No crossover between treatment arms was permitted

Adapted from Solomon et. al. Orally presented ESM0O2020.

=*Defined as the time from randomization to RECIST-defined progression or death due to any cause.

BICR, blinded independent central review; DR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; ORR, objective response rate; OS, overall
survival; PFS, progression-free survival; QoL, quality of life; RECIST, Response Evaluation Criteria in Solid Tumors.
ClinicalTrials.gov number, NCT03052608

Solomon et al. Orally presented at European Society of Medical Oncology (ESMO) Virtual Congress; Sep19-21,2020. Please see summary of prescribing information on last slide



Primary Endpoint: PFS by BICR

12-month PFS rate:
78% (95% ClI, 70-84)

12-month PFS rate:
39% (95% Cl, 30-48)

Progression-free Survival
(% of Patients)
S
|

Patients with event,
n (%)

41 (28)

86 (59)

Lorlatinib

Median PFS, months
(95% Cl)

NE
(NE-NE)

9.3
(7.6-11.1)

Crizotinib

HR
(95% Cl)
1-sided P value*

0.28

(0.19-0.41)
<0.001

o

No. at Risk Months
Lorlatinib 149 129 118 M3 105 73 59 33 20 11 4
Crizotinib 147 120 84 62 39 19 16 8 4 2 1

Adapted from Solomon et. al. Orally presented ESM0O2020.

*By stratified log-rank test.

BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; NE, not estimable; PFS, progression-free survival

Solomon et al. Orally presented at European Society of Medical Oncology (ESMO) Virtual Congress; Sep19-21,2020.

Please see summary of prescribing information on last slide




Comparison of First-Line ALK TKI Studies

Comparator # of ORR (%) Intracranial CNS

ALK TKI *Investigator Median PFS

Arm patients Assessed

ORR (%) CR Rate

iggtllzrll\:g_él Chemo 376 72.5vs 26.7 16.6 vs 8.1 72.7vs 27.3
ﬁll_eg(i nib Crizotinib 303 *82.9Vs 755 2?H7RV8. ég)-“ 81 vs 50 5%
i[i%i tlirlli D Crizotinib 275 74 vs 62 Z?HORVS. jéjo 78 vs 26 11%
l(‘:(;;ga\f\i/rll\: b Crizotinib 296 76 vs 58 '(\'HRRVS’_ ;’é:;’ 82 vs 23 71% ]

Slidao/ CnavihiINMnenlarnvy RET D2ERQ2A/12/I021DN0D2N

1. Solomon et al., ESMO 2020 2. Camidge et al., JTO 2019 3.Camidge et al., ESMO Asia 2019



Lets discuss the pros and cons of all the available drugs....

e,




Pros and Cons of Crizotinib

* PROs * CONS
* PFSisonly 10-12 months
* -the first mover advantage

* Doesn’t cross Blood brain barrier
* - relatively cost effective

e 10 months of crizalk- 6-8 months of 2ng gen TKIs- 6
* Good clinical experience month of 3rd gen TKIs- overall OS in RWE- 30-32
months

e -PFS - 10-12 months

* Hepatotoxicity could be a concern

Toxicity profile- easy to manage



rinal Uverall survival Analysis rrom

PRUFILE 3014

Solomon et al. JCO 2018
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(HR, 0.760; 95% Cl, 0.548 to 1.053; P = .0878)

e
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Crizotinib Chemotherapy
n=172) n=171)
Deaths, No. (%) 71{41.3) Bl (47.4)

Median OS (86% Cl), months NR (458 to NR) 47.5 1322 to NR)

vvvvvvv
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Time (months)
2 157 14 128 111 98 89 79 65 51 3 20 B 1 0
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Survival probability at 4 yrs = 56.6% (95% Cl 48.3, 64.1) for crizotinib, median OS NR (45.8,NR)
Median OS was longest (NR) in 57 patients who received crizotinib then another ALK TKI

Median OS was 20.8 months in 37 patients who received crizotinib then treatment other than an ALK TKI

No prospective, randomised data to support sequential crizotinib followed by a next generation ALKi
versus a next aeneration ALKi alone




Survival probability (%)

ECOG PS Crizalk 1st line
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Median OS for 15t line Crizotinib ECOG PS
ECOG 0-2: 30.8months

ECOG 3-4: 11.8months

P value:0.001




Pros and Cons of Ceretinib

* PROs CONS

e PFS- 16.6 months

-No head to head data with Crizalk

* Has reasonable BBB activity

-Toxicity profile

* Cost effective in Indian scenario
* Hyperglycemia, nausea, vomiting, Hyperamylasemia

What after Ceretinib?

-3rd Gen TKIs- 6 months- chemo- BSC



Pros and Cons of Alectinib...

 PROS e CONS
+ Impressive PFS * The ideal dosage
* ] ALEX vs ALEX

* Impressive Os

* What if CROWN surpasses ALEX!!!!

