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BENEFIT OF NEOADJUVANT AND ADJUVANT CHEMOTHERAPY
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1. NSCLC Meta-analysis Collaborative Group. Lancet 2014
2. Pignon, et al. J Ciln Onco %808
17

3. Postmus, et al. Ann Oncol



https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(13)62159-5/fulltext
https://ascopubs.org/doi/10.1200/JCO.2007.13.9030
https://www.annalsofoncology.org/article/S0923-7534(19)42150-9/fulltext
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EPIDEMIOLOGY OF ONCOGENE-ADDICTED EARLY NSCLC
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Early-Stage NSCLC
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Stage [l advanced early

EGFR Number of Cases Prevalence among EGFR Mutations Prevalence among All Analyzed ES-NSCLC
Exon 19 in frame deletions 40 56.3% 11.5%
Exon 20 in frame insertions 7 9.9% 2%
p-(L858R) 16 22.5% 4.6%
Uncommon alterations 4 5.6% 1.1%
Mutation type Number of cases
p(G7194) 2

p.(L861Q) 2

BRUNO R, et Al. Cancers 2024



ADJUVANT TREATMENT FOR EGFR-m NSCLC
Before Osimertinib

DFS (mo.) 05 (mo.)

Country HR: p-value | TR Crossover
RADIANT* Internat. IB-lllIA 161  Erlotinibx 2 y vs. Pl ﬂ:f;:‘?;]& 1.09 (0.54-2.16) Not Rep.
ADJUVANT China I-IA 222 Gefitinib x 2y vs. CT - {gﬂ':ffuf;:;;';ﬁulml u.aziz:gzﬁ.:i;ﬂu.ﬁ? 52%
IMPACT  Japan  I-lIA 234  Gefitinib x 2y vs. CT n.gziz.‘i?ﬁ;:ijn.ﬁa o3 [EE;?:E; g 5%
EVAN China 11! 102  Erlotinib x 2y vs. CT 0.38 (0.20-0.70): 0.001 u.iz'?uﬁ:;:;?] 37%
EVIDENCE China  I-IA 332  Icotinibx 2y vs. CT 5 a6 {:?,‘:g_;";i';mm 0.91 (0.42-1.94) Not Rep.
CORIN China  IB 128  Icotinibx 1y vs. Pl NR vs. NR P=0.098 83%

0.23 (0.07-0.81):0.013

The DFS benefit achieved with1® GEGFR TKI in EGFR-mutant early-stage NSCLC, did not translate in OS benefit

Table from Remon — ITO 2023, medified [ Kelly— 100 2015 * Zhong — JC0 2021 * Tada- JCO 2023 * Yue — ICO 2022 * He — Lancet Resp Med 2021 * Ou — edinicalMed 2023 * Tsuboi— NEIM 2023 *Wang —ASCD 2024)



ADAURA Phase lll study design

Patients with completely resected

g : Planned treatment duration:
stage® IB, Il, A NSCLC, with or without

Osimertinib 80 mg, S.yoars
# 5
once daily = _
Key inclusion criteria: Treatment continued until:

218 years (Japan / Taiwan: 220) ) : » Disease recurrence
WHO performance status 0 / 1 Stratification by: Randomization - Treatment completion
Confirmed primary non-squamous NSCLC Stage (IB vs Il vs llA) 1:1 - Discontinuation criterion met

adjuvant chemotherapy?

Brain imaging, if not completed pre-operatively Race (Asian vs non-Asian) Follow-up:

Complete resection with negative margins?®  Until recurrence: Week 12 and
Maximum interval between surgery and - L 24, then every 24 weeks to
randomization: 5 years, then yearly

« 10 weeks without adjuvant chemotherapy - After recurrence: every 24 weeks
» 26 weeks with adjuvant chemotherapy for 5 years, then yearly

Endpoints
* Primary endpoint: DFS by investigator assessment in stage lI-llIA patients
+ Key secondary endpoints: DFS in the overall population (stage IB-IllA), landmark DFS rates, OS, safety, health-related quality of life

Exploratory endpoint: Evaluate the feasibility of ctDNA-based MRD detection to predict disease recurrence
HERBST et Al. ASCO 2023 during adjuvant osimertinib treatment and post-treatment follow-up




ADAURA STATISTICAL PLAN

Primary analysis: DFS in the stage |l to lllA population*

Primary endpoint (DFS) reported 2 years early (IDMC recommendation); alpha allocation revised and allocated to unplanned interim analysis.
Included interim per-protocol analysis of OS at 5% maturity

¥

Primary analysis: DFS in the overall population (stage IB to llIA)*
Reported 2 years early (IDMC recommendation)

.

