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Key Datasets

Benjamin Levy, MD

A Forde PM et alOverall survivalwith neoadjuvant nivolumab (NIVO) + chemotheragfghemo) in patients
with resectableNSCLC i@heckMate816. ASCO 2025;Abstract LBAS0O0O.

A HeymachlV et alPerioperative durvalumatior resectableNSCLC {RSCLC)Jpdated outcomesrom the
Phase AEGEANral. WCLC 2024;Abstract OA13.03.

A Spicer JD et aNeoadjuvant pembrolizumab plus chemotherapy followed by adjuvant pembrolizumab
compared with neoadjuvant chemotherapy alone in patients with est&ge nonrsmaltcell lung cancer
(KEYNOTE71) Arandomised doubleblind, placebecontrolled, phase 3 triaLancet
2024;404(10459):12462.

A Provencio M et alPerioperative nivolumab (NIVOJs placebo (PBO) in patients (pts) wigsectableNSCLC:
Updated survival and biomarker analyses fro@heckMate77T. ASCO 2025;Abstract LBA8010.

A Filippi AR et aRealworld 5-year survival outcomesvith durvalumab (D) after chemoradiotherap§CRT) in
unresectable, stage Il NSCUENSCLCFinal data extractiorfrom PACIFIR ELCC 2025;Abstract 190P.

A Reck M et alFiveyear outcomeswith first-line nivolumab plus ipilimumalwith 2 cycles of chemotherapy
versus 4 cycles of chemotheraone in patients with metastatic nesmall cell lung cancer in the
randomizedCheckMate9LAtrial. Eurd Cance2024;211:114296.

A Peters S et aDurvalumab with or withouttremelimumabin combinationwith chemotherapyin first-line
metastatic NSCLEiveyear overall survivabutcomes from the phase BOSEIDOMial. Year.
JThoracOncol2025;20(1):7€P3. «AReview
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A GarassindVC et alNormalized membrane rati@f TROPDy quantitative continuous scoringisedictive
of clinical outcomes in TROPIGNINg 01 WCLC 2024;Abstract PL0O2.11.

A Levy BP et alTROPIONLung02 Datopotamabderuxtecan(Dato-DXd plus pembrolizumabgembro) with

or without platinum chemotherapy(PtCT) adirst-line (1L) therapy for advanced neamall cell lung cancer
(@aNSCLCASCO 2025;Abstract 8501.

A Xiong A et alvonescimabversus pembrolizumalior PDLI-positive norsmall cell lung canc§ HARMONZR):
Arandomised doubleblind, phase 3 study in Chindancet2025;405(10481):8399.

A Aerts J et alAcasunlimal(DuoBodyPDL1x41BB) aloner in combination with pembrolizumab(pembro)

in patients (pts) withpreviously treated metastatic norsmall cell lung cancefmNSCLClInitial resultsof a
randomized, openabel,phase 2 trial ASCO 2024;Abstract 2533.

A PazAres L et alABBIL1TY NSGD& A global, randomized, opdabel,phase I trial ofacasunlimakin
combination with pembrolizumab gembro) vs docetaxel itheckpoint inhibitor (CP{experienced patients
with PDL1+ metastatic norsmall cell lung cancgmNSCLCELCC 2025;Abstract 128TiP.

A Mamdani HBispecific antibodies in actiarEngineering immunity to target thoracic malignancies. ASCO 2025
Clinical Science Symposium.
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Superior vena cava syndrome
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Metastatic NSCLC with no actionable mutation
and a PEL1TPS (tumor proportion score)
between 1% and 50%
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Metastatic NSCLC with an activating
EGFR mutation and brain metastases
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FDA Grants Accelerated Approval BmtopotamabDeruxtecandink for

EGFRMutated NSCLC
Press Release: June 23, 2025

Ghy WdzyS HoX HAHpX UKS C22R YR 5NMzZa ! RYAYAAalNT
deruxtecandInk for adults with locally advanced or metastatic epidermal growth factor receptor (EGFR)
mutated nonrsmall cell lung cancer (NSCLC) who have received priordt@ERd therapy and platinum
based chemotherapy.

Efficacy was evaluated in a pooled subgroup of 114 patients with locally advanced or metastatic EGFR
mutated NSCLC who had received prior treatment with an EBE&ed therapy and platinurbased
chemotherapy and received datopotamab deruxtegHnk at the recommended dose across two clinical
trials: TROPIONung05 and TROPIEANNgO1l. TROPIGANING05 (NCT04484142) was a multicenter, single
arm trial, while TROPIGINUNg01 (NCT04656652) was a multicenter, cladxel, randomized controlled trial.

The recommended datopotamateruxtecandink dose is 6 mg/kg (up to a maximum of 540 mg for patients
¥ dn 130T a Yy AYUNy@gSy2dza AyTFdzaazy 2y 0S S@SNE

https://www.fda.govdrugs/resourcesinformation-approveddrugs/fdagrantsacceleratedapprovatdatopotamal 4¥eﬁle‘i\l;iew

deruxtecandInk-egfrmutated-non-smallcelllung-cancer
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CheckMate 816 study design?