« Favorable toxicity profile

* Crosses BBB



Alectinib is Superior to Crizotinib as First-Line Therapy:

Updated Results of Global ALEX

1007 — Alectinib (N=152)
— Crizotinib (N=151
.|.
80— Censored
9
o 607
o i+H
3
1]
0 407
LL.
o 34.8 months
- (17.7-NE)
10.9 months I
(9.1-12.9)
0 1 1 1 I | |
Day 1 6 12 18 24 30 36
No. of patients at risk i rmmie)
Crizotinib 151 132 104 43 64 47 42 35 " 24 10 8 0
Alectinib 152 135 113 109 99 84 81 81 77 69 33 19 4

Camidge et al., ASCO 2018



9518
ALEX — updated OS

(median follow-up 48.2 mo)

— Alectinib (N=152)

100 —
— Crizotinib (N=151)

80 NR + Censored
=4 60 —
S
@\ S
(o] el

© 57.4

months
20 — Stratified HR 0.67 (95% CI 0.46-0.98)
p =0.0376
o I I 1 I I 1 1 1 I 1
0 6 12 18 24 30 36 42 48 54 60

Time (months)
No. patients at risk:
Alectinib 152 142 131 127 120 111 103 98 94
151 141 128 116 104 100 93 84 73 71 67 63 60 59

94 88 87 81 81 8 80 77 62 46 23 8
556 51 48 35 18 12

Crizotinib

OS data remain immature, with 37% of events recorded (stratified HR 0.67, 95% CI 0.46-0.98)

Median OS was not reached with alectinib vs 57.4 months with crizotinib (95% CI| 34.6-NR)

NR, not reached

PRESENTED AT: 2020ASCO - PRESENTED BY:

ANNUAL MEETING




Pros and Cons of Lorlatinib

PROS CONS

- Impressive HR for PFS

Unfavorable toxicity profile

* Impressive HR for OS

What after Lorlatinib

Crosses BBB

Final Data remains to be seen

Latest AACR data is mouth watering
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Background
* Lorlatinib, a third-generation ALK Inhibitor designed ta

crass the blood-brain barrier, affers higher potency and
greater coverage of ALK resstance mutations than second

* Eased on the results of tis study, the US Food and Drug
Admiristration and reguiatony authortties in Japan and
Europe expanded lariatiniy approval to include firstine
treatment in patients with metastatic MECLC whose tumors
are ALK posithess

AACR 20 R

Conclusions

= With appraximately 18 months of additional follow-up since the interim
analysis of the phase 3 CROWN study, lorlatinib continued to show
$ superior overall and intracranial (IC) efficacy compared with crizotinib in
patients with ALK-positive NSCLC
-Progression-free survival (PFS) by blinded independent central review
(BICR) remained longer with borlatinib than crizotinib; 3-year PFS was
63.5% with lorlatinib and 1E.9% with Crizotinib
~Time to IC progression was longer with lorlatinib than crizotinib
= These efficacy benefits with lorlatinib compared with crizotinib were
observed not only in patients with baseline brain metastases but also in
patients without baseline brain metastases
-In patients without baseline brain metastases, only 1 of 112 patients
had evidence of IC progression, suggesting a protective effect against
development of brain metastases on lorlatinib treatment
= Ko new safety signals were obsarved with longer follow-up
*These updated long-term data from CROWN confirm the efficacy of
lorlatinib over crizetinib in patients with treatment-naive ALK-positive
NSCLC and support the use of lorlatinib in these patients with and
without baseline brain metastases

generation ALK inhlaftors!
* In the planned Interim analysis of the phase 3 CROWN
study (NCTO3052608), onatinib improved PFS and
demonstrated IC acthvity In patients with untreated
ALK-positive MSOLE
—Ar 123 months of median follow-up In the lodatinia anm,
medlan PFS was nat reached (MR 95% CL NR-NR) with
larfatinib and was 9.3 months (95% CI, 7.5-11.1 moniths)
‘with crizocinia (hazard ratic [HR], 0.28; 95% O, L19041;
P<001)

Methods

~In patients with measurable base ine brain metastases,
the frequency of confirmed IC response was greater with
laratinit (82%) than crizotnia (23%)

Results (Data Cutoff: September 20, 2021)
= Between May 2017 and February 2015, 2 total of 206 patients wene randamby
assigned to receive (o atinid (n=149) or crizotinib (n=147)
*Medlan durathon of freatment was 33.3 monthes with lecatinkh and 5.6 months
with crizotinih
= Median duration of follow-up for PFS by 8108 was 25.7 manths with loriatink and
293 months with crizotinib
*Median FFS by BICR was NR (35% C1, NR-NR) with lorlatinib and 9.3 moniths (95%
1, 7.6-11.1 manths) witn orizccnib (HR, 027, 55% O, 0.1 84 0.388; Figure 24)
= PF5 25 asmexsed by th Investgators was aisa longer with keatinis than crizatinis
—Median PFS was MR [55% CT, NR-NR) with larlatinib and 5.1 manths
[55% C1, 7.4-10.5 manihs) with crizotinib [HIR, 0U13; S5% C1, 0.131.0.274)
= PFS benefit with loriatind comanares with crzotinis was also stsersed in patients
with (Figure 28) and without haseline brain metastases (Figure 20)
= Time to IC progression by BICR was longer with lariatinib than crizetinib in the
ntentan ao-treat (ITT) popuiation (Figure 3A) as well 25 In patients with
(Figure 38) and withaut Baseline braln metastases (Figure 30)
~B of 37 patients with baseline brain metastaces and only 1 of 112 patients without
baseire brain metastases had I progression with loratnib reatment
= In patients with measurable baseline brain metastases, confirmed [T ORR by
BICR was B3.3% with lorlatinib and 23.1% with crizotinib (Table 1)
—72.2% and 7.7%, respectively, iad a comalete [C response
= Wittn kanger fodow-up, fa new s3foty signals have emerged
= Grade 244 al-causallty adwerse events |(AEs) ocourred in 75 8% of patients in the
oriatinlb arm and 57.0% In the crizotinih arm (Table 2}
~Thee Incience of grade 268 AES In the lariatinib arm was Lergely due to
frequent cocunrence of attered linkd kevels such 25 kyperchakestersiemia and
hyperirigiyceridemia (Figure &)
= Cogritwe effects oermed in 20.8% of patients in the loratinib arm: howeses, mast
(27 of 31) cognithve effects wene grade 1.2 and na grade & svent was obsenaed
= AEs leading to permanent treatment discontinuation were reported in
7.4% of patients inthe loratinib arm and 9.9% in the crizotinib arm

