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We Encourage Clinicians in Practice to Submit Questions

Research

Feel free to submit questions now before the program
begins and throughout the program.
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Key Datasets

Benjamin Levy, MD

* Forde PM et al. Overall survival with neoadjuvant nivolumab (NIVO) + chemotherapy (chemo) in patients
with resectable NSCLC in CheckMate 816. ASCO 2025;Abstract LBA8S0OO.

» Heymach JV et al. Perioperative durvalumab for resectable NSCLC (R-NSCLC): Updated outcomes from the
Phase 3 AEGEAN trial. WCLC 2024;Abstract OA13.03.

* 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.

* Provencio M et al. Perioperative nivolumab (NIVO) vs placebo (PBO) in patients (pts) with resectable NSCLC:
Updated survival and biomarker analyses from CheckMate 77T. ASCO 2025;Abstract LBA8010.

* Filippi AR et al. Real-world 5-year survival outcomes with durvalumab (D) after chemoradiotherapy (CRT) in
unresectable, stage Il NSCLC (urNSCLC): Final data extraction from PACIFIC-R. ELCC 2025;Abstract 190P.

* Reck M et al. Five-year outcomes with first-line nivolumab plus ipilimumab with 2 cycles of chemotherapy
versus 4 cycles of chemotherapy alone in patients with metastatic non-small cell lung cancer in the
randomized CheckMate 9LA trial. Eur J Cancer 2024;211:114296.

e Peters S et al. Durvalumab with or without tremelimumab in combination with chemotherapy in first-line
metastatic NSCLC: Five-year overall survival outcomes from the phase 3 POSEIDON trial. Year.
J Thorac Oncol 2025;20(1):76-93. «AReview



Key Datasets

Benjamin Levy, MD (continued)

e Garassino MC et al. Normalized membrane ratio of TROP2 by quantitative continuous scoring is predictive
of clinical outcomes in TROPION-Lung 01. WCLC 2024;Abstract PL02.11.

* Levy BP et al. TROPION-Lung02: Datopotamab deruxtecan (Dato-DXd) plus pembrolizumab (pembro) with
or without platinum chemotherapy (Pt-CT) as first-line (1L) therapy for advanced non-small cell lung cancer
(aNSCLC). ASCO 2025;Abstract 8501.

* Xiong A et al. Ivonescimab versus pembrolizumab for PD-L1-positive non-small cell lung cancer (HARMON:i-2):
A randomised, double-blind, phase 3 study in China. Lancet 2025;405(10481):839-49.

* Aerts ] et al. Acasunlimab (DuoBody-PD-L1x4-1BB) alone or in combination with pembrolizumab (pembro)
in patients (pts) with previously treated metastatic non-small cell lung cancer (MNSCLC): Initial results of a
randomized, open-label, phase 2 trial. ASCO 2024;Abstract 2533.

* Paz-Ares L et al. ABBILITY NSCLC-06: A global, randomized, open-label, phase lll trial of acasunlimab in
combination with pembrolizumab (pembro) vs docetaxel in checkpoint inhibitor (CPI)-experienced patients
with PD-L1+ metastatic non-small cell lung cancer (MNSCLC). ELCC 2025;Abstract 128TiP.

« Mamdani H. Bispecific antibodies in action: Engineering 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 PD-L1 TPS (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 to Datopotamab Deruxtecan-dink for

EGFR-Mutated NSCLC
Press Release: June 23, 2025

“On June 23, 2025, the Food and Drug Administration granted accelerated approval to datopotamab
deruxtecan-dInk for adults with locally advanced or metastatic epidermal growth factor receptor (EGFR)-
mutated non-small cell lung cancer (NSCLC) who have received prior EGFR-directed 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 EGFR-directed therapy and platinum-based
chemotherapy and received datopotamab deruxtecan-dink at the recommended dose across two clinical
trials: TROPION-Lung05 and TROPION-Lung01. TROPION-Lung05 (NCT04484142) was a multicenter, single-
arm trial, while TROPION-Lung01 (NCT04656652) was a multicenter, open-label, randomized controlled trial.

The recommended datopotamab deruxtecan-dInk dose is 6 mg/kg (up to a maximum of 540 mg for patients
> 90 kg), as an intravenous infusion once every 3 weeks, until disease progression or unacceptable toxicity.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-datopotamab- ‘zeﬁle‘i\l;iew

deruxtecan-dink-egfr-mutated-non-small-cell-lung-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

-

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 LBAS000



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 LBAS000



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% Cl) 0.65 (0.44-0.96)
80 7 5%¢ NIVO + chemo
< 607 65%¢! O
A 5 Chemo
S 404
20 -
0 | | | | | | | | | l | | | |
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 LBAS000



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

Durvalumab 1500 mg IV +

* Treatment-naive platinum-based CT#
Q3W for 4 cycles
« ECOGPSOor1

* Resectable NSCLC*
(stage IIA-I1IB[N2]; AJCC 8t ed)

Randomization stratified by:
» Disease stage (Il vs )
* PD-L1 expression (21% vs <1%)

+ Lobectomy, sleeve resection, or

bilobectomy as planned surgery” Placebo IV +
acebo

« Confirmed PD-L1 status® platinum-based CT*

«  No documented EGFR/ALK N=80_2 Q3W for 4 cycles
aberrations* 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: Key secondary:
* pCR by central lab (per IASLC 2020") « MPR by central lab (per IASLC 2020")
* EFS using BICR (per RECIST v1.1) * DFS using BICR (per RECIST v1.1)
« OS

*The protocol was amended while enralment was ongoing to exclude (1) patients with tumors classified as T4 for any reason other than size; (2) patients with planned peumonectomies; and (3) patients with documented EGFR/ALK abenrations.
tVentana SP263 immunohistochemistry assay. #Choice of CT regimen determined by histology and at the investigator's discretion. For non-squamous: cisplatin + pemetrexed or carboplatin + pemetrexed. For squamous: carboplatin + paclitaxel

or cisplatin + gemcitabine (or carboplatin + gemcitabine for patients who have comorbidities or who are unable to tolerate cisplatin per the investigator's judgment). $Post-operative radiotherapy (PORT) was permitted where indicated per local
guidance. Al efficacy analyses reported in this presentation were performed on the mITT population, which includes all randomized patients who did not have documented EGFR/ALK aberrations. AJCC, American Joint Committee on Cancer; BICR,

blinded independent centra review; DFS, disease-free survival; EFS, event-free survival; mITT, modified intent-to-treat; MPR, major pathologic response; pCR, pathdogic complete response.

Travis WD, et al. J Thorac Oncol 2020;15:709-40.