CheckMate 816: 5-y OS final analysis

Key Eligibility Criteria

« Newly diagnosed, resectable,
stage IB (= 4 cm)-1I1A NSCLC
(per TNM 7th edition)

« ECOG PS 0-1

« No known sensitizing EGFR
mutations or ALK alterations

Stratified by

Stage (IB-11 vs IlIA),
PD-L1P (2 1% vs < 1%¢), and sex

N =358

Primary analysis population

(Concurrently randomized)

Chemo® Q3w (3 cycles)

NIVO 360 mg Q3w
+

chemo? Q3w (3 cycles)

Radiologic
restaging

—_—

Surgery
(within 6
weeks
post-
treatment)

Optional Follow-up

adjuvant .
chemo

and/or RT

\

Minimum/median follow-up: 59.9/68.4 months

a Primary endpoints
«  pCR by BIPR
« EFS by BICR

.

Key secondary endpoints

oS

MPR by BIPR

TTDM

Exploratory analyses
OS by pCR, ctDNA clearance
Lung cancer-specific survival

4

Database lock: January 23, 2025. From The New England Journal of Medicine, Forde PM, et al, Neoadjuvant nivolumab plus chemotherapy in resectable lung cancer, 2022;386:1973-1985. Copyright © 2022

Massachusetts Medical Society. Adapted with permission from Massachusetts Medical Society. aNCT02998528. PDetermined by the PD-L1 IHC 28-8 pharmDx assay (Dako). ‘Included patients with PD-L1 expression status not
evaluable and indeterminate. dNonsquamous: pemetrexed + cisplatin or paclitaxel + carboplatin; squamous: gemcitabine + cisplatin or paclitaxel + carboplatin. #Vinorelbine + cisplatin, docetaxel + cisplatin, gemcitabine
+ cisplatin (squamous only), pemetrexed + cisplatin (nonsquamous only), or paclitaxel + carboplatin.

Frode ASCO 2025;Abstract LBA80OC(



CheckMate 816: 5-y OS final analysis

Final analysis: OS with neoadjuvant NIVO + chemo vs chemo

NIVO + chemo Chemo
(n=179) (n=179)

100 - Median OS, mo NRa2 73,78
HR (95% Cl); P value 0.72 (0.523-0.998); 0.0479
80 -
~ 60 -
8
6
40 Chemo
20
0 | | | | | | | | | | | | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
No. at risk
NIVO + chemo 179 168 159 151 147 140 137 129 122 117 111 67 29 9 0
Chemo 179 170 159 139 124 114 112 104 98 97 91 58 29 6 1

Minimum/median follow-up: 59.9/68.4 months.
d95% Cl: aNR; b47.3-NR; <58-72; 947-62.

Frode ASCO 2025;Abstract LBA80OC(



CheckMate 816: 5-y OS final analysis

Lung cancer-specific survival?

NIVO + chemo Chemo
(n=179) (n=179)
Median LCSS, mo NRP NRe¢

100 7 Unstratified HR (95% CI) 0.65 (0.44-0.96)
80 - 7 5%¢ NIVO + chemo
g 60 N
v Chemo
S 404
201
0 | | | | | | | | | I | | | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Months
No. at risk
NIVO + chemo 179 168 159 151 147 140 137 129 122 117 111 67 29 9 0
Chemo 179 170 159 139 124 114 112 104 98 97 91 58 29 6 1

Minimum/median follow-up: 59.9/68.4 months.
3ncluded deaths due to disease per investigator assessment (n = 44 in the NIVO + chemo arm; n = 61 in the chemo arm). b-¢95% Cl: bNR; <73.7-NR; 468-81; €57-72.

Frode ASCO 2025;Abstract LBA80OC(



AEGEAN: A phase 3, global, randomized, double-blind,

placebo-controlled study

V&7 ANNUAL

American A_ssociatio.n M E ETI N G
for Cancer Research e 2 O 2 3

APRIL 14-19 « #AACR23

Study population

A Treatment-naive
A ECOGPSOor1l

A Resectable NSCLC*
(stage IIAT IIB[N2]; AJCC 8™ ed)

A Lobectomy, sleeve resection, or
bilobectomy as planned surgery*

A Confirmed PD-L1 status?

