Targeted Therapy Updates in
NSCLC

Narjust Florez, MD, FASCO
Associate Director, The Cancer Care Equity Program
Director, Smoking Cessation Program
Thoracic Oncologist, Dana-Farber Cancer Institute
Assistant Professor of Medicine, Harvard Medical School
Associate Editor, JAMA Oncology

2024 MLS Cleveland Conference
April 2024 it It

HARVARD Florez Lab

MEDICAL SCHOOL

o2 50 52
:”ﬁ 4

@\ Dana-Farber

W Cancer Institute



EGFR Other
4%
GFRex20in 0.1%-4%)

~EA ) )
52% of Patients With EGFR MET 3%

Advanced Sensitizing >1 Mutation 3%
Nonsquamous NSCLC 17% HER2 2%
(v}

Have an Actionable .
Driver Mutation ROSI ZOA’
KRAS BRAF 2%

259% S RET 2%
(KRASS1C13%) NTRK1 1%
PIK3CA 1%
Unknown

Oncogenic Driver MEKI
Detected 31% <1%

Li. JCO.2013;31:1039. Tsao.JT0. 2016;11:613.
Burnett. PLoS One. 2021;16:e0247620. Nassar. NEJM. 2021;384:185.

A Dana-Farber @ HARVARD @l@

P Cancer Institute MEDICAL SCHOOL Florez Lab




2023 Treatment Paradigm for
Molecular Biomarker—Positive Advanced NSCLC
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Overall survival analysis from the ADAURA trial of
adjuvant osimertinib in patients with resected
EGFR-mutated (EGFRm) stage IB-IlIA

non-small cell lung cancer (NSCLC)
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ADAURA Phase III

Double-Blind Study Design

Patients with completely resected
stage IB, Il, [lIA* NSCLC, with or
without adjuvant chemotherapy

Key inclusion criteria:

= 18 years (Japan/Taiwan: = 20)

WHO performance status 0/1

Confirmed primary nonsquamous NSCLC
Ex19del/L858R?

Brain imaging, if not completed preoperatively
Complete resection with negative marginss
Maximum interval between surgery and
randomization:

» 10 weeks without adjuvant chemotherapy
» 26 weeks with adjuvantchemotherapy

Stratification by:
stage (IB vs Il vs llIA)

EGFRm (Ex19del vs L858R)
race (Asian vs non-Asian)

End Points
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Osimertinib
80 mg, once
daily

Randomization

—

(N=682)

Planned treatment
duration: 3 years

Treatment continues until:

* Disease recurrence

 Treatment completed

* Discontinuation criterion
met

Follow-up:
» Until recurrence: week 12
and 24, then every 24

weeks to 5 years, then
yearly

After recurrence: every 24
weeks for 5 years, then
yearly

Primary: DFS, by investigator assessment, in stage Il-IIA patients; designed for superiority under the assumed DFS HR of 0.70.

Secondary: DFS in the overall population, DFS at 2, 3, 4, and 5 years, OS, safety, health-related quality of life.
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Following IDMC
recommendations,
the study was
unblinded early due
to efficacy; all
patients were
followed up for at
least 1 year.
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Overall survival by disease stage
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Benefit Regardless of Adjuvant Chemotherapy
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1L Treatment of EGFRm (L858R/del19) NSCLC until

~September 2023
[Osimertinib ]
Monotherapy 1L Treatment of EGFRm
FLAURA: Osimertinib > 15t Gen NSCLC ~November 2023
0:9: a1 080 (350576 €1 0647100 [ FLAURA2: Osimertinib + Chemothera py >

+Chemo Osimertinib

0.8+
\_

0.74

g
+EGFR/MET | MARIPOSA: Amivantamab + Lazertinib >
mADb \Osimertinib, Lazertinib

0.6+

0.5+

0.4+

Probability of Overall Survival

p
RAMOS:
\Osimertinib + anti-VEGFR

0.34

PFS 18.9 Vs 10.2 mo Comparator EGFR-TKI +VEGF
"1 OS 38.6vs31.8 mo

0.1+

p
PAPILLON (EGFR exon 20 insertions)
Amivantamab + Chemotherapy > Chemo

0.0

T T T T T T T T T T T T T T T T T 1 H
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FLAURA2: 1L Osimertinib + Platinum Doublet for EGFR-
mutated NSCLC