AEGEAN: Pathologic response per IASLC 2020 TVV"") ANNUAL

methodology™ (mITT) = | MEETING
. ; e 2023
Final analysis

APRIL 14-19 « #AACR23

PCR (central lab) MPR (central lab)

Difference = 21.0%
40 - 40 (95% ClI: 15.1-26.9)t

30 - 30
. Difference =13.0%
(95% CI: 8.7-17.6)t

P-value = 0.000002
based on interim
analysis (n=402)*

20 | |
7 P-value = 0.000036
based on interim
analysis (n=402)*

20 +

PCR rate (%)
MPR rate (%)

10 -

] 10 -
. e .
D arm PBO arm D arm PBO arm
(N=366) (N=374) (N=366) (N=374)

Heymach AACR 2023; Abstract CT005

*Using IASLC recommendations for pathologic assessment of response to therapy, including gross assessment and processing of tumor bed (Travis WD, et a. J Thorac Oncol 2020;15:709-40). pCR = a lack of any viable tumor cells after complete evaluation of the resected lung cancer specimen
and all sampled regional lymph nodes. MPR = less than or equal to 10% viable tumor cells in lung primary tumor after complete evaluation of the resected lung cancer specimen. To be eligible for pathologic assessment, patients needed tohave received three cycles of necadjuvant study Tx per
protocol. Patients who were not evaluable were classified as nonresponders. 1Cls calculated by stratified Miettinen and Nurminen method. ¥No formal statistical testing was performed at the pCR fina andysis (DCO: Nov 10, 2022; n=740 [data shown]). Statistica significance was achieved at the
interim pCR analysis (DCO: Jan 14, 2022; n=402; P-value for pCR/MPR calculated using a stratified Cochran-Mantel-Haenszel test with a significance boundary = 0.000082 calculated using a Lan-DeMets alpha spending function with OBrien 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)

EFS maturity: 39.1%

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

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

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
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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 LBA1000



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 LBA1000



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-77T

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 LBA1



CheckMate 77T: survival and biomarker update

OS and lung cancer-specific survival

0S Lung cancer-specific survivald
NIVO PBO NIVO PBO
(n = 229) (n = 232) (n = 229) (n = 232)
Median OS, mo NR NR Median lung cancer-specific NR NR
(95% Cl) (NR-NR) (NR-NR) survival, mo (95% Cl) (NR-NR) (NR-NR)
HR (97.63% Cl)2 0.85 (0.58-1.25) HR (95% Cl) 0.60 (0.40-0.89)

100 -fe-cemmg

o
o
|

o
o
|
-Ui:
W 7
o

Lung cancer-specific survival (%)

40
20 20 -
O [ [ [ ; I [ [ [ [ ] 0 [ [ [ ; 3 [ [ [ [ ]
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
. Months from randomization Months from randomization
No. 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 (31.3-59.8).
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% Cl), 0.85 (0.61-1.18). Significance boundary for OS was not met at this interim analysis. ®<95% Cl: b72-83; <66-78. dExploratory analysis; events were deaths with noted reason of “disease” per

investigator assessment. ©f95% CI: ¢82-91; 769-81. Provencio ASCO 2025;Abstract LBA8010



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

JC Year, [
44Review [
D’Aiello A et al. Clin Lung Cancer 2024;25(3):197-214. =



D’Aiello A et al. Clin Lung Cancer 2024;25(3):197-214.

Neoadjuvant Biology
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Specific T Cell
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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

C RTPsf
JOURNAL CLUB ‘ ReV].eW

D’Aiello A et al. Clin Lung Cancer 2024;25(3):197-214.



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.
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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 al. RMD Open 2023;9(4):e003471.



Distribution of Autoimmune Diseases

Autoimmune necrotizing myopathy 1
Scleromyxedema 3
Antiphosp holipid antibody syndrome 4
Mixed connective tissue disease 5
Undifferentiated connective tissue disease 11
Myop athy 12
Antisynthetase syndrome 13
Undifferentiated inflammatory arthritis 20
Lupus/SLE 24
Scleroderma/ systemic sclerosis 25
Ankylosing disease 29
Polymyalgia rheumatica 33
Vasculitis 45
Sjogren's syndrome 54
Psoriasis disease 61
Rheumatoid arthritis

0 20 40 60 80 100
Count

Ghanem P et al. RMD Open 2023;9(4):e003471.
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Article

Nature 2024;635(8038):462-71.

CTLA4 blockade abrogates KEAP1/STK11-
related resistance to PD-(L)1inhibitors
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PACIFIC: 5 YEAR OUTCOMES

No. of Events/ Median OS
Arm Total No. of Patients (%) (95% CI), Months
Durvalumab 264/476 (55.5) 47.5 {38.1 10 52.9)
1.0 4 +v\\“1‘:\: 83,19 Placebo 155/237 (65.4) 29.1{22.1 10 35.1)
0.9 - - an % Cl, 79.4 10 86.2) Stratified HR (95% Cl): 0.72 (0.59 to 0.89)
0.8 - ““’*\ﬁ\_s 66.3% Stratified HR from the primary analysis (95% Cl): 0.68 {0.53 10 0.87)**
— ' (61.8 to 70.4)
£ 0.7 "~ 56.7%
— ' - (562.0to 61.1) (
o) _ ] ! Y Lameiy 49.7%
© ;i (68.5 to 79.7) : . " (45.0 to 54.2) 42.9%
'8 0.5 - I ! 1 H—H (38.2 to 47.4)
S : 00.% : e '%mmmm
o) B | (48.6 to 61.4) 1 —y ! HHHbH—
w : " 43.6% '
o 0.3 - 1 : (371 to 49.9) 36 39,
0.2 - ' " - {30.1 to 42.6) 33.4%
' ] I ! I (27.3 10 39.6)
0.1 - : : : ; I
I 1 1 ! I
0.0 1 T 1 ] ; 1 L 1 ; 1 L] T i 1] A L] ; 1 1 Al ; 1 L] Ll 1 1]

013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75

Time Since Random Assignment (months)
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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 190P



PACIFIC-RW OUTCOMES
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| | | | | | l | | |
0 6 12 18 24 30 36 42 48 54 60
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Year in Review:
Nontargeted Approaches for Lung Cancer

INTRODUCTION: The Boards

MODULE 1: Immune Checkpoint Inhibition for Localized Non-Small Cell Lung
Cancer (NSCLC)

MODULE 2: Immunotherapy for Metastatic NSCLC

MODULE 3: Antibody-Drug Conjugates
MODULE 4: Novel Bispecific Antibodies

MODULE 5: Journal 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.