A No documented EGFR/ALK
aberrations*

Durvalumab 1500 mg IV +

platinum -based CTY
Q3W for 4 cycles

Randomization stratified by:
A Disease stage (Il vs 1lI)
APD-L1 expression (01% vs <1%)

Placebo IV +
platinum -based CTYV —>
N=802 Q3W for 4 cycles

randomized

Durvalumab 1500 mg IV
Q4W for 12 cycles

Placebo IV
Q4W for 12 cycles

Endpoints: All efficacy analyses performed on a modified population that excludes patients with documented EGFR/ALK aberrations'

Primary:

A pCR by central lab (per IASLC 2020%)
A EFS using BICR (per RECIST v1.1)

Key secondary:

A MPR by central lab (per IASLC 2020%)
A DFS using BICR (per RECIST v1.1)

A Os

*The protocol was amendedemhdémentas ongoing to exclude (1) patients with tumors classified as T4 for any reason other than size; (2) petireatestitmxshaad (B) patients with doclGdiRéALEberations.

A regi men det er mi n eFdr ndsguantousscismlalinor gemeteexed or @tboplatih € pemeatrexed sForisquambus: rcd@b®platni + paclitagel i o n

who have comorbidities or wh&osepeativaradmtherapy (RORT) was peenittedtwheredndicated parfotan per t he i nvestigator
guidanc@All éficacy analyses reported in this presentation were performed on the mITT population, which includes aliadidomized yeatientsne @R/ ALaberation&AJCC, American Joint Committee on Cancer; BICR,

A/entana SP263 immunohistochemistiyGksayi c e o f
or cisplatin + gemcitabine (or carboplatin + gemgitabinefa n t s

blinded independent central review; DF Sfdiseag®ival; EFS, e¥ezd survival; mITT, modifiedintesait; MPR,ajor pathologic response; pCR, pathologic complete response.

ITravis WD, et &lThorac On@020;15:76%0.



AEGEAN: Pathologic response per IASLC 2020 TV.Ve") ANNUAL
methodology* (mITT) o @ygg
Final analysis APRIL 14-19 + #AACR23

PCR (central lab) MPR (central lab)

Difference = 21.0%
(95% CI: 15.1i 26.9)A

40 1 40 -
_ 30 1 _ —~ 30 ]
S 1 Difference = 13.0% RS 1 P-value = 0.000002
@ (95% CI: 8.7i 17.6)* o based on interim
@ | © | analysis (n=402)Y
@ 20 | ¥ 20 -
%_ T P-value = 0.000036 o .
based on interim p=
] analysis (n=402)¥
10 j 10 .
-
0 - 0 4
D arm PBO arm D arm PBO arm
(N=366) (N=374) (N=366) (N=374)

Heymach AACR 2023; Abstract CT005

*UsindASLC recommendations for pathologic assessment of response to therapy, including gross assessment andlffoaeissip pétubiitinac On@020;15:768M). pCR =lack of any viablenocells after complete evaluation of the resected lung cancer specimen
and all sampled regional lymph nodes. MPR = less than or equalttoridi¥éligableng primtumoafter complete evaluation of the resected lung cancer specimen. To be eligible for pathologic assessmieate patieivisdideded yoles of necadjuvant study Tx per
protocol. Patients who were not evaluable were classtiespasdesCls calculated by stratified Miettinen and Nurminéhlenfethroal statistical testing was performed at the pCR final analysis (DCO: Nov 10, 2022; n=740 [datgsticande. Biataticia\ad at the

interim pCR analysis (DCO: Jan 14, 2022P-wald@for pPCR/MPR calculated using a stratifiedMaotétaenszel test with a significance boundary = 0.000082isimigdtedeMets alpha spending function with O'Brien Fleming boundary).



AEGEAN: Updated Event Free Survival

Updated EFS (second planned interim analysis; mITT)

* EFS benefit favoring the durvalumab arm was maintained and consistent with that reported previously?!

Probability of EFS

No. at risk:

Darm
PBO arm

1.0

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

=y

D arm PBO arm
No. events / no. patients (%) 124/366 (33.9) 165/374 (44.1)
mEFS, months (95% Cl) NR (42.3-NR) 30.0 (20.6-NR)

Stratified HR (95% CI) 0.69 (0.55-0.88)

1
1
1
1
1
1
i
i Median follow-up (range) in censored patients: 25.9 (0.0-58.6) months
i EFS maturity: 39.1%

i

1

i

366 337 276 240 219 201 194
374 338 261 225 201 176 172

John V. Heymach | Perioperative Durvalumab for Resectable NSCLC:

Updated Outcomes from the Phase 3 AEGEAN Trial

21

T T T T T T T T T T 1
27 30 33 36 39 42 45 48 51 54 57 60

Time from randomization (months)

179 172 128 121 76 67 438 36 29 6 4 4 4 0
151 142 93 83 57 53 36 32 25 8B 3 2 2 0

*Heymach IV, et al. N Engl J Med 2023;389:1672-84.

DOD'= Many 10, 2024, MEFS, median EFS; N, not resched.

Heymach JV et al. Perioperative Durvalumab for Resectable NSCLC (R-NSCLC): Updated
Outcomes from the Phase 3 AEGEAN Trial WCLC 2024;Abstract OA13.03.