0OS in the stage Il to llA populationt
Final OS5 analysis when approximately 94 deaths have been observed in the stage || to llA population (approximately 20% maturity)

$

OS in the overall population (stage IB to lIIA)f
Remaining alpha will be fully exhausted
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ADAURA DISEASE-FREE SURVIVAL

ADAURA primary DFS analysis’? (stage IB—IlIA)*

Unadjusted Cax proportional-hazards madel

Sex
Male
Ferale
Age
<65 yr
=65 yr
Smoking history
Yes
Mo
Race
Asian
Mon-Asian
Stage
IB
Il
A
EGFR mutation
Ex19del
L85ER
Adjuvant chematherapy
Yes
Mo

204
478

380
302

194
488

434
248

212
236
234

73
304

410
272

Osimertinib Better

Placebo Better

NEJM October 2020
ol Median DFS, months (95% Cl)
] . Osimertinib  NR (NC, NC)
- Placebo 27.5 (22.0, 35.0)
- HR(99.127% Cl)  0.20 (0.14, 0.30) Maturity: 29%
p<0.0001 osimertinib, 11%,; placebo, 46%
1 1 Ll 1 1 1 1 1 1
No. of Patients Hazard Ratio for Disease Recurrence or Death (95% Cl)
682

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

DFS probability

020 (0.15-0.27) NO- atrisk
0.19 (0.13-0.27) Osimertinib

0.19 (0.10-0.33)
0.18 (0.11-0.28)

0.16 (0.09-0.26)
0.22 (0.13-0.36)

0.10 (0.04-0.22)
0.23 (0.15-0.34)

0.21 (0.13-0.31)
0.15 (0.07-0.28)

0.39 (0.18-0.76)
0.17 (0.08-0.31)
0.12 (0.07-0.20)

0.12 (0.07-0.20)
0.31 (0.18-0.49)

0.16 (0.10-0.26)
0.23 (0.13-0.40)

Placebo

ADAURA updated DFS analysis®* (stage IB—IIIA)t

JCO January 2023
- Median DFS, months (95% ClI)
! Osimertinib  65.8 (61.7, NC)
= Placebo 28.1 (221, 35.0)
-~ HR (95% Cl) 0.27 (0.21, 0.34) Maturity: 45%
osimertinid, 28%; placebo, 62%

CNS DFS probability

ADAURA updated CNS DFS analysis®® (stage lI-IlIA)
JCO January 2023

1.0 =ttt
0.9 —
0.8
0.7

0.6 - L

0.5 —
0.4 — Median CNS DFS, months (95% Cl)

0.3 - .Oslmortinlb NR (65.8, NC)

0.2 - Placebo NR (NC, NC)

0.1 - HR(95%Cl) 0.24 (0.14, 0.42) Maturity: 13%
osimertinib, 9%, placebo, 17%

0.0 T T T T T T T T T T T 1

0 6 12 18 24 30 36 42 48 54 60 66
Time from randomization (months)

