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Evaluation of Adjuvant Osimertinib

Patients with completely resected Planned treatment duration: 3 years

stage* IB, Il, lIA NSCLC, with or without Osimertinib
adjuvant chemotherapyf

Key inclusion criteria:

Treatment continues until:
* Disease recurrence

80 mg, once daily

>18 years (Japan / Taiwan: >20) Stratification by: e * Treaiment completed

WHO performance status 0/ 1 stage (1B vs Il vs llIA) Randomization * Discontinuation criterion met
Confirmed primary non-squamous NSCLC EGFRm (Ex19del vs L858R) 1:1

Ex19del / L858R? race (Asian vs non-Asian) (N=682) Follow up:

Brain imaging, if not completed pre-operatively * Until recurrence: Week 12 and 24,
Complete resection with negative margins$ then every 24 weeks to 5 years,
Max. interval between surgery and randomization: LU LA then yearly

10 weeks without adjuvant chemotherapy » After recurrence: every 24 weeks

» 26 weeks with adjuvant chemotherapy for 5 years, then yearly

Endpoints
» Primary: DFS, by investigator assessment, in stage II/lllA patients; designed for superiority under the assumed DFS HR of 0.70
« Secondary: DFS in the overall populationf, DFS at 2, 3, 4, and 5 years, OS, safety, health-related quality of life
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3 years of osimertinib improves disease-free survival

Median DFS, months (95% ClI)

Ll Osimertinib 65.8 (61.7 to NC)
0.9 - Placebo 28.1(22.1 to 35.0)
HR (95% ClI) 0.27 (0.21 to 0.34)
0.8 -
Maturity 45%:
E 0.7 - osimertinib 28%, placebo 62%
= o
< 0.6
S |
= 0.5 1 |
~ |
(7p) 0.4 1 I |
L | | x
O 0.3 | i 38% |
| | |
0.2 | I I
| | |
0.1 1 Osimertinib : : :
Placebo I I |
I 1 1 i I i I i 1 I 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72

Time Since Random Assignment (months)
Herbst et al, JCO 2023
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3 years of osimertinib improves survival

Patients with Stage IB to IlIA Disease

1.0+
_ 0.9+ Osimertinib
[1+1 1
2 0.834 '
e .
o 0.7- ! Placebo
= | :
o 06 5-Yr Overall Survival !
& 0.5 (95% Cl) :
G 1
; 0.4 percent !
% 0.34 Osimertinib 88 (83-91) i
8 ool Placebo 78 (73-82) i
E ' Hazard ratio for death, 0.49 (95.03% Cl, 0.34-0.70) |
0.1 P<0.001 :
00 | I I I | | | I I I| | | | I |

0 6 12 18 24 30 36 42 48 54 60 66 72 78 34 90

Months since Randomization

No. at Risk
Osimertinib 339 332 325 324 319 311 304 301 294 252 176 108 50 15 0
Placebo 343 338 332 326 314 304 290 281 267 223 164 97 44 17 3 0

Tsuboi et al, NEJM 2023
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3 years of osimertinib improves survival

Patients with Stage IB to IlIA Disease

1.0
0.9
S o034 .
- ' .
a 0.7 ! Placebo
T 06- . :
(7] 5-Yr Overall Survival !
§_ 0.5+ (95% Cl) |
S 0.4 percent i
% 0.3 Osimertinib 88 (83-91) i
- Placebo 78 (73-82) i
g ' Hazard ratio for death, 0.49 (95.03% Cl, 0.34-0.70) ;
0.1+ P<0.001 !
00 | I I I I | | I I I| I | | 1 |
fa o 12 19 24 20 2L A2 A9 [ | fafa) o 72 78 84 90
In the placebo group, 205 patients had
No. at Risk disease recurrence and 174 (85%) had
Osimertinib 3 . . 50 15 0
Placebo 3l received a su bsequent anticancer treatment. 44 17 3 0
Tsuboi et al, NEJM 2023
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Do these patients still need chemo?

A Patients Who Received Adjuvant Chemotherapy Patients Who Did Not Receive Adjuvant Chemotherapy
1.0~ — 1.04
) o M _ 0.9- Osimertinib
S 03 | g :
- .0 - 0-8_
E i Placebo E !
= o | a 7 | Placebo
06 . T 06 !
33 : [ [
3 05 5-Yr Overall Survival : 3 05- 5-Yr Overall Survival !
5 g4 (95% CI) | S oul (95% CI) 5
2 0 percent : £ 03 percent !
3 Osimertinib 87 (82-91) : 3 Osimertinib 8 (81-93)
0 0.2 Placebo 77 (70-82) ! 0 0.2+ Placebo 79 (71-85) !
o ! o )
0.1+ Hazard ratio for death, 049 (95% C, 0.30-0.79) ! 0.1 Hazard ratio for death, 0.47 (95% CI, 0.25-0.83) ;
0<0 T T T T T T T T T ; T T T T 1 0‘0 1 1 1 1 I 1 1 1 T : T T T T 1
0 6 12 18 24 30 3% 42 48 54 60 66 T2 78 & 9 0 6 12 18 24 30 36 42 48 54 60 66 72 78 8 90
Months since Randomization Months since Randomization

Tsuboi et al, NEJM 2023
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Do these patients still need chemo?