AEGEAN: Updated Overall Survival

Lung cancer-specific survival (exploratory analysis; mITT)

* Improvement in lung cancer-specific survival also favored the durvalumab arm

1.0 - Darm PBO arm
’ MNo. events / no. patients (%) 80/366 (21.9) 117/374 (31.3)
0.9 : mLCSS, months (95% Cl) NR (NR-NR) NR (48.3-NR)
03 4 81.8% 26.7% Stratified HR (95% CI) 0.70 (0.52-0.93)
ﬂ 0.7 - . 76.2% i
3 : i i
% 0.6 : ] ]
= 1 1 1
= 0.5 : i i
o i | :
S 041 ! : :
g l ' '
& i 1 1 1
0.3 i i i
0.2 - i ] ]
011 e i i
| i i
D'O 1 | | II 1 1 1 : | | 1 : 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 6
, Time from randomization (months)
No. at risk:
D arm 366 356 327 316 297 288 277 267 260 227 182 141 104 80 62 50 3% 29 16 12 3 1 0
PBO arm 374 367 342 327 309 292 287 270 259 230 183 145 116 87 68 58 41 28 16 7 2 0 0

John V. Heymach | Perioperative Durvalumab for Resectable NSCLC:

Updated Outcomes from the Phase 3 AEGEAM Trial D0 = M 200, 2

4. Lunc soncer aoeciie survivel inciude o denth reSSried o B relate dite ‘dixense under investication sor irvesticstor szseaament. LSS, luns canccr soeciie survives mUCSS. medion LOSS




KEYNOTE-671 Study Design
Randomized, Double-Blind, Phase 3 Trial

Pembrolizumab 200 mg IV Q3W
+
Key Eligibility Criteria Cisplatin and Gemcitabine® Pembrolizumab 200 mg IV Q3W
or

i Bathologically confimed, Cisplatin and Pemetrexed®

resectable stage I, llIA, or llIB
(N2) NSCLC per AJCC v8 for up to 4 cycles

No prior therapy

for up to 13 cycles

Able to undergo surgery Placebo IV Q3W

Provision of tumor sample for *
PD-L1 evaluation?2 Cisplatin and Gemcitabine® Placebo IV Q3W

ECOG PS 0 or 1 S

Cisplatin and Pemetrexed® for upto 13 cycles

for up to 4 cycles

Stratification Factors Dual primary end points: EFS per investigator review and OS
» Disease stage (Il vs Ill)
« PD-L1 TPS? (<50% vs 250%) Key secondary end points: mPR and pCR per blinded, independent
« Histology (squamous vs nonsquamous) pathology review, and safety
» Geographic region (east Asia vs not east Asia)

a Assessed at a central laboratory using PD-L1 IHC 22C3 pharmDx. P Cisplatin 75 mg/m? IV Q3W + gemcitabine 1000 mg/m?2 IV on days 1 and 8 Q3W was permitted for squamous histology only. ¢ Cisplatin
75 mg/m? IV Q3W + pemetrexed 500 mg/m? IV Q3W was permitted for nonsquamous histology only. ¢ Radiotherapy was to be administered to participants with microscopic positive margins, gross residual
disease, or extracapsular nodal extension following surgery and to participants who did not undergo planned surgery for any reason other than local progression or metastatic disease. ClinicalTrials.gov
identifier: NCT03425643.

2023 ASCO presenteD By: Dr. Heather Wakelee ASCO AMERICAN SOCIETY OF

ANNUAL MEETING KNOWLEDGE CONQUERS CANCER

Wakelee ASCO 2023; Abstract LBA100C



KEYNOTE-671

Pathological Response
Assessed per Blinded, Independent Pathologist Review

mPR? pCRP
90 - 50 -
45 A A19.2(13.9-24.7) 45 - A14.2(10.1-18.7)
P < 0.00001 P < 0.00001
40 - 30.2% 40 -
(25.7-35.0)

o0, .35 4
o o
°\° 30 = °\o 30 -
n wn
-3 23 18.1%
e a | < 25 1 (14.5-22.3)
& 20 - 11.0% g 20 -
£ i . (8.1-14.5) 2 5 .

10 A 10 - 4.0%

(2.3-6.4)
S 1 5
0 - 0 - *
Pembro Arm Placebo Arm Pembro Arm Placebo Arm
(N = 397) (N = 400) (N = 397) (N =400)

aPer IASLC criteria, defined as <10% viable tumor cells in resected primary tumor and lymph nodes. ® Per IASLC criteria, defined as absence of residual invasive cancer in resected primary tumor and
lymph nodes (ypTO/Tis ypNO). Data cutoff date for IA1: July 29, 2022.