Safety run-in period (N=30)
Published in ESMO Open, 20211

Osimertinib 80 mg (QD)
+ pemetrexed 500 mg/m?
+ carboplatin AUC5 Maintenance @
; : isplati 2 imertinib 80 mg (QD)
Patients with untreated locally or cisplatin 75 mg/m L s g
- (Q3W for 4 cycles for + pemetrexed (Q3W)f
advanced / metastatic EGFRm NSCLC Stratification by: platinum-based Follow-up:
Key inclusion criteria: - Race (Chinese Asian / L) - RECIST 1.1 assessment at
- Aged 218 years (Japan: 220 years) - non-Chinese Asian/ . 6and 12 weeks, then every —
- Pathologically confirmed non-Asian) Randomization @ 12 weeks until RECIST 1.1
non-squamous NSCLC « EGFRm (local / central 1:1 (N=557) defined radiological disease

progression or other withdrawal

test)
» Ex19del / L858R (local / central test) o
- WHOPSO/1 + WHOPS (0/1) Osimertinib 80 mg (QD) criteria were met

» No prior systemic therapy for advanced
NSCLC « Primary endpoint: PFS by investigator assessment per RECIST 1.1#§

: Staple CNS metastgses were allowed" » Sensitivity analysis: PFS by BICR assessment per RECIST 1.1
» Brain scans at baseline (MRI / CT) )
« Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5) and PFS2t

Presented by P. Janne, IASLC WCLC 2023, PL03.13
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FLAURA2: PFS per Investigator

Median PFS, months (95% CI)

= 1.0 = Osimertinib + platinum-pemetrexed 25.5(24.7, NC)
S HS 25.5vs 16.7 months —
E 0.9 = : ; Osimertinib monotherapy 16.7 (14.1, 21.3)
3 HR (95% Cl) 0.62 (0.49, 0.79);
o 0.8 = p<0.0001
“z 0.7 = Overall maturity: 51%
Q2 Median follow-up for PFS*, months (range):
S 06m= Osimertinib + platinum-pemetrexed, 19.5 (0-33.3)
o | Osimertinib monotherapy, 16.5 (0-33.1)
S 05+
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15 18 21 24 27 30 33 36
Time from randomization (months)
No. at risk:
. 279 254 241 225 207 187 165 133 84 42 21 3 0
278 246 227 203 178 148 119 94 67 48 21 1 0

Presented by P. Janne, IASLC WCLC 2023, PL03.13
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MARIPOSA: Amivantamab + Lazertinib 1L for EGFRm
NSCLC

/ o \ Serial brain MRIs were required for all patients?
Key Eligibility Criteria

Primary endpoint of progression-free
survival (PFS)® by BICR per RECIST v1.1:

» Locally advanced or ¢ s j =
» Amivantamab + lazertinib vs osimertinib

metastatic NSCLC

Amivantamab + Lazertinib
(n=429; open-label)

* Treatment-naive for Secondary endpoints of

advanced disease amivantamab + lazertinib vs osimertinib:
+  Documented EGFR L Osimertinib «  Overall survival (OS)°

Ex19del or L858R (n=429; blinded) + Objective response rate (ORR)

* Duration of response (DoR)

e » PFS after first subsequent therapy (PFS2)
Lazertinib +  Symptomatic PFS¢

EGFR mutation type (n=216; blinded) « Intracranial PFS¢
(Ex19del or L858R) . Safety

Asian race (yes or no)

« ECOGPSOor1

Stratification Factors

2:2:1 Randomization (N=1074)

Dosing (in 28-day cycles)

History of brain Amivantamab: 1050 mg (1400 mg if 280 kg) weekly for the first 4 weeks, then every 2 weeks

X p Lazertinib monotherapy arm was included
metastases® (yes or n(y t)zzlt‘:\rgr':i':i.bzz“soonr;ggd:a"i{y to assess the contribution of components

MARIPOSA (ClinicalTrials gov Identifier: NCT(04487080) enrollment period: November 2020 to May 2022; data cut-off: 11-Aug-2023