A Patients Who Received Adjuvant Chemotherapy Patients Who Did Not Receive Adjuvant Chemotherapy
10— — 1.0-%
) 0‘9- M _ 09_
2 08 | 2 08 '
E \ Placebo E !
i 07 E n 077 | Placebo
T 06 . T 0.6 :
] : g . \
3 054 5-Yr Overall Survival ! o 057 5-Yr Overall Survival !
5 o4l (95% CI) | 5 o4l (95% Cl) :
- percent | 2 03 percent !
= 034 ! B ] ' . 1
s Osimertinib 87 (82-91) ! s Osimertinib 88 (81-93) |
'@ 0.2 Placebo 77 (70-82) ! nle 0.2 Placebo 79 (71-83) !
L Hazard ratio for death, 0.49 (95% C1, 0.30-0.79) ! 011 Hazard ratio for death, 0.47 (95% CI, 0.25-0.83)
0.0 T T T T T | T T | : I T T T 1 0.0 T T T T T T T T T : T T T T 1
0 6 12 18 24 30 36 42 43 54 60 66 72 7% 8 90 0 6 12 183 24 30 36 42 43 54 60 66 72 78 8 90
Months since Randomization Months since Randomization

But, this is a mix of stages, so the “no chemotherapy” group, had more
patients with Stage Ib

Tsuboi et al, NEJM 2023
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Among patients with Stage lI-lll NSCLC...best survival
comes in those who get chemo AND osimertinib

Treatment 5-year OS
No Chemotherapy/placebo 66%
Chemotherapy/placebo 75%
No Chemotherapy/ 3 yrs osimertinib 80%
Chemotherapy/3 yrs osimertinib 87%

From Supplementary Figure S4, Tsuboi et al, NEJM 2023
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Evaluation of Adjuvant Alectinib

Resected Stage IB (24cm)-llIA
ALK+ NSCLC

per UICC/AJCC 7t edition ‘

Other key eligibility criteria:

e ECOGPS 01
e Eligible to receive platinum-based R
chemotherapy 1:1

e Adequate end-organ function
e No prior systemic cancer therapy ‘

Stratification factors:
N=257

e Stage: IB(24cm)vsllvsllIA
e Race: Asian vs non-Asian

Primary endpoint
- DFS per investigator,* tested hierarchically:
- Stage lI-IlIA — ITT (Stage IB-IIIA)

Wu et al, NEJM 2024

Alectinib
600 mg BID

2 years

Platinum-based
chemotherapy?
Q3W; 4 cycles

Recurrence

Recurrence

Further
treatments at
investigator’s

choice and
survival
follow-up

False dichotomy!

[ASLC ASSOCIATION Speaker: Gregory J. Riely, MD

FOR THE STUDY
OF LUNG CANCER
Conquering Thoracic Cancers Worldwide

@TLCconference #TexasLung24



2 years of Alectinib improves disease-free survival

Intention-to-Treat Population

- Alectinib

=

=

2

. g Median Diseaze-free

o L Survival (959 CI)

N

E = ) mo

- ..E. Alectinib Mot reached

% 8 20 Chemotherapy Chemotherapy 41.3 (28 5-NE)

e

= 20 Hazard ratio for disease recurrence
d or death, 0.24 (95% CI, 0.13-0.43)
a8 104 P<0.001

u | | | | | | | | |
(1] (3] 12 18 24 30 i6 42 48 54
Months since Randomization
Wu et al, NEJM 2024
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2 years of Alectinib improves CNS disease-free

survival

Percentage of Patients Alive and
Free from CNS Disease
LA
T

Alectinib

CNS Disease—free Survival

=

No. at Risk
Alectinib 130 124
Chemotherapy 127 113

Wu et al, NEJM 2024

12

124
98

18 24 30 36 42

Months since Randomization

118 74 55 39 22
90 57 43 27 18

Chemotherapy (95% Cl) at 24 Months
percent
Alectinib 98.4 (96.1-100)
Chemotherapy 85.8 (78.8-92.8)
Hazard ratio for CNS disease recurrence
or death, 0.22 (95% Cl, 0.08-0.58)

1 1
45 24
10 3
11 2
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Ad - u Va n t A I e ct i n i b n Table 2. Adverse Events Occurring in at Least 10% of Patients in Either Trial Group (Safety-Evaluable Population).®

J - Alectinib Chematherapy
Adverse Event (M =128) (N=120)

Adve rse eve nts Any Grade Grade 3 or 4 Any Grade Grade 3 or 4

numiber of patients (percent)