WU NEJM 2020; HERBST et Al. ASCO 2023

72



ADAURA OVERALL SURVIVAL

1.0 } } H-H H
N 91% 1.0 95% 93%
0.9 — | 85% :
T ] 0'9 - 1 )
2 0.3 o 86% 1 1 1 89% : : :
= : 80% , \ & 08— : 84% | :
m 0.7 — - |
8 5-year OS rate, % (95% Cl) : 73% | 8 o074 5-year OS rate, % (95% CI) 78% |
o 0.6 = 1 1 o) = I
= ||l osimertinib (n=233)  85(79,89) ! i 2 oo [ Osimertinib (n=339) 88 (83, 91) |
3 e
4 0.5 = 1 ] g - |
g Placebo (n=237) 73 (66, 78) I " ?:_ 0.5 — Placebo (n=343) 78 (73, 82) ,
= ™7 : : 2 04 |
= ¥ 1 1 = 7 ° 1
s 03— OverallOS HR 0.49 (0.33, 0.73); | - e Overall OS HR 0.49 (0.34, 0.70); .
. 1 | vt 7 0, |
© . (95.03% Cl) p=0.0004 . : 3 (95.03% ClI) p<0.0001 .
' | I 0.2 — !
I ] ] | ) )
0.1 — | 1 1 1 1 1
STAGE II-IlIA | . , 014 STAGE IB-1I-11IA : : :
0.0 | L 1
| I | I 1 I 1 I | | I I I 1 I ! ! 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 o0 | I [ I I I | | I | T T T T 1
) . 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time from randomization (months)
No. atrisk Time from randomization (months)
Osimertinib 233 229 224 224 221 214 208 205 200 170 115 82 33 9 0 - No. atrisk
Placebo 237 232 226 221 210 202 190 182 171 138 94 53 25 B 2 0 Osimertinib 339 332 325 324 319 311 304 301 294 252 176 108 50 15 0 2
Placebo 343 338 332 326 314 304 290 281 267 223 164 97 44 17 3 0
Overall survival by disease stage
Stage IB B I mA . . . =
L 29018 oun — Sla Stage Stage OS across subgroups: patients with stage IB / Il / lllA disease
g year rate,
Z ns g
2 | 8% % (95% Cl) Subgroup No. of events | patients HR 95% CI
a 0.6 1 o s
3 ! . Osimertinib 94 (86, 97) 85(77,91) 85 (76, 91) Overall (N=682) Stratified log-rank 124 | 682 —— 0.49 0.34, 0.70
% 0.44 ] Placebo 88 (80, 93) 78 (69, 85) 67 (57, 75) Unadjusted Cox PH 124 | 682 —— 0.48 0.33, 0.70
T 02 ! Overall HR 0.44 0.63 0.37 Sex Male 421 204 I —] 0.62 0.33,1.13
S 0o i (95% CI) 047,1.02)  (0.34,1.12)  (0.20, 0.64) Femala a2 [ ATE L ——— 044 0.25, 0.5
5 12 18 24 30 36 42 48 54 60 66 72 78 B84 90 Age <65 years 60 / 380 —— 0.56 0.33, 0.94
iR Time from randomization (months) 265 years 64 | 302 —_—— 0.42 0.24, 0.69
Osimertinib 106 103 101 100 98 97 96 96 94 82 61 9 17 6 0 - - .
Placebo 106 106 106 105 104 102 100 99 95 B85 70 44 19 9 1 0 Smoking history Yes 34/ 194 —_— 0.45 0.22, 0.89
.04 Stage Il 153 Stage IIIA No 90 / 488 —— 0.49 0.31, 0.76
g w § g Race Asian 731 434 ——— 0.61 0.38, 0.97
 Rad ¢ 5 o8 : Non-Asian 51/ 248 —_— 0.33 0.17, 0.61
B 78% &
5 087 i 7 061 167% Stage* 1B 241 212 —_—— 0.44 0.17,1.02
T o0ad ; B o] : 1l 46 / 236 —_—t 0.63 0.34,1.12
a2 1 L I 1A 54 | 234 — 0.37 0.20, 0.64
" 1 E i I =
g = ! i : EGFR mutation Ex19del 65/ 378 —_— 0.35 0.20, 0.59
L R D T L858R 59 / 304 ——t 0,68 0,40, 1.14
6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 6 12 18 24 30 36 42 48 54 60 66 72 78 84 s — e
e~ Time from randomization (months) i Time from randomization (months) Adjuvant Yes 741 410 = 0.49 0.30, 0.79
Osimentinib 118 116 112 112 112 109 104 104 100 83 61 36 19 4 0 - Osmetinib 115 113 112 112 108 105 104 101 100 & 54 3B 14 5 g chemotherapy No 50/ 272 —_— 0.47 0.25, 0.83
Placebo 148 118 117 114 110 107 104 103 94 79 56 32 18 7 2 0 Placebo 119 114 109 107 100 95 86 M T 58 38 21 9 1 0 r 1
eresewteD Be: ROy S. Herbst T T .U ey
2 ASCO St s oosg e e e, ASCO SEELY HR for overall survival (95% Cl)

ERBST et AL ASCO 2023 _

Favors osimertinib Favors placebo




ADAURA SUBSEQUENT TREATMENTS

Subsequent treatments, n (%) Osimertinib (n=339)

Patients who received subsequent anti-cancer treatment* 76 (22) 184 (54)
EGFR-TKIs 58 (76) 162 (88)
Osimertinib 31 (41) 79 (43)
Other EGFR-TKIs 28 (37) 114 (62)
Chemotherapy 20 (26) 46 (25)
Radiotherapy 30 (39) 53 (29)
Other anti-cancer treatments 12 (16) 29 (16)

HERBST et Al. ASCO 2023




At the final DFS analysis (data cut-off: April 11, 2022), all patients had completed or discontinued study treatment; the safety

ADAURA SAFETY & QoL

profile of adjuvant osimertinib with extended follow-up'2 was consistent with the ADAURA primary analysis?®

AE, any cause*, n (%)

Osimertinib (n=337)

Any AE 330 (98) 309 (90)
|i'3myr AE Grade =3 79 (23) 48 (14)
Any AE leading to death 1(<1) 2(1)
Any serious AE 68 (20) 47 (14)
Any AE leading to discontinuation 43 (13) 9(3)
Any AE leading to dose reduction 42 (12) 3(1)
Any AE leading to dose interruption 91 (27) 43 (13)

AE, possibly causally related*t, n (%)

Any AE 308 (91) 199 (58)
Any AE Grade 23 36 (11) 7(2)
| Any AE leading to death 0 0