*Baseline brain MRI was required for all patients and performed <28 days prior to randomization; patients who could not have MRIs were allowed to have CT scans. Brain scan frequency was every 8 weeks
for the first 30 months and then every 12 weeks thereafter for patients with a history of brain metastasis and every 24 weeks for patients with no history of brain metastasis. Extracranial tumor assessments
were conducted every 8 weeks for the first 30 months and then every 12 weeks until disease progression is confirmed by BICR

tKey statistical assumptions: 800 patients with 450 PFS events would provide approximately 90% power for amivantamab + lazertinib vs osimertinib to detect a HR of 0 73 using a log-rank test, with an overall
two-sided alpha of 0.05 (assuming an incremental median PFS of 7 months). Statistical hypothesis testing included PFS and then OS.

“These secondary endpoints (symptomatic and intracranial PFS) will be presented at a future congress.

mongress BICR, blinded independent central review; ECOG PS, Eastem Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; Ex19del, Exon 19 deletion; HR, hazard ratio;
2023 MRI, magnetic resonance imaging; NSCLC, non-small cell lung cancer, RECIST, Response Evaluation Cntenia in Solid Tumors.

B HARVARD I

Dana-Farber %
€5 MEDICAL SCHOOL Presented by B. Cho. ESMO 2023. LBA14 Florez Lab

Cancer Institute




MARIPOSA: PFS by BICR

100 - _ Median PFS
Median follow-up: 22.0 months (95% Cl)
2 Amivantamab + Lazertinib 23.7 mo (19.1-27.7)
@ Osimertinib 16.6 mo (14.8-18.5)
® 80- Lazertinib 18.5 mo (14.8-20.1)
&
lg
a
e 60 .
(o))
(o]
—
Q.
Q 40 A » Amivantamab + Lazertinib
—_
g Lazertinib
L Osimertinib
s
a 20 A
c
.g
L
o
0 1 L] 1 ] 1 ] L} 1 | 1 1 1 L}
0 7 6 9 12 10 18 21 24 27 30 33
No. at risk Months
rantamab + Lazertinib 429 3901 357 332 291 244 194 106 60 33 8 0
Osimertinib 429 404 358 325 266 205 160 90 48 28 10 0
Lazertinib 216 200 174 157 134 103 83 41 19 6 2 0

Presented by B. Cho. ESMO 2023. LBA14



Most common TEAEs (220%)
by preferred term, n (%)

Safety Profile

* Safety profile of amivantamab +

Related to EGFR Paronychia 11%
inhibition Rash 15% lazertinib was consistent with prior
Diarrhea 1% reports, mostly grades 1-2

Dermatitis acneiform

13%

° EGFR- and MET-related AEs were

S titi VAL 0 2% . . R
fomattis A higher for amivantamab + lazertinib
Pruritus e 02% . . .
— except diarrhea, which was higher
Related to MET Hypoalbuminemia ke for osimertinib
inhibition Peripheral edema
Other IRR 6% . Incidence of grade 4-5 AEs was
ALT increased low and comparable between arms
Constipation iyn .
ASTI * Rates of ILD/pneumonitis remained
increased 0
- =l . low, at ~3% for both arms
Decreased appetite 16% RED
Anemia 4% % 20% WD
Nausea 1% 13% IR W Amivantamab + Lazertinib: grade 1-2V 1 E 37% VS 9%
. B Amivantamab + Lazertinib: grade 23 . .
Hypocalcemia 2% %o 8% M Osimertinib: grade 1-2 PPX indicated
Cough B Osimertinib: grade 23
100% 50% 0% 50% 100%
Dana-Farber & HARVARD Ajl@
: Presented by B. Cho. ESMO 2023. LBA14
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Firstline Combination Regimens for EGFR-mutated
NSCLC

Platinum Doublet (EURTAC) |52
Carbo/Pemetrexed (K189) _ 4.9

Osimertinio (FLAURA) - | 5.9

Monotherapy

(FLAURAZ2)

Osimertinib

EGFR/MET
(MARIPOSA)

Lazertinib + Amivantamab

Osimertinib + VEGF

Osimertinib

VEGF
(RAMOS)

Chemo I Osimertinib + Chemo

0 5 10 15 20 25 30
Progression Free Survival (months)

Dana-Farber
Cancer Institute
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Sequencing Therapyin 1L EGFRm NSCLC