“We report updated efficacy and safiety data from the
CROWN study after approxdmately 3 years of followup

*The CROWN study |s an angoing, International,
randomized phase 3 trial comparing larlatinb with
crizotinib in pml:m: ‘with previous ¥ untreated
ALK-posithe NSCLC (Figure 1)
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Figure 2: PFS by BICR

Figure %: Time to IC progressicn by BICR

Table 1: Summary of overall and I€ response by BICR Table 2: Surneary of AES
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At 36.7 months of median follow-up in the lorlatinib arm, BICR assessed PFS remained
longer with lorlatinib than with crizotinib

Intention-to-treat population (ITT) T
Lorlatinib Crizotinib
100 A (n=149) (n=147)
Events 49 92
90 1 PFS, median NR 9.3
Sig ), months (NR-NR) (7.6-11.1)
80 1 % CI) 0.27 (0.184-0.388)
70
© 60 1
> | e Confirmed ORR by BICR
0 507 . .
L - 77.2% (lorlatinib) vs 58.5% (crizotinib)
407 . ® Median DOR, months
301 - NR (lorlatinib) vs 9.6 months
20 - (crizotinib)
101

0- y e
0 2 4 6 8 10 -

Number at risk . .3'”*._’ "( >
—— Lorlatinib 149133122118 114111 ﬁ , -
—}— Crizotinib 147 126100 85 64 54 40 33 26 25 19 17 17 17 16 11 9 7 6 5 4 2 1 0 O

21




— ROV Stberet el PR ey R e e— ——————

Number of Patients, Number of Events/
n (%) Number of Patients (N)
1-sided 2-sided

Subgroup Lorlatinib Crizotinib Lorlatinib Crizotimib Hazard Ratio (93% CI) p-value p-value
All patients (stratified) 149 (100.0) 147 (100.0) 49/149 92147 —_— 0.27 (0.184, 0.388) =.0001 =.0001
All patients (unstratified) 149 (100.0) 147 (100.0) 49/149 92147 —_— 0.28 (0.195, 0.401) =.0001 =.0001
Presence of Brain Metastases

Yes 37(24.8) 39 (26.3) 16/37 27139 _— 0.21 (0.099, 0.436) =.0001 =.0001

No 112(75.2) 108 (73.5) 33112 65/108 —_— 0.29(0.188, 0.442) <0001 -=.0001
Ethnic Origin

Asian 66 (44.3) 65 (44.2) 25/66 33/65 —_— 0.44 (0.259, 0.754) 0.0011 0.0022

Non-Asian 83(35.7) 82(55.8) 24/83 59/82 _— 0.20(0.121, 0.324) -=.0001 =.0001
ECOG Performance Status

01 146 (98.0) 138 (93.9) 47/146 84/138 — 0.28 (0.194, 0.407) =.0001 =.0001
Gender

Male 65 (43.6) 56 (38.1) 23/65 37/56 e 0.29(0.169, 0.498) -<.0001 -=.0001

Female 84 (36.4) 91 (61.9) 26/84 55/91 —_— 0.27 (0.169, 0.441) -<.0001 -=.0001
Age

<65 Years 90 (60.4) 103 (70.1) 24/90 63/103 —_— 0.23(0.141, 0.371) =.0001 =.0001

=65 Years 59 (39.6) 44 (29.9) 25/59 29/44 —_— 0.31(0.174, 0.545) -=.0001 -=.0001
Smoking Status

Never 81 (544 94 (63.9) 25/81 60/94 s 0.24 (0.146, 0.385) -=.0001 =.0001

Current/Former 68 (45.6) 52(354) 24/68 31/52 _— 0.36 (0.207, 0.621) -<.0001 0.0001
Extent of Disease

Metastatic 135 (90.6) 139 (94.6) 44/135 89139 —_— 0.26 (0.179, 0.379) -<.0001 -=.0001
Histology

Adenocarcinoma 140 (94.0) 140 (95.2) 43/140 87/140 —_— 0.26 (0.178, 0.379) =.0001 =.0001

T T T 1

0125 025 0.5 1 2

Favors Lorlatinib  Favors Crizotinib
Pﬁzer Pfizer data on file. .