Any adverse event 126 (98.4) 18 (29.7) 112 (93.3) 37 (30.8)
Mausea 10 (7.8) o 87 (72.5) 5 [4.2)
Creatine kinase increased 55 (43.0) B [6.2) 1 (0.8) 1{0.8)
Constipation 54 (42.2) 1 {0.8) 30 (25.0) 1(0.8)
Aspartate aminotransferase increased 53 (41.4) 1 (0.8) 6 (5.0) 0
Alanine aminotransferase increased 43 (33.6) 2 (1.6) 11 (9.2) 0
Bload bilirubin increased 43 (33.6) 2 [L6) 1 (0.8) 0
Decreased appetite 7(5.5) 0 35 (29.2) 1(0.8)
Covid-19 37 (28.9) (i} 1(0.8) 0
Myalgia 36 (28.1) 1{0.8) 2 (L7) 0
Anemia 30 (23.4) o 31 (25.8) 1{0.8)
Vomiting 8 (7.0) o 30 (25.0) 2(L7)
Alkaline phosphatase increased 32 (25.0) 0 4(3.3) 0
White-cell count decreased 2 (L) o 23 (19.2) 4(3.3)
Meutraphil count decreased 3(23) (i} 21 (17.5) 12 (10.0)
Asthenia 14 (10.9) 0 19 (15.3) 3 (2.5)
Neutrapenia 2 (1.6) 0 19 (15.3) 10 (%.3)
Creatinine increased 19 [14.8) 1{0.8) 6 (5.0) 0
Cough 19 (14.8) 1{0.8) 4(3.3) 0
Fatigue 18 (14.1) 1{0.8) 16 (13.3) 2(L.7)
Rash 18 (14.1) 1{0.8) 7 (5.8) 0

Modified from Wu et al, NEJM 2024
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Adjuvant Alectinib: Adverse events

Adverse event

Blood creatine phosphokinase increased
Constipation

Aspartate aminotransferase increase
Alanine aminotransferase increased
Blood bilirubin increased

COVvID-19

Myalgia

Blood alkaline phosphatase increased
Anaemia

Asthenia

Nausea

Vomiting

Decreased appetite

Neutrophil count decreased
Neutropenia

White blood cell count increased

Alectinib Chemotherapy
(N=128) (N=120)

100% 40% 20% 0 20% 40% 60% 80% 100%
AE grade: [l 1/2 12
Solomon et al, ESMO 2023
B 3/4 B 3/4
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RET positive NSCLC - selpercatinib
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RET positive NSCLC - selpercatinib

B Previous anti-PD-1 or [ Mo previous anti—PD-1 or * Previous multitargeted

anti-PD-L1 therapy anti-PD-L1 therapy kinase inhibitor
EGFR mut
Teil A All Target Lesions
EGFR exon 20 ins 40
1.0% i
ALK fusion
3.0% e T
ROS1 fusion & %
1.4% a
BRAF V600E w4
1.0% 8
RET fusion E
e 3
1.3%  -20-
ERBB2 mut A . =
2.5% & .
MET exon 14 & 404
3.0% -,5
KRAS%1(}2()(/3 g 60
. /0 E
RR 85% 64%
=100 (]
Drilon et al, NEJM 2020 MPFS NE 17 mo
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RET targeting in the adjuvant setting

* RET fusion-positive

NSCLC (stage IB/II/IIIA) Selpercatinib

ARM A Participants >50 kg N

: . 160 mg BID ~ 5

= Ineeailed loooiaional Participants <50 kg 9 e
(surgery or radiotherapy) Randomize (1:1) | 9 g. 2

n (overall) ~ 170 —— 3 &

o =

* No evidence of disease . . =
recurrence following Double-blind trial Placebo Crossover** @

definitive therapy as well — Matching dosaBgleD units to arm A

as adjuvant therapy*

**Crossover to selpercatinib allowed
ONLY at disease recurrence or
—— progression (per RECIST v1.1 and/or
l Simtification tactors histopathological confirmation)

Disease stage (stage IB/II/IIA)
Prior definitive therapy (surgery/radiotherapy)

“participants must have undergone available anti-
cancer therapy (including chemotherapy or

Tsuboi et al, Future Oncology 2022 durvalumab) or not be suitable for it”
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Conclusions

* For patients with resected stage lI-lll, EGFR mutant NSCLC, 3 years of
adjuvant osimertinib improves disease-free survival, CNS-disease-free
survival, and overall survival for patients with resected stage Il-lll

NSCLC.
* For patients with EGFR mutant NSCLC, outcomes are better if patients
also receive chemotherapy.

* For patients with resected stage ll-lll ALK positive NSCLC, 2 years of
adjuvant alectinib improves disease-free survival and CNS-disease-free

survival.
« Years of therapy leads to years of toxicities
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Open questions
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How does chemotherapy contribute?

When do we invest the patient resources in these trials?
o Firstin class or best in class?

o After achieving some efficacy bar?

o What about rare targets?

Do very early-stage patients benefit (i.e. stage 1A)?

How long should adjuvant therapy be given (2 years, 3 years, 5 years,
forever)?

How do we manage long-term toxicity in these patients?
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