1L TKI + MET/EGFR : - Chemo Q2W Infusions
Amivantamab + Lazertinib*

Ami/ Q3W Infusions
1L TKI + Platinum Osimertinib + Chemo Nausea/fatigue/
Doublet azer cytopenias

h Ami/
0 5 10 15 20 25 30

Estimated ~30 months total PFS

*Regimen no FDA-Approved
Adapted from Piotrowska et al and Rotow et al, ESMO 2023
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ALINA Study Design

Resected Stage IB (24cm)-IlIA -
ALK+ NSCLC Alectinib
per UICC/AJCC 7th edition 600 mg BID Recurrence
Other key eligibility criteria: ‘ 2 years Further
e ECOG PS 0-1 treatments at
« Eligible to receive platinum-based R inves_tigator’s
chemotherapy 1:1 chmcg and
o Adequate end-organ function ) fs:‘IW'VaI
e No prior systemic cancer therapy ‘ Platinum-based QUoW-UP
Stratification factors: chemotherapy? Recurrence
' = 3W; 4 cycles
e Stage: IB (=4cm)vs Il vs llIA N=257 Q y
e 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, every
12 weeks for year 1-2, every
- St [I-11A > ITT (St IB-I11A .
Stage (Stage ) OS 24 weeks for year 3-5, then annually
- Safety

congress Data cut-off: 26 June 2023; CNS, central nervous system; DFS, disease-free survival; ITT, intention to treat
QAOAZ%RlD m *Superiority trial; 'Cisplatin + pemetrexed, cisplatin + vinorelbine or cisplatin + gemcitabine; cisplatin could be switched to carboplatin in case of intolerability; *DFS

defined as the time from randomisation to the first documented recurrence of disease or new primary NSCLC as determined by the investigator, or death from any
cause, whichever occurs first; Assessment by CT scan where MRI not available; NCT03456076



Disease-free Survival: Stage lI-IlIA

100 4 . Chemotherapy
Alectinib (N=116)
(N=115)
80 - Alectinib | patients with

s : 14 (12%) 45 (39%)

< event 0 1

§ Death

£ 60 14 44

g ____________ Chemotherapy Recurrence

© [T (R et T ST i

¥ 40 : : " mgglﬂg (DgF5§}o Not reached 44 .4

@ ’ : : (27.8, NE)

g | | Cl)

a o i i DFS HR 0.24 (0.13, 0.45)

| | (95% Cl) pf<0.0001
0 | | | I: | :I | | |
0 6 12 18 24 30 36 42 48 54
Time (months)

No. atrisk
Alectinib 116 111 111 107 67 49 35 21 10 3
Chemo 115 102 88 79 48 35 23 17 10 2

Median survival follow up: alectinib, 27.9 months; chemotherapy, 27.8 months

B8R
congress
FERIESVD
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Disease-free Survival By Stage

100+ Alectinib
Stage IB < 2-year DFS rate, % Stage IB Stage I Stage IIIA
< 80+ (95% CI) (n=26) (n=92) (n=139)
©
2
g 60 - Alectinib 92.3 95.6 92.7
@ (77.8,100.0)  (89.5, 100.0) (86.4, 98.9)
o
= 40+
§ Chemotherapy 71.6 66.3 60.7
b4 Chemotherapy (44.2,99.0) (51.7, 81.0) (47.9,73.5)
2 207
(=
HRT 0.21 0.24 0.25
O T T T T T T T T T (o)
5 . o 18 21 30 36 42 18 o (95% Cl) (0.02, 1.84) (0.09, 0.65) (0.12, 0.53)
No. at risk Time (months)
Alectinib 14 12 12 11 7 6 4 1 NE NE
Chemo 12 10 10 10 7 6 4 1 1 NE
100 1 1001
Stage Il - — h_j_’_L‘______‘ Stage lllA
§ 80 - Alectinib §, 80 Alectinib
© © + +
2 2
g 60 g 60 4
) )
3 Chemotherapy 4
& 40+ & 407 Chemotherapy
[}] (]
] ]
© ©
§ 20- § 20
(= [=)
0 L] L] L] L] L] L] L] L] L] 0 L] L] L] L] L] L] L] L] L]
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
No. at risk Time (months) No. at risk Time (months)
Alectinib 47 44 44 43 28 22 15 11 4 1 Alectinib 69 67 67 64 39 27 20 10 6 2
Chemo 45 41 35 32 21 17 9 8 5 NE Chemo 70 61 53 47 27 18 14 9 5 2