BICR, blinded independent central review; Cl, confidence interval; ECOG, Eastern Cooperative Oncology Group; PFS, progression-free survival.




Primary end points in bold

PFS Outcomes for ALEX, ALTA-1L, eXALT3 and CROWN Trials at
varying levels of data maturity

ALEX: Alectinib vs Crizotinib ALTA-1L: Brigatinib vs Crizotinib eXALT3: Ensartinib vs Crizotinib CROWN: Lorlatinib vs Crizotinib
Enroliment: Aug 2014 —Jan 2016 Enrollment: Apr 2016 — Aug 2017 Enrollment: ? — Nov 2018 Enrollment: Apr 2017 — Feb 2019

1stinterim Alectinib  Crizotinib 1stinterim Brigatinib  Crizotinib 1stinterim Ensartinib  Crizotinib ! . Lorlatinib = Crizotinib
analysis (n=152)  (n=151) analysis (n=137)  (n=138) analysis (n=143)  (n=147) LAinterimianalysis)| B g g | | n=149)
PFS (INV), months NR 11.1 PFS (INV), months NR 9.2 PFS (INV), months PFS (INV), months 9.1
HR (95% ClI) 0.47 (0.34-0.65) HR (95% Cl) 0.45 (0.30-0.68) HR (95% Cl) HR (95% CI) 0.21 (0.14, 0.31)
PFS (IRC), months | 25.7 | 10.4 PFS (IRC), months NR | 9.8 PFS (IRC), months| 25.8 12.7 PFS (IRC), months NE | 9.3

HR (95% ClI) 0.50 (0.36-0.70) HR (95% ClI) 0.49 (0.33-0.74) HR (95% CI) HR (95% CI
2" interim Alectinib  Crizotinib 2nd interim Brigatinib ~ Crizotinib 2nd interim Ensartinib  Crizotinib
EQEWSS (n=152) (n=151) EQEWSIS (n=137) (n=138) analysis (n=143) (n=147)
PFS (INV), months |  34.8 10.9 PFS (INV), months |  29.4 9.2 PFS (INV), months | 33.2 12.9
HR (95% ClI) 0.43 (0.32-0.58) HR (95% ClI) 0.43 (0.31-0.61) HR (95% CI) 0.45 (0.32-0.64)
PFS (IRC), months - | -- PFS (IRC), months 24.0 | 11.0 PFS (IRC), months 31.3 | 12.7
HR (95% CI) - HR (95% CI) 0.49 (0.35-0.68) HR (95% CI) 0.50 (0.36-0.71) 2d Interim Lorlatinib  Crizotinib
Fine Analyss | dectnl | Grzouni Final analysis 193D Crizoti T B I
PFS (INV), months |~ 34.8 10.9 PFS (INV), months | 30.8 9.2 JAMA Oncol 2021 Horn et al HR (95% Cl) 0.21 (0.14, 0.31)
HR (95% Cl) 0.43 (0.32-0.58) HR (95% Cl) 0.43 (0.31-0.58) World Lung 2020b Wu et al PFS(RC,months | NE | 9.3
PFS (IRC), months -- | -- PFS (IRC), months 24.0 | 11.1 HR (95% ClI) 0.27 (0.18, 0.39)

0,
R (5@ Cl) . HR(95% Cl) 0.44 (0.35-0.66) PFS (IRC)rate at | 3.5 18.9
PFS (INV) rate 46.4 13.5 36 months % L (11.8-
PFS (IRC) rate 43.0 19.0 (54.6
0, (o)
?955302 ggmhs ’ S/Ia?lgfale) fzfrla’;lc:;le) €l 85 e ¥ (]| (e oor ) 2
(95% Cl) 27.0)

NEJM 2017 Peters et al

JTO 2019 Camidge et af NEJM 2018 Camidge et al

JCO 2020 Camidge et al NEJM 2020 Shaw et al
@ ESMO 2019 Mok et al JTO 2021 Camidge et al AACR 2022 Solomon et al
23
Pﬁle" Cross trial comparisons have significant limitations. This information is presented in order to generate discussion, not to make comparisons between study results




0.6

0.5

0.4

0.3

0.2

0.1

Hazard Ratio (BIRC and investigator-assessed/double positive)

T —

0.45

PROFILE 1014
(Cnzotinib)

0.47 0.49 [0-1

0.43

| 0.45
Centrally confirmed 043
“Double positive” _ Centrally confirmed 0.28
Investigator  “Double positive”
assessed 0.21
Investigator
assessed

ASCEND-4 ALEX (Alectinib) ALTA-1L eXalt3 (Ensartinib CROWN
(Ceritinib) (Brngatinib) (Lorlatinib

=== HR based on BIRC === HR based in investigator/central confirmed
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. Assessed by BICR

. Assessed by Investigator

CROWN, ALTA-1L & ALEX: Summary of overall and intracranial response

ITT population, n
Confirmed ORR, % patients

Complete response, % patients

Median DoR (95% Cl), months

Patients with any brain metastases at baseline, n

Confirmed IC-ORR, % patients
Complete IC response, % patients

Median IC-DoR (95% Cl), months

Patients with at least 1 measurable brain
metastases at baseline, n

Confirmed IC-ORR, % patients
Complete IC response, % patients

Median DoR (95% Cl), months

Lorlatinib? Crizotinib!