2023 ASCO presenteD By: Dr. Heather Wakelee ASCO AMERICAN SOCIETY OF

ANNUAL MEETING KNOWLEDGE CONQUERS CANCER

Wakelee ASCO 2023; Abstract LBA100C



KEYNOTE-671: Updated Overall Survival

Event Free Survival

Overall Survival

Event-free survival (%)

— Pembrolizumab group
— Placebo group

HR 0.59 (95% C| 0-48-0.72)

Mumber at risk
{number censored)
Pembrolizumab group 397
(0)
Placebo group 400

(0)

[ T |

| T |
24 36

& 12 18 30 42 48 L4 GO0 (519
Time since randomisation (months)
339 282 250 196 142 102 G2 37 10 0 0
(8) (13) (18} (54) (95 (129) (164) (187} (213) (233) (223)
308 232 189 128 &7 66 14 18 6 1 0
(13) (16} {(22) (500 (B1) (97 (123) (135) (146) (151) (152)

100
90~ =
F B0+
“_E 70—
2 Bo4
5 50+ | NTTRTE ;
T 404 —— Pembreolizumab group
g 30 — Placebo group
20-{ HR 072 (95% C10-56-0-93)
10+ p=0-0052 (one-sided)
0 | T I T I T T T T T |
0 6 12 18 24 30 36 42 48 5 60 66
Number at risk Time since randemisation (maonths)
(number censored)
Pembrolizumab group 397 371 347 327 Erri 205 148 108 69 32 4 0
(0) (1) {1) (4)  (3B) (95) (145) (1B3) (218) (255) (28B3) (287)
Flacebo group 400 370 347 319 256 176 135 77 39 20 4 0
(2 (4 (5 (45 (108) (147) (190) (219) (236) (252) (25&)

Spicer JD et al. Neoadjuvant pembrolizumab plus chemotherapy followed by adjuvant
pembrolizumab compared with neoadjuvant chemotherapy alone in patients with early-stage
non-small-cell lung cancer (KEYNOTE-671): A randomised, double-blind, placebo-controlled,

phase 3 trial. Lancet 2024;404(10459):1240-52




Key eligibility criteria

» Resectable, stage IIA (> 4 cm)-IlIB
(N2) NSCLC (per AJCC 8th edition)

» No prior systemic anti-cancer
treatment

« ECOG PS 0-1

* No EGFR mutation/known ALK
alterations®

e Stratified by
histology (NSQ vs SQ)

disease stage (Il vs ),
and tumor PD-L1¢(2 1% vs < 1% Vs
not evaluable/indeterminate)

CHECKMATE-7/T

NIVO 360 mg Q3W

+

chemod Q3W
(4 cycles)

PBO Q3W

+

chemod Q3W
(4 cycles)

Radiologic
restaging
—]

Radiologic
restaging
e

Surgery
(within 6 weeks
post-neoadjuvant

treatment)

Surgery
(within 6 weeks
post-neoadjuvant

treatment)

NIVO 480 mg Q4W

(1 year)

Follow-up
—

PBO Q4W

(1 year)

Cascone ESMO 2023; Abstract LB



CheckMate 77T: survival and biomarker update

OS and lung cancerdspecific survival

OS Lung cancer dspecific_survival 9
NIVO PBO NIVO PBO
(n = 229) (n = 232) (n = 229) (n =232)
Median OS, mo NR NR Median lung cancer dspecific NR NR
(95% ClI) (NRNR) (NRNR) survival, mo (95% CI) (NRNR) (NRANR)
HR (97.63% CI)2 0.85 (0.5841.25) HR (95% CI) 0.60 (0.4010.89)
100 100 ®-ecamg
S 89% g7us
80% = " | D
80 ne— /8% S 50 o
77%, = 80% g,
E 720/d:E = a E i —
S 604 : L 60 : PBO
< PBO '8
n
o
© 404 8 40-
o
(]
g
20 o 204
(@)]
C
5 5 3 : :
0 I I I i f I I I I ] 0 I I I i ) I I I I ]
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
N . Months from randomization Months from randomization
0. at risk
NIVO 229 206 187 176 166 161 114 66 23 6 0 229 206 187 176 166 161 114 66 23
PBO 232 216 197 178 161 152 103 52 20 7 0 232 216 197 178 161 152 103 52 20

Median follow -up (range): 41.0 months (31.3 &9.8).
67 (29%) patients in the NIVO arm and 101 (44%) patients in the PBO arm received subsequent therapy of any type; 50 (22%) and 87 (38%) patients, respectively, received subsequent systemic therapy.
aHR (95% ClI), 0.85 (0.6141.18). Significance boundary for OS was not met at this interim analysis. ?°95% CI:?7283; °66878. “Exploratory anal ysi s; events were deaths with noted

re

investigator assessment. ©/95% CI2821; '69381. Provencio ASCO 2025;Abstract LBA801C



Review Article

Pertoperative Immunc)therapy for Non-Small Cell

Lung Cancer: Practical Application of Emerging
Data and New Challenges

Angelica D’Aiello,! Brendon Stiles,? Nitin Ohri,® Benjamin Levy,* Perry Cohen,’
Balazs Halmos'

Clin Lung Cancer 2024;25(3):197-214.
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Neoadjuvant and Adjuvant Advantages and Disadvantages