congress
MADRID
2023 m

Data cut-off: 26 June 2023

*Per UICC/AJCC 7% edition; TUnstratified analysis



Targeting ROS1+ Fusion NSCLC

ROS1 fusions makes up 1%
of patients with advanced
non squamous NSCLC

Entrectinib in ROS1 TKI naive
ORR 68%, icORR 80%,
median PFS 15.7 months

Repotrectinib  Taletrectinib desarginy |

2023 Investigational Investigational

ROS1 Inhibitor: Crizotinib Entrectinib Lorlatinib
FDA Approval: Included in
(ROS1+ NSCLC) A 2L NCCN Guidelines
ACTIVITY AGAINST ROS1

ROS1+ NSCLC Medical Needs

ROS1 fusions are oncogenic drivers in various
cancers, including 1-3% of NSCLC

BRAIN PENETRANCE

CNS metastases are the site of progression in
~50% of patients receiving crizotinib

ACTIVITY AGAINST RESISTANCE
MUTATIONS (INCL. G2032R)

ROS1 G2032R develops after progression on
crizotinib (~40%), entrectinib, and lorlatinib
AVOIDING TRK-RELATED
NEUROTOXICITES

TRK inhibition in the brain linked to neurologic
adverse events and dose-limiting toxicities

ACTIVITY AGAINST ROS1

CNS ACTIVITY

KEY | I Design goal and/or observed in clinical investigation

HARVARD

MEDICAL SCHOOL

Slide courtesy of Dr. Cheema

ACTIVITY AGAINGST RESISTANCE MUTATIONS

AVOID TRK
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Repotrectinib | TRIDENT-: Phase I/ll, ROS1+ NSCLC
cohort

TKI naive (N=71) Measurable baseline brain metastases (N=9)
A hange in tumor burden per BICR* .
404 .
Median F/U: 24 months A T
~ 204
E R With prior chemo W Without prior chemo ;? 1004 + indicates censored patients
;i cORR: 79 % % gl 83%" Intracranial ORR: 89% (52-100)
SE B DOR: 83% at 12 months
g E- ’ e R— med F/u 24 mo. (range 14.2-66.6
£ Median PFS: 35.7 (27.4-NE) | = «| (med/ \rne )
3 g o months (95% Cl) £ 204 At (i = 8/9): 89 (52-100)
L. “ ’ Ty T (n=71) g Intracranial DOR range,“ months: 1.9+ to 25.8+
L(n=71):79 (68 88) B . . = 0 gt . . . .
» prior chemo (n = 20): 70 (46-88 | Median OS: NR “ "0 6912 18 24 30 36

Time from first dose (months)

treatment ongoing (95% CI'441-NE)
TKI pretreated (N=56) Measurable baseline brain metastases (N=13)

Median F/U: 21.5 months
c SR cORR: 38% B 1 prior ROS1 TKI and no prior chemo
:\;“ @ Prior crizotinib Prior entrectinib '5 1004
® Prior ceritinib g
g3 Median PFS: 9.0 (6.8-19.6) % 801 R Intracranial ORR (n/N=5/13) = 38%
£ months (95% Cl) g 60 - DOR: range 3.0-17.5, 60% @ 1 Year
e (n=56) € 40] onnox osxc (med F/u 21.5 months (14.2-58.6))
£f Prior Crizotinib (n=46): 9.0 (7.3-19.6) € 20 Al (n/N = §/13): 38 (14-68)
o oo , Prior entrectinib (n=9): 4.5 (2.0-NE) I Lot st Beoncsocisinlse
] [ e g e ORI . Y I 0 6912 18 24 30 36
=100 prior entrectintb (n = 9): 22 (360 , Medlan 0S: 25.1 months Time from first dose (months)
# = treatment ongoing (95% Cl, 17_8, NE)

s
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Repotrectinib in ROS1 Fusion—Positive
Non-Small-Cell Lung Cancer