Reck ASCO 2024;Abstract 8560
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100 -
N,
NIVO + IP]l + chemo Chemo
(= 361) (n = 358)
80 - Median O3S, mo 15.8 11.0
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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 2024



POSEIDON: UPDATED OS

January 2025

A

1.0 =

0.8

0.6

0.4 -

Probability of OS

0.2 1

0.0 T

T+D+CT CT
Events/patients, n/N 279/338 (82.5)  304/337 (90.2)
mOS, months (95% Cl) 14.0 (11.7-16.1) 11.6 (10.5-13.1)
HR (95% CI) 0.76 (0.64-0.89)
Landmark OS, % (95% Cl)
12 months 54.8 (49.3-60.0) 49.0 (43.5-54.3)

24 months 32.8 (27.8-37.9) 21.8 (17.5-26.4)
36 months 24.9 (20.4-29.7) 13.3(9.9-17.3)
48 months 20.9 (16.7-25.4) 8.5 (5.8-11.9)
60 months 15.7 (12.0-19.9) 6.8 (4.4-10.0)

No. at risk
T+D+CT 338 256
CT 337 235

12 18 24 30 36

42 48 54 60 66 72

Time from randomization (months)

183 136 108 a8 81

199 110 70 60 42

71 66

5
31 28 2

6 a7 21 3

Durable mNSCLC OS With T+D+CT After >5 years

B D+CT CT
Events/patients, n/N 290/338 (85.8)  304/337 (90.2)
mOS, months (95% Cl) 13.3 (11.4-14.7) 11.6(10.5-13.1)
HR (95% ClI) 0.84 (0.72-1.00)
Landmark OS, % (95% Cl)

1.0 12 months 53.2 (47.7-58.4) 49.0 (43.5-54.3)
24 months 29.6 (24.7-34.5) 21.8 (17.5-26.4)
36 months 20.6 (16.4-25.1) 13.3(9.9-17.3)
0.8 1 48 months 15.2 (11.6-19.4) 8.5(5.8-11.9)
8 60 months 13.0 (96-16.9) 6.8 (4.4-10.0)
S 0.6 -
=
2 0.4 |
g :
o 1
I 1
0.2 - i . ,
1 1
: : : : | T ) 111
] 1 1 ] LR ™1
0-0 1 : 1 : 1 : 1 : 1 : 1 I
0 6 12 18 24 30 36 42 48 54 60 66 72
Time from randomization (months)
No. at risk

D+CT 338 247 176 125 96 80 66
€T 337 23 152 110 70 50 42

55 48 45 40 18 3
31 25 21 20 10 2
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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 | | ficrobiome
and neoantigen burden | o= . !

Immune related
adverse events

Determinants of
response to
immune
checkpoint
blockade

Disease
location

{0 Tumor immune characteristics

Patient characteristics

I Tumor-specific characteristics

JC RT Pizeﬁh\;iew

Ghanem P et al. Clin Lung Cancer 2024;25(2):109-18.



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
(WES n=17, NGS n=17) (WES n=12, NGS n=13)
| Assessed Positive i Assessed Positive
e S EGFRN=25(71%)  n=4
ALK 35 89%) neg ALKn= 25 (71%) n=1
' METn=18 (48%) n=2 ' METn=17 (48%) e
‘ ::1;”“ \ A NRAST=3402%)  n=13 T | Kkmasm2s(im) e B :.;....a
i "5\ TP53n= 25 (67%) =13 |— Postvenn) / | 7P53n=15 (43%) S ’°"""'“’
T [emmem wi /T [smmen w1 |
| KEAPIN=20(54%)  n=0 | KEAPIN=13(37%)  n=0 |

JC Year, [
44Review [
Ghanem P et al. Clin Lung Cancer 2024;25(2):109-18. JOURNAL CLUB N
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Year in Review:
Nontargeted Approaches for Lung Cancer

INTRODUCTION: The Boards

MODULE 1: Immune Checkpoint Inhibition for Localized Non-Small Cell Lung
Cancer (NSCLC)

MODULE 2: Immunotherapy for Metastatic NSCLC

MODULE 3: Antibody-Drug Conjugates

MODULE 4: Novel Bispecific Antibodies

MODULE 5: Journal 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.
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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:e389968.
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Datopotamab Deruxtecan vs Docetaxel in NSCLC
TROPION-Lung01: Study Design

Key Eligibility Criteria

- NSCLC (stage IlIB, IIIC, or IV) Dato-DXd Primary Endpoints
« ECOGPSof0Oor1 6 mg/kg IV Q3W
+ No prior docetaxel (n = 299) » PFS assessed by BICR, per
» Without actionable genomic RECIST v1.1
alterations . 0OS
* 1 or 2 prior lines, including
platinum CT and anti—PD-

(L)1 mAb therapy

* With actionable genomic
alterations

Key Secondary Endpoints

Docetaxel . ORR by BICR

» Positive for EGFR, ALK, 75 ma/m? Q3W .
NTRK, BRAF, ROST, g_ 305 DOR by BICR
MET exon 14 skipping, or (n = )
RET

« Safety

* 1 or 2 prior approved
targeted therapies + Stratification by
ﬁ’lzzrt‘igr;bti?f;dn:;;t; and < « Histology (actionable genomic alteration)
* Anti-PD-(L)1 mAb included in most recent prior therapy, geography




Datopotamab Deruxtecan vs Docetaxel in NSCLC
TROPION-Lung01: Primary Endpoints

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

DETLED) (| Docetaxel
(n=299) (n=305)
No. of events/No. of patients 213/299 218/305
Median PFS, months 4.4 3.7
100 m (95% ClI) (4.2-5.6) (2.9-4.2)
80 u HR (95% ClI) 0.75 (0.62-0.91)
< 60 P value 0.004
Datopotamab ¢ o
deruxtecan Docetaxel 20 o Dato-DXd
0 Docetaxel
(o) (o) ] ] ] ] ] ] ] ] ]
ORR 26.4% 12.8% 0 2 4 6 8 10 12 14 16 18
Months
MDOR 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 3.7 mos o0 - Median OS, months 12.9 11.8
(95% CI) (11.0-13.9) (10.0-12.8)
mOS 12 9 mos 11 8 Mmos 80 = HR (95% ClI) 0.94 (0.78-1.14)
. . < 60 - P value 0.530
8 40
20 o Dato-DXd
Docetaxel
0 ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] |

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Months

Ahn MJ J Clin Oncol. 2025



TROP2 Normalized Membrane Ratio (NMR) Measured
by Quantitative Continuous Scoring (QCS)

QCS is a novel, fully-supervised computational pathology approach that precisely quantifies and locates targets like TROP2

« TROP2 tumor membrane expression

Whole Slide )

Imaging

Automated Image
Analysis (QCS)

using conventional IHC and pathology
visual scoring does not enrich for
response

oy L)

L
=

Differentiates
tumor from
non-tumor

« TROP2 NMR as measured by QCS
reflects the expression of TROP2 in
the membrane relative to total TROP2

(membrane and cytoplasm)