149 147

NR (NR-NR)

9.6 (9.0-12.9)

37 39

NR (NR-NR) 9.4 (6.0-11.1)

18 13

NR (NR-NR) 10.2 (9.4-11.1)

Alectinib3

NE (17.3—-NE)

22

5.5(2.1-17.3)

151

11.1(7.9-13.0)

58
3.7 (3.2-6.8)
21

17.3 (14.8-NE)

Cross-trial comparisons have significant limitations. This information is presented in order to generate discussion, not to make direct comparisons between study results.
1. Pfizer data on file; 2. Camidge DR et al. J Thor Onc 2021;16: 2091-2108; 3. Peters S et al. N Engl J Med 2017;377:829-838; 4. Camidge DR et al. J Thor Onc 2021;16: 2091-2108 Supplementary

Data

BICR, blinded independent central review; ClI, confidence interval; DoR, duration of response; IC, intracranial; IC-DoR, intracranial duration of response; IC-ORR, intracranial objective response rate;

zer o O , O 25
ITT, intention-to-treat; NE, not estimable; NR, not reached; ORR, objective response rate.



With brain metastases Without brain metastases

Crizotinib
(n=108)

Lorlatinib
(n=112)

Crizotinib
(n=39)

Lorlatinib
(n=37)

-, ey —

CROWN: BICR-assessed PFS in patients oo PES ths R e R ey
with and without brain metastases ’ {62-NR) | G752 | (RNY | 00146
HR (95% CI) 0.21 (0.10-0.44) 0.29 (0.19-0.44)

Patients with baseline brain metastases

1.0
0.9
0.8

0.7

0.6

| *—Lr Lorlatinib

05

Probability of PFS

0.4

03

02 1 _ Crizotinib

01 | +

0.0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
Progression-Free Survival Time (Months)

No. atrisk

Lorlatinib: 37 32 29 27 26 26 25 24 23 22 21 20 20 20 20 19 15 11 10 7 7 6 4 1 1 1 0
Crizotinib: 39 32 22 18 10 7 5 2 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Pfizer data on file.

é Pﬁzer

Patients without baseline brain metastases

1.0

0.9

08 Lorlatinib
0.7
0.6 1

0.5 i

0.4 L 317

0.3 ++

Probability of PFS

Crizotinib

T T M o b e — = — —

0.2

0.1

0.0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
Progression-Free Survival Time (Months)
No. at risk

Lorlatinib: 112 101 93 91 88 8 80 80 75 73 69 68 68 66 65 64 57 44 40 27 24 17 11 6 3 1 0
Crizotinib: 108 94 78 67 54 47 35 31 25 24 19 17 17 17 16 11 9 7 6 5 4 2 1 1 1 0 0

BICR, blinded independent central review; CI, confidence interval; HR, hazard ratio; NR, not reached; PFS, progression-free survival.
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CROWN: BICR-assessed intracranial time to progression in patients
with baseline brain metastases

With brain metastases

10 Lorlatinib Crizotinib
0.9 M (n=37) (n=39)
) |I | | | - .
- ! o 7% Lorlatinib
_ \ 73% Events 8 26
08 'I| ” l I | " | |

07 _Il LI 1 LI 1 I 1 I L 1 I Median PFS NR 7.3
06 H- (95% CI), months (NR-NR) (3.7-9.3)
05 +

HR (95% CI) 0.10 (0.04-0.27)

04

1
1
1
1
1
1
1
1
1
1
1
1 1
1
03 + !
1
1
1
1
1
1
1
1
1
1

Probability of Event Free

ol
02 1 Crizotinib
0.1 L .y

0.0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
Intra-Cranial time to Progression (Months)
No. atrisk

Lorlatinib: 37 32 31 29 27 27 24 24 24 23 22 22 20 20 19 17 14 13 10 8 5
Crizotinib: 39 29 21 16 11 7 3 1 1 1 0o 0 0 0 0 0 0 0 o 0o 0o 0 0 0 o 0

=1
L%}
1=
—
—
=

P Pfizer data on file.
zer BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; NR, not reached; PFS, progression-free survival.



CROWN: BICR-assessed intracranial time to progression in patients

without baseline brain metastases

1-0"—Hlﬂ_w"lllllll — ——t—t H—+—H ———
Lorlatinib

0.9 +H”1£ §

08

0.7

06 .o

05

! Crizotinib
150%
bt + =+ - — = — +

1
04

Probability of Event Free

0.3

02

01

'

0.0 .

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
Intra-Cranial time to Progression (Months)
No. atrisk

112 99 96 93 90 87 85 84 81 79 76 T4 T4 T3
108 89 76 67 54 47 36 34 28 24 18 17 17 17 16

71 69 61 49 44 31 27 20 13 7 3 1 0O
2 9 7 6 55 4 2 1 1 1 0 0

Lorlatinib:
Crizotinib:

@ Pﬁzer

Pfizer data on file.

BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; NR, not reached; PFS, progression-free survival.

Events

Median PFS
(95% Cl), months

HR (95% ClI)

Without brain metastases

Lorlatinib Crizotinib
(n=112) (n=108)
1 25
NR 30.8
(NR-NR) (18.4-NR)

0.02 (0.002-0.14)



Who wins in the CNS, wins the game! Or ??

0.25

0.2

0.15

0.1

0.05

HR for Intra-cranial time to progression (csHR)

0.23

e

0.22

ALEX (Alectinib-Global)

J-ALEX (Alectinib-Japan)

10.14

ALESIA (Alectinib-
China/Thailand/South Korea)

0.07

CROWN (Lorlatinib-Global)
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Comparlson of lorlatinib, alectlnlb and brigatinib in ALK inhibitor—
nalve/untreated Al K-positive advanced non-small-cell lung
cancer: a systematic review and network meta-analysis

PFS
Hazard Ratio Hazard Ratio
Table 1. The characteristics of included RCTs. —Study or Subgroup V. Random, 95% C1 IV, Random, 95% Cl
- 1.1.1 Untreated (ALK inhibitor-naive and chemotherapy-naive) patients
) Primary Lorlatinib vs Brigatinib 0.54 [0.31, 0.94] ——
Study N Regimen Cohort endpoint Lorlatinib vs Alectinib 0.59 [0.37, 0.94] = =
ALTA-1L E 58 Brigatinib ALK inhibitor (-): PFs
Untreated (74%) 1.1.2 ALK inhibitor-naive patients
C 60 Crizotinib ALK inhibitor (-): Lorlatinib vs Brigatinib 0.57 [0.34, 0.95) t
Untreated (73%) Lorlatinib vs Alectinib 0.65[0.42,1.01] t
ALEX E 152 Alectinib Untreated PFS : y . :
C 151  Crizotinib 005 0.2 1 5 20
CROWN E 149 Lorlatinib Untreated PFs Favours Lor Favours Ale/Bri
C 147 Crizotinib
ALESIA E 125 Alectinib Untreated PFS
C 62 Crizotinib
J-ALEX E 103 Alectinb ALK inhibitor (-): PFS _ ] o
Untreated (64%) In conclusion, in terms of PFS, our results indicated
C 104 Crizotinib ALK inhibitor (-): L. .
Untreated (63%) that lorlatinib was the best treatment choice for
Abbreviation: E, experiment arm; C, control arm; PFS, progression . . . o .
froe st P prog patients with ALK inhibitor-naive or untreated
inhibitor-naive and chemotherapy-naive) ALK-
positive 30

Slides/ gﬂ%g@?@ﬁt‘:ﬁfﬁg&oﬁyf%ﬁ%@ﬂ%&%@g@ﬁgg%&“K inhibitor—naive/untr a\Lt}eaAIﬁ( &osem a N § 61_@ -cell lung cancer: a systematic review and network meta-



ESMO Clinical Practice Guidelines Stage
IV ALK + NSCLC

Factors affecting drug
choice Disease

* Line of therapy/disease pattern
« CNS metastases

« Molecular profile if available
Patient

« Tolerance/toxicity including
financial

« Co-morbidity and concomitant
meds

aESMO-MCBS v1.1 score for new therapy/indication approved by the V1N sincel?.]ir“arybld 'rhd@ms lPrrefe re n CeS

calculated by the ESMO-MCBS Working Group and validated by the ESMO Guidelines Committee; "Preferred opfio
°Not EMA-approved.

ChT, chemotherapy; CNS, central nervous system; EMA, European Medicines Agency; ESMO, European

Society for Medical Oncology; MCBS, ESMO-Magnitude of Clinical Benefit Scale; RT, radiotherapy.



Natonal cnsive NCCN Guidelines Version 3.2022

h i is{®lhvl Cancer :
Notwork® Non-Small Cell Lung Cancer

ALK REARRANGEMENT POSITIVE™MmM —

FIRST-LINE THERAPYPP

Preferred

Alectinib99 (category 1)

or

Brigatinib99 (category 1)
or - -

AL K rearrangement s e qq — Progression

discovered prior to - Lorlatinib (category 1)

first-line systemic |

therapy

Other Recommended
Ceritinib99 (category 1)

Useful in Certain

Circumstances

ALK Crizotinib99 (category 1) — = Progression —
rearrangement

positive

Complete planned
systemic therapy,
including maintenance
ALK rearrangement therapy, or interrupt,
discovered during . | followed by alectinib
first-line systemic | " | (preferred) or brigatinib
therapy (preferred) or loriatinib
(preferred) or ceritinib
or

crizotinib = Progression —

—— Progression —

mm Principles of Molecular and Biomarker Analysis (NSCIL-H).
PP Targeted Therapy or immunotherapy for Advanced or Metastatic Disease (NSCL -J).
99 For performance status 0—4.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encc

Version 3.2022, 03/16/22 © 2022 National Comprehensive Cancer Network™ (NCCN™), All rights reserved. NCCN Guidelines®” and this illustration may not be reproduced in any form without the express written permiss



Summary of principal AEs observed during phase lll trials in the first-line
ALK-positive NSCLC setting

With increasing ALK TKIls available, each with their own individual tolerability profiles, there is a need to
optimise and understand therapy management to ensure time on treatment is maximised for patients?!