A. Drilon, D.R. Camidge, J.J. Lin, S.-W. Kim, B.J. Solomon, R. Dziadziuszko,

B. Besse, K. Goto, AJ. de Langen, J. Wolf, K.H. Lee, S. Popat, C. Springfeld,
M. Nagasaka, E. Felip, N. Yang, V. Velcheti, S. Lu, S. Kao, C. Dooms, M.G. Krebs,
W. Yao, M.S. Beg, X. Hu, D. Moro-Sibilot, P. Cheema, S. Stopatschinskaja,
M. Mehta, D. Trone, A. Graber, G. Sims, Y. Yuan, and B.C. Cho,
for the TRIDENT-1 Investigators*

5 HARVARD

MEDICAL SCHOOL

Table 3. Adverse Events in the 426 Patients Who Received the Phase 2 Dose of Repotrectinib.*

Event During Treatment Period Related to Treatment
Any Grade Grade 23 Any Grade Grade 23

number of patients (percent)

Any event 422 (99) 216 (51) 409 (96) 122 (29)
Event occurring in 215% of patients
Dizziness 264 (62) 1 (3) 245 (58) 11 (3)
Dysgeusia 224 (53) 0 213 (50) 0
Constipation 162 (38) 1(<1) 111 (26) 0
Anemia 160 (38) 33 (8) 111 (26) 16 (4)
Paresthesia 143 (34) 3() 126 (30) 3(M)
Dyspnea 17 (27) 27 (6)T 36 (8) 2 (<1)
Increased alanine aminotransferase 99 (23) 8 (2) 76 (18) 6 (1)
level
Fatigue 95 (22) 4 70 (16) 3(M
Ataxia 90 (21) 1 (<) 87 (20) 0
Increased aspartate aminotransferase 89 (21) 9 (2) 75 (18) 6 (1)
level

478

Drilon, et al. NEJM 2024
Florez Lab



Honorary Mention
Still Under Development
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RMC-6236 is a First-in-Class, RASMULTI(ON) Inhibitor

RMC-6236 is a novel, oral, RMC-6236
non-covalent RASMULTI(ON)
inhibitor that is selective for the gy RAS(ON)

active, GTP-bound or ON state of
both mutant and wild-type variants
of the canonical RAS isoforms

Preclinical studies have
demonstrated deep and sustained
regressions across multiple
RASMUT tumor types, particularly
PDAC and NSCLC harboring
KRASG12X mutations Cyclophilin A Binary Complex Nl
Inhibitory Tri-Complex

KRASC12X defined as mutation at codon 12 which encodes glycine (G) to X where X=A, D, R, S, or V.

CYPA, cyclophilin A; GTP, guanosine triphosphate; KRAS, Kirsten rat sarcoma viral oncogene homolog; Mut, mutant;

NSCLC, non-small cell lung cancer; PDAC, pancreatic ductal adenocarcinoma; RAF, rapidly accelerated fibrosarcoma; RAS, rat sarcoma;
RBD, RAS-binding domain.



KRASG12X NSCLC: Best Response

Tumor Response
Evaluable for Efficacy (N = 40)2

S 100~ g

)

2 80 mg QD 2001220 mg QD Be;; overall response, n gﬁg

e PD M 120mgap M 300 mg QD - " (3)
@ M 160mgaD [l 400 mg QD (35)
(=2 SD 19 (48)
= 504 — On Treatment

A PD PD 5 (13)
c NEP 1(3)
Q ORR, n (%) 15 (38)
% F).D SD SD SD sp gp Conﬁrmed, n 12

» 0 -

4 S>>->wuN DCR (CR+PR*SD). 34 (85)
m —> > 238D PD gp n (%)

€ = > S0sDsDpp *

o = Unconfirmed PR per RECIST 1.1.
P -

o aPatients who received first dose of
o -50 NN PR PR RMC-6236 at least 8 weeks prior
g ﬂ; to data extract date.

&) PR ®One subject withdrew from study
X without post-baseline scans.