Neoadjuvant Adjuvant
Chemoimmunotherapy Chemoimmunotherapy

ADVANTAGES ADVANTAGES

* Eliminate micrometastatic disease *No delay in proceeding with surgery

* Immune priming * Eradicate minimal residual disease
«Improved resectability « Full pathological information available
* Early assessment of tumor response

» Higher adherence

DISADVANTAGES DISADVANTAGES

« Risk of disease progression » Longer duration of systemic therapy
* Risk of failure to proceed to surgery * Lower adherence
* Longer time to resection

ic RTP:
5 Q! APtatClin Lung Canc@024;25(3):19214. LT 44Review [



Neoadjuvant Biology

Activated Tumor-
Specific T Cell
Response

Primary Tumor

ey
.......
--------

|
I Tumor Draining
Lymph Node

T @
By P
‘.’ % y ~
Micrometastases A
A ——
®» @ @ @
————————

Bloodstream

)< RTPX:
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Practical Implementation and Patient Navigation for
Perioperative Immunotherapy in NSCLC

Resectable
Early-Stage
NSCLC
Operable
T1/2 Candidate T3/4
NO N1/2
Chemo/I0 contraindications No chemo/10 contraindications
EGFR/ALK mutant + EGFR/ALK mutant -
Neoadjuvant
Somoit ﬁ % Chemo/I0
urgery then Surgery
High T . "
Incidental N + T1/2 CI T d“ Path CR Non-path CR
Margin + NO '"'ca A Poor systemic i Good systemic
R2 Resection ' Marains el treatment treatment
Poor pathologic Poor tr e%t i candidate candidate
features didat MRD - ? MRD + ?
Good treatment Soncae PD-L1 TPS Low? PD-L1 TPS High?
candidate
1 r\\ ) [ Adi
Adjuvant < Clinical Study > | Observation Observation | < Clinical Study > Th‘""am
Therapy = N1 erapy
N+: Chemotherapy R1/R2: XRT
High TPS: Immunotherapy

EGFR +: Osimertinib
ALK +: Alectinib
R1/R2: XRT +/- Chemotherapy

¢ TP |
5 Q! APtatClin Lung Canc@024;25(3):19214. JOURNALCLUB ‘REVICW



Epidemiology

RMD
Open

ORIGINAL RESEARCH

Improved lung cancer clinical outcomes in
patients with autoimmune rheumatic
Rheumatic & diSE‘aSE‘S

Musculoskeletal
Diseases

Paocla Ghanem,! Joseph C Murray,’ Kristen A Marrone,' Susan C Scott,’
Josephine L Feliciano, Vincent K Lam, Christine L Hann,' David S Ettinger,’
Benjamin P Levy,! Patrick M Forde,! Ami A Shah,? Christopher Mecoli,?
Julie Brahmer," Laura C Cappelli © 2

2023;9(4):e003471.

JC RT Pzelgi{}iew



Flow Diagram of Cohort Selection

11,085 patients with lung
cancer extracted from the
CAncer regisiry

Excluded 21 patients
without data on
autoimmune disease
slatus

=
11,064 patients with lung
cancer and available data on
autoimmune disease status

Excluded 10] patients
with erroncous data on
overall survival (<0.01
years and = 108 years)
— e —————————————————
Final cohort size of 10,963
patients with lung cancer and
available data on
autcamamune disease status

454 patienis with a diagnosis 10,509 patienis without a

of autoimmune disease diagnosis of an autoimmune
disease

JC RT Pzelgi{}iew §

Ghanem P et aRMD Oper2023;9(4):e003471.



Distribution of Autoimmune Diseases

Autoimmune necrotizing myopathy
Scleromyxedema

Antiphosp holipid antibody syndrome
Mixed connective tissue disease
Undifferentiated connective tissue disease
Myop athy

Antisynthetase syndrome
Undifferentiated inflammatory arthritis

Lupus/SLE

Scleroderma/ systemic sclerosis
Ankylosing disease

Polymyalgia rheumatica

Vasculitis

Sjogren's syndrome

Psoriasis disease

11
12
13
20
24
25
29
33
45
54
61

Rheumatoid arthritis 114
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Count
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Ghanem P et aRMD Oper2023;9(4):e003471.
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PACIFIC: 5 YEAR OUTCOMES
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Poster 190P

Real-world 5-year survival outcomes with durvalumab

after chemoradiotherapy in unresectable, stage lli
NSCLC: final data extraction from PACIFIC-R

Figure 1. PACIFIC-R (NCT03798535), an observational, retrospective chart review study

Data extracted from patients’ medical records — Endpoints
Index date retrospective data collection at different time points Primary: investigator-

Unresectable, v v v v v assessed rwPFS; 0S

stage Ill NSCLC,
regardless of tumour X . . Key secondary: rwPFS
PD-L1 expression el e 5-year observation to evaluate disease evolution and OS by subgroups of
2018-2020 2020 2021 W UBL L