Levy ASCO 2025; Abstract 8501

Measures OD in each tumor cell

Membrane and cytoplasm
optical density (OD)

r

4

Patient Biomarker

Status Determination

2

=

275% of tumor cells with
TROP2 NMR =<0.56

<75% of tumor cells with
TROP2 NMR =0.56

Calculates TROP2 NMR for
every tumor cell

Membrane OD

Membrane OD + Cytoplasm OD

Lower NMR — higher cytoplasm proportion




Overall BEP: Efficacy by TROP2 QCS-NMR Status

TROP2 QCS-NMR positivity is predictive for longer PFS with Dato-DXd in the biomarker-evaluable population

Biomarker-evaluable population, n=352 TROP2 QCS-NMR+ TROP2 QCS-NMR-
100 — Dato-DXd | Docetaxel Dato-DXd Docetaxel
n=107 n=107 n=65 n=73
ORR, % 32.7 10.3 16.9 15.1
75 — Median PFS, months 6.9 4.1 2.9 4.0
N
; PFS HR (95% CI) 0.57 (0.41-0.79) 1.16 (0.79-1.70)
Z‘—Z-'.‘ Treatment by biomarker status interaction: p=0.0063
S 50
2
e | T
. —— Dato-DXd, QCS-NMR+
/.S . .. . T —— Dato-DXd, QCS-NMR-
A, 25 —— Docetaxel, QCS-NMR+
—————— Docetaxel, QCS-NMR-
0
0
Time from randomization, months
Dr Marina Chiara Garassino | Normalized Membrane Ratio of TROP2 by Quantitative Data cutoff: March 29 2023
Continuous Scoring is Predictive of Clinical Outcomes in TROPION-Lung01 PFS HR (95% Cl) by TROP2 QCS-NMR status (+ vs -) within treatment: Dato-DXd: 0.48 [0.33-0.69]; Dacetaxel:0.97 [0.68-1.39]

Garassino et al WCLC 2024



TROPION-Lung02

* Phase 1b study of Dato-DXd + pembrolizumab + Pt-CT in a/mNSCLC without actionable genomic alterations?

Key eligibility criteria : Dato-DXd Pembrolizumab Pt-CT Objectives
ILpatientsonly =/ o3  * T \vasw | T IV Q3W
. a/mNSCLC

« Dose escalation®: Cohort A (n=2): SInaikg +m
<2 lines of prior therapy® Cohort 2 (n=40): 6 mg/kg .,.m Primary:

) Safety and
» Dose expansion

- tolerability
= <1 line of Pt-CT Cohort 3 (n=14): 4mg/kg [ m + Carboplatin AUC 5

(cohorts 1 and 2)°

Cohort 4 (n=26): + IECLEEI + Carboplatin AUC 5 & ,
= Treatment-naive ( ) g *9 P %_ Secqndary.
{€ohork 2)s¢ Cohort 5 (n=8): amglkg [] 200mg [4Cisplatin 75 mg/m2l = NI

= Treatment-naive

(cohorts 3-6)° Cohort 6 (n=6): 6mgkg FI 200mg  [dCisplatin 75 mg/m?

Data cutoff: April 29, 2024. Median study duration was 18.7 months (range, 11-33.8) for doublet and 24.6 months (range, 15.4-32.4) for triplet combinations.

aPatients with known actionable genomic alterations in EGFR, ALK, ROS1, NTRK, BRAF, RET, or MET, or with alterations in other actionable oncogenic driver kinases were not eligible for this study. ?The first 3 to
6 patients in each cohort were enrolled to confirm acceptable safety/DLT rate; the remaining patients are considered part of dose expansion. Prior therapy requirements are for treatment in the a/m setting.
dEnroliment after June 30, 2022.

1L, first line; a/m, advanced or metastatic; CT, chemotherapy; DLT, dose-limiting toxicity; IV, intravenous; NSCLC, non-small cell lung cancer; Pt-CT, platinum-based chemotherapy; Q3W, every 3 weeks.

2025 ASCO m presenTeo By: Benjamin P. Levy, MD, FASCO ASCO CUINICAL ONCOLOGY

ANNUAL MEETING
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TROPION-Lung02: Efficacy, 1L Doublet
Progression-Free Survival

100 —
Confirmed ORR*, n (%) 23 (54.8)
Median PFS (95% CI)
() ) —
290G 38.7770.2 S g0 Doublet: 11.2 months (8.2-21.3)
Median DOR, months 20.1 [
95% Cl 9.7-NE g
»n 60
DCR, n (%) 37 (88.1) o
95% Cl 74.4-96.0 2w
Median TTR, months 1.4 @ L
Range 1.2-7.0 S 20—
o
Median PFS, months 11.2 + Consored
95% CI 8.2-21.3 O+—T—T T T T T 1T T T T T T T T T 1
Median OS, months NE 0 2 4 6 8 1012141618 2022 24 26 28 30 32
Time since start of treatment (months)
95% CI 19.2-NE
No. at risk:
Doublet 42 36 32 2825221210 8 6 5 4 4 4 2 0

Data cutoff: April 29, 2024. *1 CR, 22 PR. Pooled data including patients who received Dato-DXd 4mg/kg (5%) and Dato-DXd 6 mg/kg (doublet: 95%)
1L, first line; BOR, best overall response; Cl, confidence interval; CR, complete response; DCR, disease control rate; DOR, duration of response; NE, not evaluable; ORR, objective response rate; PR, partial response;
TTR, time to response.

2025 ASCO #ASCO25 PRESENTED By: Benjamin P. Levy, MD, FASCO ASCO CUNICAL ORCOLOGY
ANNUAL MEETING KNOWLEDGE CONQUERS CANCER



TROPION-Lung02: Efficacy, 1L Triplet
Progression-Free Survival

Confirmed ORR*, n (%) 30 (55.6) .
_ Median PFS (95% CI)
95% Cl 41.4-69.1 S go- Triplet: 6.8 months (5.5-11.1)
Median DOR, months 13.7 g
>
95% Cl 5.7-NE 5 60—
DCR, n (%) 48 (88.9) e
95% Cl 77.4-95.8 5 40-
w
Median TTR, months 1.4 o
= +—t—t+—+—+
Range 1.2-9.6 n% 20—
Median PFS, months 6.8 + Censored
95% ClI 55-11.1 O4+—T—7T T T 1T T T T T T T T T T T 1
- 0 2 4 6 8 1012141618 2022 24 26 28 30 32
CUERIEND Ok [l Ui Time since start of treatment (months)
95% Cl 9.1-NE No. at risk:
Triplet 54 48 38 28 2320 1817 14 9 7 6 5 4 2 1 0

Data cutoff: April 29, 2024. *2 CR, 28 PR. Pooled data including patients who received Dato-DXd 4mg/kg (41%) and Dato-DXd 6 mg/kg (59%)
1L, first line; BOR, best overall response; Cl, confidence interval; CR, complete response; DCR, disease control rate; DOR, duration of response; NE, not evaluable; ORR, objective response rate; PR, partial response;
TTR, time to response.