» -1004 R

o >

SDAVVDVADVDVADDVVDVDSDDVDDVDVVDDVDVVDYVYV KRASG12 Mutation
5 6 5 8186 6 11195 6 6 6 11 6 6 18 6 13121912 6 6 6 4518 13 5 26 6 27 11 27 12 17 12 27 13 Week of Most Recent scan

CR, complete response; DCR, disease control rate; NE, not evaluable; ORR, objective response rate; PD, progressive disease;
mcongress PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease.
2023

Kathryn C. Arbour, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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TROPION-Lung05: Datopotamab deruxtecan
(Dato-DXd) in previously treated non-small
cell lung cancer with actionable genomic
alterations

Luis Paz-Ares,' Myung-Ju Ahn,2 Aaron Lisberg,® Satoru Kitazono,* Byoung Chul Cho,’
George Blumenschein Jr,5 Elaine Shum, 7 Elvire Pons Tostivint,? Yasushi Goto,® Kiyotaka
Yoh,'? Rebecca Heist,'! Paul Baas,'? David Planchard,'3 Maurice Pérol," Enriqueta
Felip,'> Wu-Chou Su,' Hong Zebger-Gong,"” Lan Lan,'® Chelsea Liu,'® Jacob Sands"®

Key inclusion criteria

* Presence of 21 actionable genomic alteration (EGFR, ALK, ROST,
NTRK, BRAF, MET exon 14 skipping, or RET)

« ECOGPSofQor1
« 21 line of targeted therapy

Dato-DXd
6 mg/kg
Q3W

+ Stage lIIB, liC, or IV NSCLC

B

* 1 or 2 prior cytotoxic agent—containing therapies including platinum-
based therapy in the metastatic setting

» Radiographic disease progression after targeted therapy

Endpoints?

Primary: ORR by BICR

Secondary:

+ ByBICR and investigator: DOR,
DCR, CBR, PFS, TTR

* Byinvestigator. ORR

« 0S, safety, PK, immunogenicity




Efficacy Summary

Best Percent Change From Baseline in Sum of Diameters of Target Lesions

All Patients Patients with

g:engonse per treated with EGFR ALK 100 No. of prior systemic lines for

patients mutations rearrangement 80 ) o

(N=137) (N=78) (N=34) ® o advancec:/:r metasta:c:;sease
ORR confirmed s« - )
n (%) ’ 49 (35.8) 34 (43.6) 8 (23.5) = 20 |

[
- - - o 0
[95% CIJ? [27.8-44 4] [32.4-55.3] [10.7-41.2] ‘:%_20 + | ’ ‘ ‘ ’ ‘ ‘ ’ H H ‘ ‘ ‘ ’ ‘ H ‘ ‘ ’
Median DOR 7.0 7.0 7.0 80 oo oy
(95% Cl), months  (4.2-9.8) (4.2-10.2) (2.8-8.4) e oo e Ll
. 100 +: Ongoing participant Patient

:ﬁ%“"“’med’ 108 (78.8) 64 (82.1) 25 (73.5)
[95% Cl]2 [71.0-85.5] puiE [55.6-67.1] Percent Change From Baseline in Sum of Diameters of Target Lesions in
Median PFS Patients With Confirmed CR/PR¢
(Qg"/zagl) ’ 54 5.8 4.3 0~ - Confirmed BOR
months® (4.7-7.0) (5.4-8.3) (2.6-6.9) L ' A PR
BOR: In the overall population (N=137), 4 patients (3%) g S0
achieved a CR and 45 (33%) achieved a PR &5} ——. ————
EGFR subset: Among patients with sensitizing or T790M o100 1
mutations (N=68), the ORR was 49.1% in those previously 125 -y
treated with osimertinib 0o 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 2

Months
BICR, blinded independent central review; BOR, best overall response; CR, complete response; DCR, disease control rate; DOR, duration of response; ORR, objective response rate; PFS, progression-free survival; PR,
partial response.



Innovative Trial Designs - Low Prevalence - Multi-Arms

* Nautika 1
e Orchard trial

EGFR- ALK- ROS1- MET- BRAF- RET- T-cell hT'ze"_ !
Targeted Targeted Targeted Targeted Targeted Targeted checkpoint ‘I:n:::bif:r":
Thera Thera Th Th Th Th inhibitor
Py py erapy erapy erapy erapy ch i

Major and Complete pathologic response rates
Correlates in persister cells oz}
Adjuvant therapy -investigator’s choice followed by -
personalized strategies per future research studies
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