Any serious AE 10 (3) 2(1)

At the time of the current data cut-off for OS (January 27, 2023), one additional serious AE (COVID-19 pneumonia) had
been reported, which occurred >28 days after treatment discontinuation; the investigator determined that this was not
treatment related and the patient made a full recovery

HERBST et Al. ASCO 2023
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ALINA study design*

Resected Stage IB (24cm)-llIA

ALK+ NSCLC Alectinib
per UICC/AJCC 7t edition 600 mg BID Recurrence
Other key eligibility criteria: 2 years Further
« ECOG PS 0-1 treatments at
« Eligible to receive platinum-based R inves_tigator’s
chemotherapy 1:1 chmcr—;— and
» Adequate end-organ function survival
« No prior systemic cancer therapy Platinum-based follow-up
Stratification factors: chemotherapy* Hegllifaiis
. Stage: IB (= 4cm)vs Il vs llIA N=257 Q3W; 4 cycles
« Race: Asian vs non-Asian
Primary endpoint Other endpoints Disease assessments (including brain
« DFS per investigator,* tested hierarchically: *» CNS disease-free survival MRI)$ were conducted: at baseline,
- Stage II-lIIA — ITT (Stage IB-IlIA) « OS every 12 weeks for year 1-2, every

. Safety 24 weeks for year 3-5, then annually

SOLOMON et Al, ESMO 2023



ALINA STATISTICAL PLAN

DFS testing hierarchy

* ALINA was designed to demonstrate superiority of

alectinib compared with chemotherapy, with 80% DFS in stage lI-IlIA patients
power to detect a DFS HR of: ot = 0.0118

* 0.55in the stage lI-IllA subpopulation

« 0.58in the ITT population (stage IB—IIIA) It positive l

DFS in the ITT population
(stage IB-IIIA)

a* =0.0077

* One interim analysis was pre-planned after ~67% (59)
events in the stage lI-IlI1A subpopulation




ALINA DISEASE-FREE SURVIVAL

100 93.8% 100 93.6%

80 o Alectinib o Alectinib
;\? ?‘-\2' L L L m T
= T 63.7%

2 2
E E : : 54.0%
s py Chemotherapy ; FA Chemotherapy
£ NR vs. 44.4 mo I I E NR vs. 41.3 mo ' ]
] 1 1 o
HR 0.24 ! ! HR 0.24 : !
@
& (95% C1 0.13-0.45) ! ! 2 (95% Cl 0.13-0.43) ' !
1 1
| ’ : :
1 1
1 1 1 1
STAGE II-IlIA | | STAGE IB-IIIA i |
0 ] L | ] : ] I. T T T 0 L] L] L) : L) Il L) n L
0 5 12 18 24 30 36 42 48 54 0 5 12 18 24 30 36 42 48 54
Subgroup No. of events / patients DFS HR (95% Cl) " Time (months)
Al patients 65 /257 —— 0.24 (0.14-0.43) 2
- 98.4%
Age <65 43 /196 S a— 0.26 (0.13-0.52) c 100 ° 95.5% Alectinib
265 22/ 61 - 1 0.24 (0.08-0.71) Yttt
I
Sex Male 35 /123 = 0.26 (0.11-0.60) -
Female 30 /134 <—I-:—l 0.22 (0.10-0.50) = 80 4 :35.8% | - Che;notherapy
! ® 1 1
Race Asian 31 /143 — 0.36 (0.17-0.79) 2 | 1 79.7%
Non-Asian 34 /114 -'—I—:—l 0.16 (0.06-0.38) 5 604 : :
b4 1 1
ECOGPSat 0 32 /137 —. 0.20 (0.09-0.46) 8 ] 1
baseline 1 33 /120 bl 0.31 (0.14-0.89) 5 : :
1 @ - 1 1
Tobacco use Never 37 /154 |—r.—| 0.27 (0.13-0.55) g 40 ! |
history Currgnt 0/ 8 : NE 5 : :
Previous 28 / 95 - 0.22 (0.08-0.57) W . .
Z . | 1
Stage* Stage IB 6 / 26 = 0.21 (0.02-1.84) G 20 ! !
Stage Il 2/ 92 - 1 0.24 (0.09-0.65)
Stage llIA 37 /139 —— 0.25 (0.12-0.53) CNS DFS . .