(10mg/kg IV Q2W) 2024 progression; durvalumab

No evidence of through the EAP " Sufficient PFS [l Updated rwPFS Long-term DT e s
progression following Initial consent events and 3-year OS rwPFS and OS
platinum-based CRT* (Sept 2017 = Dec 2018)

demographics, disease
AESIs were collected within 90 days after durvalumab discontinuation

Patient population

characteristics and prior
therapy; AESIs

Table 1. OS, rwPFS, and TTDM in the FAS

Category N=1153

oS Median (95% CI), months 59.0 (52.7-64.3)
5-year rate (95% CI), % 49,2 (46.2-52.2)

rwPFS Median (95% CI), months 24.3 (20.3-28.4)
5-year rate (95% ClI), % 35.2 (32.4-38.1)

TTDM Median (95% CI), months 37.2 (33.3—43.0)
5-year rate (95% ClI), % 40.2 (37.3—43.2)

Filippi ELCC 2025;Abstract 19C



PACIFIC-RW OUTCOMES
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Year in Review:
Nontargeted Approaches for Lung Cancer

INTRODUCTIONhe Boards

MODULE IImmune Checkpoint Inhibition for Localized Neédmall Cell Lung
Cancer (NSCLQC)

MODULE Zmmunotherapy for Metastatic NSCLC

MODULE 3Antibody-Drug Conjugates
MODULE 4Novel Bispecific Antibodies

MODULE SJournal Club with Dr Levy
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CheckMate 9LA study design?

CheckMate 9LA: NIVO + IPI + 2 cycles of chemo in 1L NSCLC

Key Eligibility Criteria
« Stage IV or recurrent NSCLC
* No prior systemic therapy

* No sensitizing EGFR mutations
or known ALK alterations

« ECOG PS 0-1

Stratified by
PD-L1b (< 1%C vs 2 1%),
sex, and histology (SQ vs NSQ)

n =361

N=719

3_

k1.0 With optional pemetrexed maintenance (NSQ)

NIVO 360 mg Q3w + IPl 1 mg/kg Q6w

+

Chemo9 Q3w (2 cycles)

Chemo? Q3w (4 cycles)

for immunotherapy

Until disease
progression,
unacceptable
toxicity,
or for 2 years

@

\_

Primary endpoint

Secondary endpoints

» PFS by BICR®

* ORR by BICR®

« Efficacy by tumor PD-L1 expression

\

4

Interim database lock: October 3, 2019; minimum follow-up: 8.1 months for OS and 6.5 months for all other endpoints.
Updated database lock: March 9, 2020; minimum follow-up: 12.7 months for OS and 12.2 months for all other endpoints.

aNCT03215706; Determined by the PD-L1 IHC 28-8 pharmDx assay (Dako); <Patients unevaluable for PD-L1 were stratified to PD-L1 < 1% and capped to 10% of all randomized patients;
dNSQ: pemetrexed + cisplatin or carboplatin; SQ: paclitaxel + carboplatin; ®Hierarchically statistically tested.
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PDL1 > 1%
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Stage IV NSCLC

N =1013 (randomised)
« EGFR/ALK-wild-type
« ECOGPSOor1

+ Treatment
metastatic disease

Stratification factors
« PD-L1 expression
(TC 2 50% vs < 50%)*
« Disease stage (IVA vs IVB)

+ Histology (squamous vs
non-squamous)

POSEIDON STUDY DESIGN

T+D+CT?

g3w 4 cycles

A D+CT*

q3w 4 cycles

Platinum-based CT*

4-6 cycles

T (week 16 only)
+ D g4w until PD

D g4w until PD

Alpha-controlled endpoints

D+CT vs CT:

« PFS*

« OS
T+D+CT vs CT:
« PFS*

- OS

Garon Clin Lung Cancer 20z



POSEIDON: UPDATED OS

January 2025 Durable mNSCLC OS With T+D+CT After >5 years
A T+D+CT CT B D+CT CT
Events/patients, n/N 279/338 (82.5)  304/337 (90.2) Events/patients, n/N 290/338 (85.8)  304/337 (90.2)
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HR (95% CI) 0.76 (0.64-0.89) HR (95% ClI) 0.84 (0.72-1.00)
Landmark OS, % (95% Cl) Landmark OS, % (95% Cl)
1.0 — 12 months 54.8 (49.3-60.0) 49.0 (43.5-54.3) 1.0 12 months 53.2 (47.7-58.4) 49.0 (43.5-54.3)
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POSEIDON: UPDATED OS
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Original Study

Clinical and Genomic Characterization of
Long-Term Responders Receiving Immune
Checkpoint Blockade for Metastatic
Non—Small-Cell Lung Cancer

Paola Ghanem,! Joseph C. Murray,2 Melinda Hsu,? Matthew Z. Guo,!
David S. Ettinger,2 Josephine Feliciano,? Patrick Forde,? Christine L. Hann,?
Vincent K. Lam,? Benjamin Levy,2 Valsamo Anagnostou,2 Julie R. Brahmer,?