ALEX23 ALTA-1L™ Exalt3¥5 CROWNT®.7

Alectinib (n=152) Brigatinib (n=136) Ensartinib Lorlatinib (n=149)
(n=143)

Constipation (36)* Diarrhoea (52) Rash (68) Hypercholesterolaemiat (70)
Anaemia (22)* Increased blood CPK (46) ALT increased (51) Hypertriglyceridaemiat (64)
Fatigue (20)* Cough (35) AST increased (37) Oedemaft (55)
Most common all Grade AEs in Blood bilirubin increased (19)* Hypertension (32) Constipation (32) Weight increased (38)
each Peripheral oedema (18)* Nausea (30) Cough (31) Peripheral neuropathyt (34)
treatment arm (%) ALT increased (17)* AST level increased (26) Pruritus (29) Cognitive effectst(21)
Myalgia (16)* Increased lipase (23) Nausea (27) Diarrhoea (21)
AST increased (16)* ALT level increased (21) Oedema (25) Dyspnoea (20)
Dose reduction due to AEs, n (%) 29 (19)** 52 (38) 34 (24) 31 (21)
Dose interruption due to AEs, n (%) Sm) Not reported m4_9) I
' . HC 19 2 e withditelentardedece s R
2 udies; with-different study-designs-and-inectusion-criteria-Therefore, cross-trialcomparisonsshottd notbe—
made.
*Based on a data cut-off of 1 December 2017; **Based on data cut-off of 30 November 2018; tBased on a data cut-off 1. Blackhall F, et al. Presented at ESMO Lung Preceptorship 2020, 19-21 October 2020; 2. Camidge DR, et al. J

Thorac Oncol. 2019;14(7):1233-43. Supplementary appendix; 3. Mok T, et al. 1484PD. Presented at ESMO Virtual

of 28 June 2019 (second interim analysis); $Exact data were not reported; §Based on a data cut-off of 01 July 2020;
Congress 2020, 19-21 September 2020; 4. EMA Assessment Report: Alunbrig® (brigatinib).

{iBased on cut-off of 20 March 2020 (planned interim analysis).

AE, adverse event; ALK, anaplastic lymphoma kinase; ALT, alanine aminotransferase; ALP, alkaline phosphatase; AST, www.ema.europa.eu/en/documents/variation- report/alunbrig-h-c-4248-ii-0003-epar-assessment-report-variation_en.pdf
aspartate (Accessed 03 November 2020); 5. Horn L, et al. Presented at WCLC 2020 Presidential Symposium 2020, 08 August
amino transferase; CPK, creatine phosphokinase; NSCLC, non-small cell lung carcinoma; TKI, tyrosine 2020 26. $iEny A, leal. 2OEOFEIBNOA82020 SBIphirhérikary . Shaw

kinase inhibitor. appendix.


http://www.ema.europa.eu/en/documents/variation-
http://www.ema.europa.eu/en/documents/variation-
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Diminishing PFS with more prior lines of ALK TKIs

Lorlatinib PFS in by lines of prior ALK TKIs

100
°\O
§ 754
g
3 - 2 prior TKIs
o 4
£ = e . 22 prior TKIs
2
2 :
g 25 23 prior TKIls
o | A A |

0

U 1 I I

0 3 6 O 12 15 18 21 24
Time, mo
Number at risk

2 prior TKIs 45 30 18 11 6 3 2 2 1
>2 prior TKIls 66 43 24 14 8 3 2 2 1
=3 prior TKIs 21 13 6 3 2 0 0 0 0

Zhu et al, J Thorc Oncol 2020; 15: 1484-1496

Ou SH S04.02, Presented at IASLC TTLC 2021

Median PFS
(mo; 95% Cl)

2 prior TKls

NR (4.5-NR)

22 prior TKis

11.2 (4.5-NR)

23 prior TKlIs

6.5(3.5-11.6)

B 100+

~
(6))
1

Progression-free survival, %
3
o
1

T
25
Median PFS (mo; 95% Cl)
9.2 (3.3-NR)
0-
T T L T
0 3 6 12
Time, mo
Number at risk
9 7 4 0



What after Lorlatinib- is it a concern??

CAUTION ! WE KNOW VERY LITTLE OF RESISTANCE MECHANISMS TO LORLATINIB !
Mechanisms and potential strategies to overcome

acquired resistance to ALK inhibition

Amplification of

Mutation in the

the ALK fusion ALK kinase domain

mnm:mmmmmznmmmzmmmnmmmm

Kinase
Domain

Kinase
Domain
Domain

Kinase
Domain

Klnase
Domam

HSP90

Domam
1151Tins
L1152R
C1156Y
| by Vi 7 o g
F1174L/C
L1196M
G1202R
F1245C
G1269A

s

Bypass Signaling

EGFR
inhibitors

inhibitors

presenten at: 2018 ASCO ::ASCO 18

ANNUAL MEETING protror g gina S

Next-generation
ALK inhibitors

mmn.,mzmnw m

oKIT

IGF-1R KIT
inhibitors inhibitors

MEK

ty of the author,
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Src
inhibitors