2025 ASCO #ASCO25 PRESENTED By: Benjamin P. Levy, MD, FASCO ASCO CUNICAL ORCOLOGY
ANNUAL MEETING KNOWLEDGE CONQUERS CANCER




TROPION-Lung02

Efficacy by TROP2 NMR, 1L Biomarker Evaluable Population

Median PFS (95% Cl)
TROP2 NMR+ (n=37)  12.0 mo (8.2-26.2)

PFS

e TROP2 NMR- (n=39) 8.1 mo (4.2-13.2)
HR = 0.62 (0.35-1.10)
BEP (n=76) .

e 80 Doublet (n=32) N

= Triplet (n=44) .

>

2

2 7 oS

()]

=

e BEP (n=76) .

@ Doublet (n=32) .

< Triplet (n=44) °

(@]

£ 20-

0 02 04 06 08 10 12 14 16
0 | | 1 « HR
0 10 20 30 favors TROP2 NMR+

NoUatisk: Time (months)
TROP2 NMR+ 37 22 8 0
TROP2 NMR- 39 15 4 3

Data cutoff: April 29, 2024. Pooled data including patients who received Dato-DXd 4mg/kg and 6 mg/kg
BEP, biomarker evaluable population;Cl, confidence interval; HR, hazard ratio; mo, months; NE, not evaluable; OS, overall survival; PFS, progression-free survival; TROP2 NMR, TROP2 normalized membrane ratio.

2025 ASCO m presenteD Bv: Benjamin P. Levy, MD, FASCO ASCO amsreess
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The science
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Distinct antigen-binding domains

designed to target two different

epitopes

Herrera et al., Trends in Cancer, 2024
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HARMONI-2 STUDY
Ivonescimab vs Pembrolizumab for PD-L1 positive NSCLC

HARMONi-2 (AK112-303): Study Design HARMONI ,,

Randomized, double-blind, phase 3 study conducted in China?®

(NCT05499390)

Patient Population

Stage I1IB/C or IV aNSCLC
No prior systemic therapy

No EGFR mutations or ALK
rearrangements

At least one measurable
lesion by RECIST v1.1

ECOGPSOor1
PD-L1 TPS 21%

# Patients were randomized from November 2022 to
August 2023.

Data cut off: January 29, 2024.

Patients who received =1 dose of study treatment

N=398

Ivonescimab IV

20 mg/kg Q3W (n=198) Treatment until

disease progression
confirmed by IRRC,
unacceptable toxicity

PembrolizumabIV  orupto24months

200 mg Q3W (n=200)

Stratification
* Clinical stage (llIB/C vs. IV)
* Histology (SQ vs. non-SQ)

- PD-L1 TPS (250% vs. 1-
49%)

Endpoints

Primary:

* PFS by IRRC per RECIST v1.1

Secondary:

= OS5, PFS assessed by investigator, ORR, DCR, DoR,
TTR, assessed by masked IRRC per RECIST v 1.1, PK,
and safety

Exploratory:

* QoL

lvonescimab is an investigational therapy not presently approved by any regulatory authority other than China’s National Medical Products Administration (NMPA)

Xiong Lancet 2025



HARMONi-2 (AK112-303): Efficacy Data HARMONI 5
Primary Endpoint—PFS per IRRC

Ivonescimab Pembrolizumab
(n=198) (n=200)
9-mo: 56% (47, 64)
___"1....._..' Number of
0 . Events/Patients 72/198 112/200
‘;10 [ g-mo: 40% (32, 48) ‘] :
7 ! ' 111 5.8
o : | 0.51
0 I | I I T 5 I I T r Stratified HR (95% CI) ;
o 1 2 3 4 5 6 7 8 g 10 11 (0.38, 0.69)
Number at risk
(number censored) P-value <0.0001

— |vonescimab 198 189 175 156 148 128 99 68 59 38 11 Median Duration of Follow-up: 8.7 months (IQR: 7.1, 10.3)

(O) {3) (13} (26) (32) {44) {50] (60} {:6?] (68) (?1:] ::::r'.::i::1s:;;:i:gig‘jgjz;mductedaftcr184IRHC-assussedPFSeventswercuhsewed
= Pembrolizumab 200 187 141 121 119 103 74 53 45 25 §

(0) (9 (52) (69) (70) (81) (95) (101) (102) (106) (112)

Ivonescimab demonstrated a statistically significant improvement in PFS vs. pembrolizumab

with HR = 0.51, and a 5.3 months improvement in mPFS

lvonescimab is an investigational therapy not presently approved by any regulatory authority other than China’s National Medical Products Administration (NMPA)
Xiong Lancet 2025



HARMONI-2

Safety Summary
TRAEs

Safety Summary, n (%) I‘E:lnisf;%gh Pﬂa‘: 20]119!;}1,[;1 ab

TRAE: (all grades) 177 (89.8) 163 (81.9)
Grade=3 58 (29.4) 31(15.6)
Serious TRAEs 41 (20.8) 32(16.1)
Leading to discontinuation 3(L.5) 6 (3.0)
Leading to death 1(0.5) 2(1.0)

Ivonescimab showed a manageable safety profile,
which was consistent with previous studies.

TRAES in SQ Subgroup

Ivonescimab
(n =907

Pembrolizumab
(n =919)

Safety Summary, n (%)

TRAESs (all grades) 77 (85.6) 73 (80.2)
Grade=3 20(22.2) 17 (18.7)
Serious TRAEs 17 (18.9) 17 (18.7)
Leading to discontinuation 2(2.2) 3(3.3)
Leading to death 0 1(1.1)

Ivonescimab also demonstrated a tolerable safety
profile in SQ patients.

The Most Common TRAES (incidence >10%)

Ivonescimah Pembrolizumab
Total =va 04 15.6 1%
Proteinuria 315 30 10.1
Aspartate aminotransferase increased 19.8 05 15.6
Hypercholesterolacmia 1652 101
Blood bilirubin increased 15.7 1ofos 116
Hyperiension 1571 51lvz2s
Alanine aminotransferase increased 147 p5fos 121
Hypothyroidism 142 95
Anaemia 132 15|05 146
Hypoalbuminacmia 1.7 05 1.1
Amylase increased a2 is) 3o
Hyperglvcaemia 2 osfio 1s
Blood uric acid increased 107 80
Anrhythmia 102 104 B Ivonescimab, ==grade 3
Hypertriglyceridaemia 10z 2offos 7o O Ivonescimab, all grades
Rash 2.6 68 161 @ Pembrolizumab, ==grade 3

O Pembrolizumab, all grades

100 %0 80 70 60 30 40 30 20 10 O

10 20 30 40 50 60 70 80 950 10

Patients (%)

The differences in AEs were predominantly proteinuria, hypertension,

and laboratory abnormalities.