Kristen A. Marrone?

Clin Lung Cancer 2024;25(2):109-18.
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Determinants of Clinical Benefit with Immune Checkpoint Blockade

'~ Tumor mutation burden | Micrabiome
. and neoantigen burden | | & 7 j

. Immune related |
. adverse events

Determinants of
response to
immune
checkpoint
blockade

{0 Tumor immune characteristics

Patient characteristics

I Tumor-specific characteristics

JC RTP
Ghanem P et aClin Lung Canc@024;25(2):10918. e 44Review [



Genomic Features by Cohort

Study population (N=72)
* Long-term responders (LTR, n=37)
* Non-responders (NR, n=35)

’ Number of tumors not genomically
- assessed (N=13)

' » Long-term responders (LTR, n=3)

: * Non-responders (NR, n=10)

oo e o
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QUESTIONS?
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Year in Review:
Nontargeted Approaches for Lung Cancer

INTRODUCTIONhe Boards

MODULE IImmune Checkpoint Inhibition for Localized Neédmall Cell Lung
Cancer (NSCLQC)

MODULE ZImmunotherapy for Metastatic NSCLC

MODULE 3Antibody-Drug Conjugates

MODULE 4Novel Bispecific Antibodies

MODULE SJournal Club with Dr Levy
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Antibody-Drug Conjugates in Advanced
Lung Cancer: Is This a New Frontier?

Joshua E. Reuss, MD'; Samuel Rosner, MD? and Benjamin P. Levy, MD?

'Georgetown Lombardi Comprehensive Cancer Center, Washington, DC

‘University of Maryland Marlene and Stewart Greenebaum Comprehensive Cancer Center,
Baltimore, MD

*Johns Hopkins Sidney Kimmel Cancer Center at Sibley Memorial Hospital, Washington, DC

Clin Adv Hematol Oncol 2024,22(5):217-26.

JC RT Pﬁeﬁi{}iew



LUNG CANCER

Antibody-Drug Conjugates for Lung Cancer:
Payloads and Progress

Samuel Rosner, MD?; Augusto Valdivia, MD®; Hui Jing Hoe, MBBS?*; Joseph C. Mumray, MD'; Benjamin Levy, MD';
Enriqueta Felip, MD?; and Benjamin J. Solomon, MBBS, PhD?

Am Soc Clin Oncol Educ Book 2023:43:€389968.
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Datopotamab Deruxtecan vs Docetaxel in NSCLC
TROPIOMNuUngO01: Study Design

Key Eligibility Criteria

A NSCLC (stage I1IB, llIC, or IV) Dato _DXd
A ECOGPSof0Oori 6 mg/kg IV Q3W
A No prior docetaxel (n = 299) A PFS assessed by BICR, per
A Without actionable genomic RECIST v1.1
alterations A OS
A 1 or 2 prior lines, including

platinum CT and antii PD-

(L)1 mAb therapy Key Secondary Endpoints

A With actionable genomic

alterations Docetaxel A ORR by BICR
A Positive for EGFR, ALK, 75 mg/m? Q3W
NTRK, BRAF, ROSI, g_ SOS A DOR by BICR
MET exon 14 skipping, or (n= ) A Safety
RET
A 1 or 2 prior approved
targeted therapies + . Stratification by
R ] 2 n d O A Histology (actionable genomic alteration)

1 antii PD-(L)1 mAb
anti PD-(L)1 m A Anti-PD-(L)1 mAb included in most recent prior therapy, geography




Datopotamab Deruxtecan vs Docetaxel in NSCLC
TROPIOMNuUNngO1: Primary Endpoints

Dual primary endpoints: PFS endpoint met, but OS endpoint not met

Dato-DXd Docetaxel
(n=299) (n = 305)
No. of events/No. of patients 213/299 218/305
Median PFS, months 4.4 3.7
100 (95% CI) (4.2-5.6) (2.9-4.2)
80 o HR (95% CI) 0.75 (0.62-0.91)
g 60 4 P value 0.004
Datopotamab 7 o
deruxtecan Docetaxel 20 o Dato-DXd
0 Docetaxel
| | | | | | | | | | | | | | | | | |
ORR 26.4% 12.8% 0 2 4 6 8 10 12 14 16 18
Months
mMDOR 7.1 mos 5.6 mos Dato-DXd Docetaxel
(n=299) (n = 305)
No. of events/No. of patients 215/299 218/305
mPFS 4'4 mos 37 mos 100 Median OS, months 12.9 11.8
7 (95% CI) (11.0-13.9) (10.0-12.8)
80 = HR (95% CI) 0.94 (0.78-1.14)
mOS 12.9 mos 11.8 mos s B yalue 0,530
8 40 =
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0 | | | | | | | | | | | | | | | | | | | | | | | | | | | |

T T 1
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