- I 0 L] L] L] II L) : L) L) L
Regional lymph NO 11/ 39 _— 0.19 (0.04-0.88) 0 B 12 18 24 30 36 42 48 54
node status N1 20 / 88 b — = 0.34 (0.13-0.89) )

N2 34 /130 — 0.21 (0.09-0.47) Time (months)
: No. at risk
. o " Alectinib 130 124 124 118 74 55 39 22 10 3
o1 03 10 30 Chemo 127 113 98 a0 57 43 27 18 1 2

Alectinib better

>

Chemotherapy better

SOLOMON et Al, ESMO 2023



ALINA SUBSEQUENT TREATMENTS

Number of patients with disease recurrence, n (%) A(Iﬁz:ig;b Chemc;t;:;rapy
Patients with any subsequent therapy 13 (87) 43 (88)
Systemic therapy 13 (87) 38 (78)
ALK TKI 7 (47) 37 (76)
Alectinib 4 (27) 29 (59)
Brigatinib 4 (27) 4 (8)
Crizotinib 0 4 (8)
Lorlatinib 0 2(4)
Ceritinib 0 1(2)
Chemotherapy 6 (40) 2(4)
Immunotherapy 1(7) 1(2)
Other anti-cancer therapy 1(7) 1(2)
Radiotherapy 9 (33) 9 (18)
Surgery 1(7) 3 (6)

SOLOMON et Al, ESMO 2023



ALINA SAFETY &
QoL

Alectinib

Adverse event (N=128)

Blood creatine phosphokinase increased
Constipation

Aspartate aminotransferase increase
Alanine aminotransferase increased
Blood bilirubin increased

COovID-19

Myalgia

Blood alkaline phosphatase increased
Anaemia

Asthenia

Nausea

WVomiting

Decreased appetite

Neutrophil count decreased
Neutropenia

White blood cell count increased

100% 80% 60% 40% 20%
AE grade: [ 1/2
- 3/4
-]
—CE  —DCS A
]
Battar HRGoOL
— Pepulation norm = 50
Alectinib B
]
[ \WWorze HRGoL
» I
E Bassline Weak 3 ‘Weak & Weak 9 Wask 12 Weak 24 Weak 35 Wask 43 Wask 80 Weak T2 ‘Waak B4 Wask 56
=
E,'Ig &0 "
L
W g5 Better HRCAL

Chemotherapy  *°

Population norm = 50

; “Worse HREQoL
-h-h"""'-l-._

45

¥
40 . - - - - : : : : - -
Baszeline Week 3 Week & Week 3 Weaek 12 OFUY 1 OFUw 2 DFUY 3 OFU 4 DFUW 3 QFUV & DFUY T

HRIUL, Frealll redarbesd gually of e, DF LW, disesrse kol up vsL esery 12 weeks), MUS, menly) component summesy, PCS, plivsical companznl summany, HHDoL em SF 25e2

Chemotherapy
(N=120)

20% 40% 60% 80% 100%

SOLOMON et Al, ESMO 2023
NISHIO et Al, ASCO 2024



OPEN ISSUES

BIOMARKERS FOR CHEMOTHERAPY ?

MINIMAL/MOLECULAR RESIDUAL DISEASE (MRD) ?

NEOADJUVANT TREATMENT ?

OTHER ONCOGENES ?



Probability of PFS

1.00 H_._t:l_l_l i

BIOMARKERS FOR CHEMOTHERAPY ?

TP53 wild-type at baseline

Median PFS, months (95% CI)

= Osimertinib + chemotherapy (n=31) NR (24.7, NC)

=== Osimertinib monotherapy (n=31) NR (NC, NC)

HR (95% CI) NC*

1 H— o
0.75 4 I_“—" —— :_‘-L*_q::;:;
050 4
025
0.00
TP53 alteredt at baseline
Median PFS, months (95% CI)
=== Osimertinib + chemotherapy (n=41) 27.6 (24.7, NC)
=== Osimertinib monotherapy (n=38) 276 (13.9, 30.3)
HR (95% CI) 0.57 (0.29, 1.12)
1.00 —rozrzzzz=--:,
PO .
® 075 4 fee, il
o -
k=] i +
g 0.50 REELL S EREEE AELEL . LLLt
= ..
£ 24
& 025 - -
0.00

Mu

Survival probability

Alectinib arm (n=99)

1.00 T .
075 o
I
0.50 <
025
— WT TP53 . )
— Mutated TP53 HR 2.73 (95% CI: 0.89-8.39)
000 . b Ll | T T T T T
Chemotherapy arm (n=94)
1.00 =
> 0.75 «
%
=
a 050 4
E —_—1
5
9025 -
— WT TP53 Vo
= Mutated TP53 HR 1.09 (95% CI: 0.56-2.14)
0.00 r T T Y ' . . . :

0 6 12 18 24 30 36 42 48 M

YANG et Al, WCLC 2024
SOLOMON et Al, ESMO 2024



MRD ?