Zhou WCLC 2024; Abstract PL02.04



Mechanisms of action
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Dual
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Tumor microenvironment
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Tumor cell T cell
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PD-L1 = : _CTLA-4
W

J

Cheng et al., J Hemat Oncol 2024

Other co-targets:
« TIGIT
« LAG3

 TIM3

2025 ASCO
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* In Thoracic Malignancies:

__ Target | Agent

PD-1 x CTLA-4 Volrustomig
Cadonilimab
Vudalimab
Lorigerlimab

Danvilostomig
Erfonrilimab
PD-1 x TIGIT Rilvegostomig
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Volr mi
olrusto g Volrustomig + chemotherapy as 1L treatment of mMNSCLC (Phase |b)

Cohort 1: nonsquamous (n=119%) Cohort 2: squamous (n=20)

100- PD-L1TC: m NE m<1% = 1-49% = 250% 100 PD-L1 TC: w NE m<1% = 1-49% = 250%
80 80-
60.] Median duration of follow-up: 8.9 months 60 Median duration of follow-up: 17.6 months

404

N 4

Anti-PD-1 Anti-CTLA-4

Best change from baseline (%)
Best change from baseline (%)

arm - arm
Cohort 2: SQ, PD-L1 TC <1% (n=10)
Median duration of follow-up: 9.6 months
o £s §Z o
6\ B £% =3 40
o= ® =
£Q £98 504 /
8 S0
go 22 o
a8 o 2 f
@ o -
| 1gG1-TM Fc gk g& 20f -
o 2 ] .
\.}\J g g g §. -60 /
s 58 -804
—2 1004
T L 1 T T T T T AJ T L T L J T L] T L T Ll L L L LJ
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 0 2 4 [} 8 10 12 14 16 18 20

ORR, 42.3% (n=33)
DCR, 85.9% (n=67)

ORR, 50.0% (n=50)
DCR, 90.0% (n=9)

Spigel et al., WCLC 2024
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Volrustomig: Toxicity

Volrustomig + chemotherapy as 1L treatment of mMNSCLC (Phase Ib)

NSQ NSQ sQ
Cohort 1A (n=66) Cohort 1B (n=54) Cohort 2 (n=20)

Median volrustomig exposure

4.8 (0.3-28.3) 4.8 (0.3-28.3) 4.4 (0.3-18.6) 6.8 (0.7-18.6)

(range), months
Any TEAE, n (%) 139 (99.3) 66 (100.0) 53 (98.1) 20 (100.0)
Any TRAE, n (%) 136 (97.1) 65 (98.5) 51 (94.4) 20 (100.0)

Grade 3/4 TRAE 106 (75.7) 50 (75.8) 38 (70.4) 18 (90.0)

TRﬁ.E leading to volrustomig 42 (30.0) 19 (28.8) 16 (29.6) 7 (35.0)

iscontinuation
TRAE leading to death* 7 (5.0)

Select TRAEs (preferred term),

n (%)

Rash

ALT increased
AST increased
Hyperthyroidism
Pneumonitis
Diarrhea

Any grade Grade 3/4 | Any grade Grade 3/4 | Any grade Grade 3/4 | Any grade Grade 3/4

38 (27.1)
33 (23.6)
32(22.9)
18 (12.9)
10 (7.1)
15 (10.7)

2025 ASCO presewrEneye VA Mamdani, MD

ANNUAL MEETING

4(29)
9 (6.4)
6 (4.3)
0
4(2.9)
2 (1.4)

21(31.8)
13 (19.7)
13 (19.7)
10 (15.2)
2 (3.0)
8 (12.1)

4 (6.1)
2(3.0)
0
0
1(1.5)

10 (18.5) 7 (35.0) 2(10.0)

18 (33.3) 5 (9.3) 2 (10.0) 0

17 (31.5) 4 (7.4) 2 (10.0) 0

6 (11.1) 0 2 (10.0) 0
4(7.4) 3 (5.6) 4(20.0) 1(5.0)
3 (5.6) 1(1.9) 4 (20.0) 0

Spigel et al., WCLC 2024
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Volrustomig: Ongoing Trials

Trial Treatment Regimen
Line

eVOLVE-LUNGO02 Volrustomig + chemo vs pembrolizumab + chemo;

PD-L1 <50%

eVOLVE-MESO 1] 1L Volrustomig + chemo vs investigator’s choice SOC
(nivo/ipi or chemo)
' esareos: Hirva Mamdani, MD  smcnsocerr
RasED ARLQ
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Rilvegostomig

ARTEMIDE-01
Rilvegostomig in advanced NSCLC with PD-L1 21%; CPI naive (Phase II)

FoN
o
1

Anti-PD-1/anti-TIGIT DuetMab

S
Anti-F;D\r;:l\ QH&&-HGW

—y Y - - - - - - -y - - - —b d o —p b — - o p =) = — - - D wp P wmp b = - - =

Ch  cn ch o chen

N
o
1

ChChCh Ch Ch

ChChCh ® 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00 OO OO OO O 0NN OO 0L OSSN SN OSSN N

Ch

l

N
S
1

Best overall response

Partial response M Stable disease (uPR waiting confirmation) Stable disease M Progressive disease M Not evaluable

' l 1gG1-TM Fc

60— * Imputeddata — Treatmentongoing Ch Patients with prior chemotherapy for metastatic disease

Best percentage change from

e PD-L1TPS 1-49% o PD-L1TPS 250%

baseline in target lesion size (%)
N
o o
1 |

80
-100 -
Designed t imi ffect of PD-1 and ) - —
e PD-L1 149% TPS (n=31) _| _PD-L1 250% TPS (n=34
ORR, confirmed + pending 9(29.0) 21(61.8)
[95% CI) [14.2-48.0] [43.6-77.8]
Continuing treatment 12 (38.7) 24 (70.6)

4 patients with PD-L1 250% pending confirmation
Hiltermann et al., WCLC 2024
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Rilvegostomig: Toxicity

TRAE 25% TRAE Grade 23
Hypothyroidism 16.7 g 8 W Part D2 1500 mg Q3W (n=30)
ALT increased 88 M Part C + D1 750 mg Q3W (n=65)
AST increased 0.0
i 15
Myalgia 8 8
Hypercholesterolemia . 8 8
Lipase increased 10,0 33
7.7 15
Pruritus 6 0.0
Hypertriglyceridemia 9627 0‘8
/pe
yperirigly o7 24
Diarrhea 6.7 0.0
6.2 15
Fatigue 6.7l 0.0
6200
GGT increased 6.7 0.0
i 6476 0 g ;
Pyrexia 7 28
Decreased appetite 6 ; 8 8
Hyperthyroidism 6.7 8 8
Hyperuricemia 6.7 8 8
Vomiting 6.7HMo0.0
0.0
Constipation 0.0
camies
Rash Sm o0
L L L)
100 50 0