Lovly ASCO Educ Book 2015



The more generations of ALK TKI are sequenced the more “monster” ALK
resistance mutations appeared

9 12 15 18 21 24

5 3 6
B crizoinb

POJI Alectinib PD| Ceritinb  PD| _Lorlatinib PD|

A Months: 3 6 9 12 15 18 21
B crizotinio POl Alectinib Po| Lorlatinib Po) E Month
ALK EML4-ALK No ALK Mo ALK G1202R G1202R/
testing: only mutation mutation L1196M ALK EML4-ALK
testing: only
] i
B i E
i i
! ALK!G1202F!
o | ALKIL‘HQGM
: : o
| i
]
Treatment-naive  Post-crizotinib On-alectinib Post-alectinib Post-lorlatinib Treatment-naive
specimen specimen  specimen specimen specimen specimen

Double mutations
G1202R

L1196M

Yoda et al, Cancer Discov 2018; 8: 714-729

! !

11171N

171N/
L1198F
|

ALK 1171N
ALK L1198F

Py

Lorlatinib-resistant
specimen

Alectinib-resistant
specimen

Double mutations
11171N

L1198F

Ou SH S04.02, Presented at IASLC TTLC 2021



Resistance to 2"4-Gen ALK TKIs is Largely Driven by Secondary ALK
Kinase Domain Mutations, Particularly G1202R

Crizotinib-resistant specimens Ceritinib-resistant specimens Alectinib-resistant specimens
N =55 N=24 N=17

B L1196Mm B G1202R 7l s1206Y

[0 G1269A [0 G1202del [ E1210K

[l ciis6Y B Fii174CiL [] >2 ALK mutations®
B 1171TN/s [1 viisoL B ALK ampiification®
[] ALKWT

Gainor Cancer Discovery 2016



Lorlatinib is a potent 3"9-generation ALK TKI with broad-spectrum activity against ALK
resistance mutations B ic,<50nM B Co50<200nM [ 1Cy2200nM

Cellular ALK Phosphorylation Mean IC5, (nM)

. i . . Mutation Status Crizotinib Ceritinib Alectinib Brigatinib Lorlatinib
Secondary mutations in the ALK kinase domain

. . . Parental BA/F3
can induce resistance to first- and second-gen -----

ALK TKIs a RN

C1156Y
[1171N
ALK G1202R confers resistance to the available 11715
first- and second-gen ALK TKls 11717
F1174C
L1196M
Lorlatinib has broad-spectrum activity against L1198F
most known ALK resistance mutations G1202R
including ALK G1202R G1202del
D1203N
E1210K
ALK, anaplastic lymphoma kinase; IC,, half-maximal inhibitory concentration; ND, not done; G1269A

ROS1, c-ros oncogene 1; TKI, tyrosine kinase inhibitor.

1. Gainor JF, et al. Cancer Discov. 2016;6:1118-1133.
2.Johnson TW, et al. / Med Chem. 2014;57:4720-4744.



The rapidly evolving ALK+ NSCLC landscape and growing body of
clinical evidence is defining a treatment sequence for patients

Later line
therapie

Crizotinib 10 Ceritinib 5 Lorlatinib 6.9%
(PROFILE 10141o0r y (ASCEND- " (phase '

Crizotinib Alectini 9 Lorlatinib "
(PROFILE 1014%0r : b ' (phase 6.9

Crizotinib Brigatini 16 Lorlatinib 6.0
(PROFILE 10141 0r . . (phase .

Ceritinib Lorlatinib 7 3t
(ASCEND- ' (phase :

Brigatini Radiothera

b

89
N
_

Immunothera
py
Alectini

Lorlatinib 5 5t
(phase

| g
Med lan PFS (m (0] nthS)t 1. Solomon, et al. N Eng J Med 2014; 2. Shaw, et al. Lancet Oncol
*Data are from the EXP4 and EXP5 groups (two or three prior ALK TKls + chemotherapy); TLorlatinib PFS data following ceritinib or alectinib in any line; tAdapted and updated 2017, 3 Novello, et al. Ann Oncol 2018; 4 Huber, et al. ASCO
from Ferrera, et al. 20189. . For illustration purposes only; note that cross-trial comparisons should be interpreted with caution due to the differences in study design, size, patient 2018; 5. SO”?’ etal. Lancet Oncol 2017; 6 Camidge, etal. J
population and data maturity; the IMpower150 regimen is not currently approved in the US Thorac Oncol 2019; 7. Besse, etal. ASCO 2018; 8. Camidge, et al.

N Engl J Med 2018; 9. Ferrara, et al. J Thorac Oncol 2018; 10.
Horn L. WCLC2020 Presidentialsession

Data not drawn to scale



Summary

* There are now multiple 1L treatment options in advanced
ALK+ lung cancer.

* Next-generation ALK TKiIs(alectinib/lorlatinib) are the
standard-of-care for frontline management of advanced
ALK+ lung cancer.



KISS

* Every Time When | Make PPTs,
| get this message from my wife
But she actually means

« Keep ... It...Short...Stupid

THANKS