Patients with detected MRD at baseline

e s o0 o o e
e 000 OO0 O O -
e o o s e o0
« 00 eo0e sp
e o o 8 o o o o Treatment
o . - On osimertinit
-‘ Off osimertinit
e o o W Placebo”
e o o
» MRD status
¢« o B © MRD undetested
e o A ® VIRD cetected
® MRD not tested
e ofs
i o3 DFS event
" Local f regional
* [He O Distant
o s 4 Death
e W
°»
o[s]
0 12 24 36 48

Time (months)

JOHNT, et Al. ASCO 2024

Tumor-informed MRD using RaDaR*

Tumor sample
whole exome
sequencing

Tumor-specific
ctDNA panel
deslgn

Clearance of baseline MRD

Germline DNA panel
validation to exclude

germline & CHIP
variants

LBty -8~ Osimertinib (n=5)
1x10 7 Placebo {n=13)
5 1x10-3 -/
2 1x10+
e MRD detected
S 1x105 4 ind DFS event+
(both groups,
1x107% - n=62)
MRD
undetected T T !
0 12 24 48

Time (months)

« Of 18 patients with detected MRD at baseline

—_—

Plasma collected
during [ after treatment

NGS

MRD lead time to DFS

Median (95% CI): 4.7 months (2.2, 5.6)

Plasma
longitudinal MRD
monitoring via

-10

= 4/ 5 patients receiving osimertinib cleared MRD
= 0/ 13 patients receiving placebo cleared MRD

On treatment
MRD / DFS event

No Post-
treatment
MRD / DFS MRD / DES

?{V;;t event 17%
(]

524 months
5%

Osimertinib (n=112)

1 1 1
10 20 30

Time (months)

No
MRD / DFS
event
31%

MRD /DFS
event
69%

Placebo (n=108)

40



LUMPcure 2 (CTONG 2201)

IN | |

e _AAL S NS Ocinber 22, 20288.23)

Curre nt Trial Report Figure 1 Study design of CTONG 2201 trial. Abbreviations: AJCC = American Joint Committee on Cancer; y/o = years old;
CEA = carcinoembryonic antigen; CYFRA21-1 = cytokeratin 19 fragment; DFS = disease-free survival;

EFS = event-free survival; CT = computed tomography; MRD = molecular residual disease; MRI = magnetic
resonance imaging; NSCLC = non-small-cell lung cancer.

Adjuvant Therapy-Free Strategy for Stage IB to
ITTA Non—Small-Cell Lung Cancer Patients After
Radical Resection Based on Longitudinal

Undetectable Molecular Residual Disease: — mm
Prospective, Multicenter, Single-Arm Study i

: | " . Y, Thes B o ) undetectable MRD
Jia-Tao Zhanlg, Song Dong," Wei-Quan Gu,” Ning Zhao,” Yi VLlang, § + Age218ylo Secondary
Wen-Fang Tang,” Shuo-Yan Liu,” Feng Wang,” Guang-Suo Wang,’ Bin Pcng, { « NSCLC Day 3-10 Day 3017 + 2-year DFS rate for patients who
_ Nan Wu,” 1thl Yan," Guo-l_llun Geng, %c—l‘cng Xie,” Yan—Long Yang,” - « RO resection A - « Every three months for the maintain 6, 12 or 18 months-
]lan-.Hua‘ Z'}}a:.ng, Tao thg, Nuo Yang, Wen-Jie Jiao,'” Yuan-Yuan Xiong, - « Stage IB-llIA (eighth AJCC) first two years longitudinal undetectable MRD
M iao (,‘3‘1,‘ Fz.zng .Ln, Rong-Rong Chen,' ' Hong-Hong Yan, Si-Yang Maggxe « No previous antitumor » Every sixmonths thereafter  +  5-year DFS rate for patients who
Liu,'*'"” Xin Yi,'” Wen-Zhao Zhong,' Xue-Ning Yang,' Yi-Long Wu'- therapy until five years maintain 2-year longitudinal
+ ECOG 0-1 undetectable MRD
Abstract «  Life expectancy 212 weeks + 2-year EFS rate
Background: The utility of circulating tumor DNA to monitor molecular residual disease (MRD) has been clinically
confirmed to predict disease recurrence in non-small cell lung cancer (NSCLC) patients after radical resection. Patients
with longitudinal undetectable MRD show a favorable prognosis and might not benefit from adjuvant therapy. Patients F OHOW-Up‘
and Methods: The CTONG 2201 trial Is a prospective, multicenter, single-arm study (ClinicalTrials.gov identifier, v
NCT05457049), designed to avaluate the hypothesis that no adjuvant therapy is needed for patients with longitudi- * Year 1: CT/IMRI/MRD/CEA/CYFRA21-1
nal undetectable MRD. Pathologically confirmed stage |B-llIA NSCLC patients who have undergone radical resection + Year 25: CT/MRD/CEA/CYFRA21-1
will be screened. Only patients with 2 consecutive rounds of undetectable MRD will be enrolled (first at days 3-10, *
second at days 30 = 7 after surgery), and admitted for imaging and MRD monitoring every 3 months without adjuvant
therapy. The primary endpoint is the 2-year disease-free survival rate for those with longitudinal undetectable MRD,
The recruitment phase began in August 2022 and 180 patients will be enrolled. Conclusions: This prospective trial will
contribute data to confirm the negative predictive value of MRD on adjuvant therapy for NSCLC patients Clinical Trial
Registration: NCT05457049 (CTONG 2201). N Al 1 8 O