2025 ASCO
ANNUAL MEETING

PRESENTED BY: Hirva Mamdani, MD

50 1(l)0 A

Hiltermann et al., WCLC 2024

No clear difference in safety
profile between 750mg and
1500mg

Very few grade 3 toxicities
No grade 4 or 5 TRAEs
reported

Low rate of treatment
discontinuation due to toxicity
(4.2%)
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Rilvegostomig: Ongoing Trials

Trial Treatment Regimen
Line

ARTEMIDE-Lung02 Rilvegostomig vs Pembrolizumab plus Chemotherapy
for MNSCLC (squamous)

ARTEMIDE-Lung03 [l 1L Rilvegostomig vs Pembrolizumab plus Chemotherapy
for MNSCLC (non-squamous)

ARTEMIDE-Lung 04 I 1IE Rilvegostomig vs Pembrolizumab monotherapy for
PD-L1-high mNSCLC

TROPION-Lung 12 I Adjuvant, Dato-DXd + Rilvegostomig or Rilvegostomig

Stage | monotherapy vs standard of care, following RO resection

in stage | adenocarcinoma of the lung (ctDNA-positive or
high-risk pathologic features)

TROPION-Lung 10 I 1IE Dato-DXd + Rilvegostomig or Rilvegostomig
monotherapy vs pembrolizumab for mMNSCLC (non-
squamous) with high PD-L1 expression

el e ASCO) umusy
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Phase Il Study of Acasunlimab with or without Pembrolizumab for
Previously Treated Metastatic NSCLC

' Phase 2, multicenter, randomized, open-label trial evaluating acasunlimab as monotherapy and in combination with pembro in patients with relapsed/refractory metastatic NSCLC
after treatment with standard-of-care therapy with a CPI
> Target N=126°
. Keviincusionienitera R Acasunlimab 100 mg IV Q3W Treatment continued . _
T + Age>18years A cles 1-2, then 500 mg IV Q6W i Primaty€ndpoint: QRR Dy
Oo o N ¥ L 5 until RECIST v1.1 per investigator
N () ¢« mNSCLC with disease . . ,
<) &% : : D Progressive disease,
progression after 21 prior A table toxicit K d oints:
' anti-PD-(L)1 treatment q Acasunlimab 100 mg IV + unaiﬁep able O:C(ICI v, ey;(e)c;nPFaSryoeSn A;I)Eom s
or other reason for
, * Confirmed PD-L1 expression? M pembro 200 mg IV Q3W : . . A S,',
discontinuation; or laboratory abnormalities
- ECOGPS 0-1 I g e
a2 : e < oses or
” . Adec:}_l:te ht(f_'rr;atd:')glc and E <18 doses (Q6W) of Selected exploratory
renal/hepatic function i :
o+ = D¢ pembro endpoints: PK, biomarkers

NCT05117242.

Enrollmentwas discontinued in the acasunlimab monotherapy group in October 2023 and in the acasunlimab + pembro Q3W group in February 2024; enrollment is ongoing in acasunlimab + pembro Q6W group. 2Prior to cycle 1 day 1 with PD-L1 expression in 21% of tumor cells by a sponsor-
designated central laboratory using the Dako PD-L1 IHC 22C3 pharmDx assay or by local assessment. bIncluding safety run-in for combination regimen cohorts, up to 40 centrally confirmed PD-L1* patients per arm. ‘Randomization stratified by PD-L1 expression (1-49% vs 250% PD-L1* tumor
cells) and histology (squamous vs nonsquamous).

.
p=

0% Acasunlimab Anti-PD-1

Year, [
44Review [
Aerts J et al. ASCO 2024 ;Abstract 2533. N



Acasunlimab with or without Pembrolizumab: Efficacy by PD-L1 Status

Acasunlimab Acasunlimab +

Monotherapy Pembro Q3W
(n=16) (n=22)?

Acasunlimab +
Pembro Q6W
(n=24)

Unconfirmed ORR, % (95% Cl) 31.3(11.0-58.7) 20.8 (7.1-42.2) 29.6 (13.8-50.2)
Confirmed ORR, % (95% Cl) 12.5 (1.6-38.3) 18.2 (5.2-40.3) 16.7 (4.7-37.4)
Confirmed DCR, % (95% Cl) 50.0 (24.7-75.3) 59.1 (36.4-79.3) 75.0 (53.3-90.2)
Median DOR, mo (95% Cl) 2.0 (1.6—-NR) 5.2 (3.5-NR) NR (NR-NR)
6-month PFS rate, % (95% Cl) 0 (NA) 14 (3-31) 34 (13-56)
12-month OS rate, % (95% Cl) 30 (9-54) 26 (6-52) 69 (43-85)
Data cutoff: March 22, 2024. Centrally confirmed PD-L1*patients are shown.
2n=24 for unconfirmed ORR. ®n=27 for unconfirmed ORR.
Anti-Tumor Activity by Treatment Group and Best Overall Response
100 TPS 1-49% § TPS 250%
i W Acasunlimab
75 E monotherapy
. i M Acasunlimab +
X 50 ' pembro Q3W
o ! :
i | Acasunlimab +
5 ! pembro Q6W
.= i
£ E
£ 0 :
9 :
8 i
§ 25 - !
§ -50 - |
< i
-75 - i
-100 - '

Data cutoff: March 22, 2024. Centrally confirmed PD-L1* patients with postbaseline scans are shown. Dashed lines indicate 20% and —30%.

Kaplan—Meier Plot of OS in Patients With PD-L1* mNSCLC

Overall survival (%)

100+

80+

60

40+

20+

Acasunlimab monotherapy
== Median 5.5 months
(95% Cl, 3.0-NR)

Acasunlimab + pembro Q3W
== Median 8.6 months
(95% Cl, 3.3—-NR)

Acasunlimab + pembro Q6W
Median 17.5 months
(95% Cl, 6.9-NR)

3 6 9 12 15 18

Time (months)

ORR = objective response rate; DCR = disease control rate; DOR = duration of response; PFS = progression-free survival;

OS = overall survival; TPS = tumor proportion score

Aerts J et al. ASCO 2024 ;Abstract 2533.

21 24 27 30

RT 4¥eﬁ£$iew




Acasunlimab with or without Pembrolizumab: Safety

TRAEs Reported in 25% of Patients in Any Treatment Group

Liver-related events® 28.6
Asthenia
Fatigue
Diarrhea
Nausea
Anemia
0.0
Thrombocytopenia
Arthralgia 24
6.1
9.1
i i 24
Blood alkaline phosphatase increased o Mono, grade 1-2
9.1
Decreased appetite 7.1 B Mono, grade 23
6.1
9.1 i
Dyspnea - Combo Q3W, grade 1-2
) 20 45 B Combo Q3W, grade 23
Cou 7.1
g 2.0 Combo Q6W, grade 1-2
0.0
Pyrexia 00 - B Combo Q6W, grade >3
0 5 10 15 20 25 30 35

Incidence (%)

Data cutoff: March 22, 2024. One grade 5 TRAE (immune-mediated hepatitis) was observed in the acasunlimab+ pembro Q3W arm.
alncludes alanine aminotransferase increased, aspartate aminotransferase increased, gamma-glutamyltransferase increased, hypertransaminasemia, hepatitis, and immune-mediated
hepatitis.

TRAEs = treatment-related adverse events RT Yearin.
44Review

Aerts J et al. ASCO 2024 ;Abstract 2533.



Ongoing Phase Il ABBIL1TY NSCLC-06 Trial Schema

4

SBILT

Y

Arm A?
Acasunlimab (100 mg) Q6W
o
Pembro (400 mg) Q6W
Screening Randomized 1:1
Up to 28 days (N=702)

Arm BP
Docetaxel
(75 mg/m?) Q3W

Stratification factors:

Tumor PD-(L)1 expression level,
tumor histology, ECOG PS,
sequence of prior line of therapy
in the metastatic setting

Trial Endpoints

Primary Endpoint

e Overall survival

* Progression-free survival per RECIST v1.1 as assessed by the investigator
 Confirmed objective response rate per RECIST v1.1 as assessed by the investigator
e Duration of response

Secondary Endpoints e Occurrence of AEs

* Time to treatment discontinuation due to an AE

* Pharmacokinetic assessments and anti-drug antibodies associated with acasunlimab

* Patient perspective on symptom burden and treatment impact per FACIT-GP5 and PRO-CTCAE

* Time to deterioration and change from baseline in global health status

Exploratory Endpoints .
* Biomarkers

Paz-Ares Let al. ELCC 2025;Abstract 128TiP.

Proposed Mechanism of Action of Acasunlimab in
Combination With Anti-PD-1 Immunotherapy

'

L ™ Granzymes
%% & perforins

Tumor >
cell death

@ .
Ty

Dendritic
cell

Tumor

Trial Objective

Evaluate acasunlimab in combination with pembro vs docetaxel in patients
with PD-L1+ mNSCLC after progression on PD-(L)1-inhibitor
and platinum-based chemotherapy

Trial Overview
Q Randomized Patients:
Phase 3 Stage 4 mNSCLC =

y 2 Enrolling Globally
@ Treatment: Acasunlimab + Pembro vs Docetaxel @ {13 Countrics

RT

Primary
Endpoint: OS
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Year in Review:
Nontargeted Approaches for Lung Cancer

INTRODUCTION: The Boards

MODULE 1: Immune Checkpoint Inhibition for Localized Non-Small Cell Lung
Cancer (NSCLC)

MODULE 2: Immunotherapy for Metastatic NSCLC
MODULE 3: Antibody-Drug Conjugates

MODULE 4: Novel Bispecific Antibodies
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nature medicine

Article https:/fdol.org/10.1038/541581-023-02598-9

ctDNA response after pembrolizumabin
non-small celllung cancer: phase 2 adaptive
trialresults
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BR36 Trial Schema

a b
®
o Malecular - Clinlcal
Eligibility assessments 50 assessments
E‘é",r&"fm'ﬁﬁ Participants
ECFR/ALE mut negati — ) H
PN - .I : i ‘)
- - 2l o i T
BB
C1 C2 C3 u
50 C1 plasma qéw untl wi2
C1 2 C3 Cx 45 C1+ C2 plasma q9w until was
30 C1+ C2+C3 plasma qi2w until FD
I I I I 5 non-evaluable dus
‘ mmis.aad_ plasma
. s neveluable '—J Target enrollment of
First Stage [ | ] [ | ] RECIST .
taud i ¥ § / | \ 50 patients reached
-
RECIST FE )1 P")‘ g a%
Tumor 10 48
NGS “""-/ Undatectabla Evaluable for
CDNA RECIST response
1° endpoints \ \
ctDMA response timing . [0 .
concordance btw ctDMNA - -
nd RECIST
: respenE= - Pambrolizumab 35 35
\ a3w Evaluable for Ewaluable
ctDMA responsa patlants

Anagnostou V et al. Nat Med 2023;29(10):2559-69.
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BR36 Consort Flow Diagram

«Not evaluable due
to non-evaluable
RECIST (acute
deterioration or
deathn=2)

Anagnostou V et al. Nat Med 2023;29(10):2559-69.

Patlents accrued
{n=50)

Patlents recelved
study treatment

Lost to follow-up
(n=0)

Analyzed for
RECIST response
(n=48)

Analyzad for
CtDNA response
(n=235)

«Not meeting
Inclusion criteria
(n=0)

«Declined to
participate (n = 0)

«Not evaluable due
to missed plasma
(n=3)

«Not evaluable due
to undetectable
CDNA (n = 10)

JC
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Overview of Plasma Variants Detected by Next-Generation Sequencing

Mutation
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ctDNA = circulating tumor DNA

Anagnostou V et al. Nat Med 2023;29(10):2559-69.
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Representative ctDNA Kinetics Patterns
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Radiographic Response Assessment, Molecular Response and OS
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PFS and OS for Patients with ctDNA Molecular Responses
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Depth of ctDNA Response in Association with RECIST
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CLINICAL CANCER RESEARCH | PRECISION MEDICINE AND IMAGING

Elucidating the Heterogeneity of Immunotherapy
Response and Immune-Related Toxicities by
Longitudinal ctDNA and Immune Cell Compartment
Tracking in Lung Cancer
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Overview of Study Methodology
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Course of Disease for Each Patient
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Longitudinal Cell-Free Tumor Load Dynamics and Molecular
Response Classifications
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Association Between ctDNA Molecular Responses and
Radiographic Response Assessments
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Association Between Cell-Free Tumor Load (cfTL) Clearance and

PFS and OS
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Survival Outcomes in the Cohort of Patients with Radiographically
Stable Disease
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cfTL Clearance and Tumor Responses
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T-Cell Receptor Clonal Dynamics and Clinical Benefit and
Development of Inmune-Related Adverse Events (irAEs)
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T-Cell Receptor (TCR) Clonal Dynamics and Immunotherapy-
Related Pneumonitis
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Examples of TCR Cluster Dynamics in Patients with Immune-
Related Adverse Events
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Optimizing the Selection of First-Line Therapy
for Patients with Multiple Myeloma

A CME/MOC-Accredited Live Webinar

Tuesday, July 1, 2025
5:00 PM -6:00 PM ET

Faculty

Xavier Leleu, MD, PhD
Peter Voorhees, MD

Moderator
Neil Love, MD



Thank you for joining us!

Please take a moment to complete the survey
currently up on Zoom. Your feedback is
very important to us. The survey will remain open
for 5 minutes after the meeting ends.

Information on how to obtain CME, ABIM MOC and
ABS credit is provided in the Zoom chat room.
Attendees will also receive an email in
1 to 3 business days with these instructions.
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