Clinical Lung Cancer, Vol. 000, No.xxx, 1-4 @ 2023 Elsevier Inc. All rights reserved.
Keywords: Circulating tumor DNA, Adaptive therapy, Minimal residual disease

ZhangJT et al. Clin Lung Cancer. doi org/10 1016/j clic 2023
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Change from baseline (%)

NEOADJUVANT TREATMENT ?

NEOS (single-arm, phase |IB) ALNEO (single-arm, phase ll)

Patient Response
10

Resectable locally advanced

stage III NSCLC Neoadjuvant phase Adjuvant phase
<1 « Candidate for surgical resection after e = & =5 =
5 multidisciplinary discussion Alectinib 600mg bid rgery BEadl Alectinib 600mg bid
; - ALK positive (IHC/FISH/NGS) (e R for 24 cycles
=30 mrrmmm——————————— *  No Previous treatment
40 + ECOGPS 0-1
-50 Primary Endpoint: MPR by BICR the null hypothesis that the MPR is <20%
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Secondary Endpoints: pCR by BICR, OR, EFS, DFS, OS, AEs

PathologicResponse | n-=12 B | n=25 |

-60 * Did not receive surgery

80 Endpoint N=38 MPR, n (%) 7 (39) | Underwent Surgery, n (%)  21(84) |
b CR 0(0%) pCR, n (%) 3(17) RO, n (% of surgery) 18 (86)
100 PR (M%) No MPR, n (%) 6(33) Type of surgery, n (%)
Tumor Response, n (%)
SD 1(2%%) Mot Assesced, n (%) 5(28) Lobectomy 17 (81)
0
v | Objective Responser | n=25 [ 2
ORR 1% (27/36) CR. n (%) 1) Other Surgery 2 (9.5)
DCR 100% (38738) pn{ ) G5 Received adjuvant 20 (95)¢
RO resection 94% (3032 = B o alectinib, n (%0 of surgery)
S0, n (% 4 (16
' Median interval from
H;: 1;: [1?;?] PD, n (%) 1(4) surgery, weeks (IQR) 4.5(2.7-6.0)
P (125) ORR, (%) 20 (80) Median n of cycles, n (IQR) 6 (1-20)
ological response 200 i

4 patients did not undergo surgery, 1 patient underwent explorative thoracotomy; ®at pre-surgical evaluation;
2 patients received adjuvant alectinib even though surgery was not radical.

Lv C, et Al. Lung Cancer 2023; Leonetti a, et Al. WCLC 2024



OTHER ONCOGENES ?

Trial design of LIBRETTO-432 (NCT04819100)

LIBRETTO-432 is a Phase 3, global, multicenter, randomized, double-blind, controlled trial evaluating
efficacy and safety of adjuvant selpercatinib versus placebo in patients with RET+ Stage IB-IIIA NSCLC
following completion of definitive radiotherapy or surgery with curative intent, and other adjuvant therapy
if indicated (NCT04819100).

On-Study Treatment (28-day cycles, maximum of 3 years) .
* RET+ NSCLC (Stage

IBAINIIA)

Selpercatinib

Participa
Received locoregional Pa
definitive therapy =

(surgery or oY)

|
v Survival
Follow-Up

Crossovert

No evidence of disease
recurrence following
definitive therapy as well

as adjuvant therapy®

] Stratification factors

Disease stage (Stage IBUIIA)
Prior definitive therapy (surgery, radictherapy)

]
5]
c
(7]
E
3
o
o

Maiching dosage unds to Arm A BID \_J

*Crosscver 10 sepercatrvd alowed ONLY at
disease recwrence or progression (per RECIST
v! 1 andice Mistopathologic o corfrmation)

.

IParticipants must have undergone the available anti-cancer therapy (including chematherapy or durvalumab) or not be suitable for it,
based on the investigator's discretion

Key Eligibility Criteria

GEOMETRY-N (NCT04926831)

Key Eligibility Criteria

+ Resectable stage IB-
lIA, N2 and selected
IIB (T3N2 or T4N2)
NSCLC3

= METex14 andlor
METamp (GCN 210)

« ECOGPS <1

* No prior therapy

Cohort A
(METex14)
N=19

Neoadjuvant
treatment
(8 weeks)

Capmatinib
400 mg BID,
28-day cycle

Capmatinib
400 mg BID,
28-day cycle

Optional
adjuvant
chemotherapy
(up to 4 cycles)

Optional
adjuvant
chemotherapy
(up to 4 cycles)

End Point: MIPR

Adjuvant
treatment

Capmatinib
400 mg BID,
28-day cycle

Follow-up
(2 years)

Follow-up
(2 years)

[y— Key exclusion criteria:
) ‘.Q Time to Randomization
X ".’ % Prasence of other
~ .. known oncogenic
Stage IB/IVINA NSCLC RET+* Patients must have completely recovered from drivers of NSCLC
TNM staging system for Identified by PCR or NGS definitive therapy (surgery or radictherapy)
lung cancer (8" edition) (tumer) or NGS (blood) as well as adjuvant therapy at the time of
randomization ) Presence of SCLC
=1 18+ Ma{xmum time alim\:ed b?zweenl definitive Evidence of disease
Um‘:(z‘compkilmn and randomization recurrence or
(= ] I rogression followi
- 10 weeks if no chemotherapy was seﬁg\itlve therapy i
Prior Treatment 2 18 years old administered
S v . A ;
Recaived definitie locoregional Ecoc;gsa:f'g”‘ﬂ;:.qum 26 weeks If adjuvant chemotherapy Additional screening criterla

therapy with curative Intent
{surgery, radictherapy) for
Stage IBAVIA NSCLC

Additional eligibility criteria can be found at cBicallsials gov/NCTOAS19100

QS administered

will be assessed prior to tial
\_ enroliment /




Key eligibility
criteria
= Resectable stage
18, I, A or
selected B

(TAM2 only;
per AJCC BS

edition} NSCLC
~ECOGP50/1

ALK & OTHER ONCOGENES - NAUTIKA1

Necadjuvant

ALK+ cohort
Alectinib 800 mg BID
(8 weeks); n=~25

RO51+ cohort
Entrectinib 800 mg QD (8 wesks)

NTRK+ cohort
Entrectinib 800 mg Q0 (8 weesks)

BRAF VED0 cohort
Vemurafenib 860 mg BID
+ cobimetinib 80 mg QD

(& wesks)

Molecular testing
Local testing in
CLIA-certified
laboratory
OR
LCMC4 LEADER
negadjuvant
screening trial®

RET+ cohort
Pralsetinib 400 mg QD (8 weeks)

PD-L1+ cohort
Atezolizumab 1200 mg QAW
x 4 cycles + low dose SBRT

(BGy X 3; concument with
Cycle 1 of atezolizumakb)

KRAS G12C+ cohort
Divarasib 400 mg QD (B weeks)

4 cycles of SoC
chemotherapy,”
followed by up o
2 years of TKI

Platinum-based
chemotherapy
options:
Surgery = Cisplatin +

and ) pemetrexed
pathological Carboplatin +

response paclitaxel
assessrment

SoC treatment

Dependent on
PD-L1 status

Pathological response, n [%)* ALK+ cohort [n=59)
6 (B6.7)

Major pathological response’
Pathological complete response=

2323

Radiographic response, n [%) ALK+ cohort (n=3)
Complete response 0
Fartial response 4 (44.4)
Stable disease 5 (85.8)

0

Progressive disease
"Assessed bocally, tOne evaluable patient did not undergo resection and was treated as a non-major
pathological response patient. *Pathological complete response in the patient with squarmous histalogy.

Figure 2. Weighted percentage viable tumour cells (MPR and pCR)

20 Hon-MPR
g 25-
s 0- Non-MPR
£ 15-
g 10—+ - —MPR (210%)
g 5 MPR
CR pCR pCR MPR MFR
P P P pCR (0%)

0 T T T T f
Patients (n=8")
MPR defined as £10% residual viable tumour cells; pCR defined as 0% of viable tumour czlls. *in one
evaluable patient, resection was not done during surgery, so pathological response was not assessed.
MPR, major pathological response; pCR, pathological complete response.

LEE JM et Al, WCLC 2023



TAKE HOME MESSAGES

ADJUVANT OSIMERTINIB IMPROVES OVERALL SURVIVAL

ADJUVANT ALECTINIB IMPROVES DISEASE-FREE SURVIVAL

OPEN QUESTIONS

«WHO» and « WHAT» SHOULD WE TEST ?
ROLE OF ADJUVANT CHEMOTHERAPY ?

HOW DO WE MANAGE RECURRENCE ?




GRUPPI ONCOLOGICI MULTIDISCIPLINARI

Congresso Nazionale

CARCINOMA DEL POLMONE:
QUALI NOVITA NEL 2024?

THANK YOU! sl
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