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Clinical Scenario

55-year-old female with a 20 pack-year smoking history underwent a low
dose screening CT chest that showed a concerning RLL mass

March 2025: CT chest showed a RLL mass measuring 2.3 x 1.6 cm

April 2025: PET/CT confirmed avidity in RLL, along with right hilar and
paratracheal LN, MRI Brain Negative

April 2025: Bronchoscopy confirmed metastatic adenocarcinoma in 4R,
10R, 11R Lymph Nodes. Level 4L, 11L, and 7 nodes were negative

Controlled hypertension, hyperlipidemia, COPD, osteoarthritis, PS 1

FEV1 1.2, normal exercise, cardiac, marrow/organ function
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Management of Early-Stage NSCLC is Complex!

No adjuvant Tx
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Current Approvals in Early-Stage NSCLC

Setting Trial Therapy FDA Approval Date Indication

Stage II-IIIANSCLC with PD-L1 21%,

: ) :
Adjuvant IMpower010 Atezolizumab October 15, 2021 post-surgery and platinum-based chemotherapy

Adjuvant PEARLS/KEYNOTE-0912 Pembrolizumab January 26, 2023 Stage IB (24 cm), I, or IIANSCLC, post-surgery

Stage IB—-IIIANSCLC post-surgery

: 5 : .
Adjuvant ADAURA Osimertinib December 18, 2020 with EGER exon 19 deletions or exon 21 L858R

: - : Resected stage IB (tumors >4 cm), Il, or [lIA
4
Adjuvant ALINA Alectinib April 18, 2024 AL K-bositive NSCLC

CheckMate 8165 Nivolumab + Resectable NSCLC (tumors =4 cm or node-

Neoadjuvant Chemotherapy LRI positive), pre-surgery

Perioperative KEYNOTE-6716 Pembrolizumab + October 16, 2023 Resectable stage !I—IIIB NSCLC, neoadjuvant and
Chemotherapy adjuvant treatment

AEGEAN? Durvalumab + Resectable NSCLC (tumors 24 cm and/or node-

FRTDPAEUE Chemotherapy AL 1), A0, positive) without EGFR/ALK alterations

Nivolumab + Resectable NSCLC (tumors 24 cm and/or node-

: : g
FRMRREENE GG D 7T Chemotherapy QRO S, Al positive) without EGFR/ALK alterations

Felip E et al Lancet 2021, O’Brien M, Lancet 2021, Tsuboi M et al NEJM 2023, Wu YL et al NEJM 2024,
Forde PM et al NEJM 2022, Wakelee H et al NEJM 2023, Heymach J et al NEJM 2023, Cascone T et al NEJM 2024
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Management of Early-Stage NSCLC is Complex!
VI o e e e

No adjuvant Tx
Adjuvant Tx @

Mational o
mmémhpnwa NCCN Guidelines Version 3.2025 ( es Inde
NCCN Table .Jf C

Cancer Non-Small Cell Lung Cancer Discussion
Network

PERIOPERATIVE SYSTEMIC THERAPY

+ Patients with tumors 24 cm or node positive should be evaluated for preoperative therapy, with strong consideration for an immune
checkpoint inhibitor + chemotherapy. Otherwise refer to the Neoadjuvant Systemic Therapy for Patients Who Are Not Candidates for Immune
Checkpoint Inhibitors.

+ Test for PD-L1 status, EGFR mutations, and ALK rearrangements (stages [B-IIlA, llIB [T3-4, N2]). PD-L1 status can be incorporated with other

A48
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Biomarker Testing in Early-Stage NSCLC is Complex!
O - e e e

No adjuvant Tx
-
A

Adjuvant Tx o

corns, AL O

Unresectable

First biomarker testing opportunity Biomarker testing in patients who
(when possible): EGFR and ALK alterations don’t receive neoadjuvant therapy

National Cancer Institute. Non-Small Cell Lung Cancer Treatment (PDQ®)-Health Professional Version. Accessed May 2025
https://www.cancer.gov/types/lung/hp/non-small-cell-lung-treatment-pdq
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Why is Biomarker Testing Important?

Immunotherapy is ineffective in Targeted therapy given after
some molecular subsets of NSCLC immunotherapy increases toxicity
Best Response for Target Lesions by Patient While on Trial
ORIGINAL ARTICLE
20t =|'JJ
—EGHRWT Severe immune-related adverse events are common
10 . with sequential PD-(L)1 blockade and osimertinib
: = | = O L O ot o 5
E =1
E_m No responses seen
‘% in EGFR+ patients
:_E:_ =3
1]
*PD due to dural thickening on MRI
TPD due to non-target progression

Lisberg et al, JTO 2018 . .
Schoenfeld et al, Ann Onc, 2019 @ PCI]D Medlcme



Clinical Scenario (continued)

 Seen by MDT team
 Medically operable

e Surgically resectable

* PD-L190%

 Molecular testing is performed

 How should this patient be treated?

Tizzue Source: Lung, BRight Middle and Lower Lobe
Specimen Identifier: HS5-21-20519%

Block: &M

Eztimated Tumor Percentage: >=40%

Indication for Study: Invasive pulmonary adenocarcinoma

Ebnormal Report

ST T T T

SEASE ASSQCIATED VARIANTS (3ee interpretation and comments) :

GENE PROTEIN CHARNGE cDNZ CHANGE

exon 18

TUMOR MUTATICHAL EBURDEN (TMBE; =ee interpretation and comments):

0.0 mutations per megabase (u/MEBE)

Charu Aggarwal, MD, MPH, FASCO | X @CharuAggarwalMD @ Penn MediCine


Presenter Notes
Presentation Notes
NCCN GL LEH 11/3/25: Changed “managed” to “treated” for the last bullet


Potential Treatment Options

Adjuvant
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EGFR TKils in the Adjuvant Setting

NCT00049543 Adjuvant EGFR in 4% Stage IB-IlIA Gefitinib daily x 2 years v No difference (HR, Completed
placebo 1.24)

ADJUVANT- Adjuvant EGFR Stage II-IIIA Gefinitib daily X 2 years v 30.8 v 19.8 months Completed
CTONG1104 vinorelbine + cisplatin % four (HR, 0.56)

(NCT01405079) cycles

EVAN (NCT01683175) Adjuvant Stage 1A Erlotinib daily x 2 years v 2-year DFS 81.4% v 44.6% (RR, 1.8) Completed
vinorelbine + cisplatin X four
cycles

SELECT Adjuvant Stage IA-IIIA Erlotinib daily x 2 years after ~ 2-year DFS Completed

(NCT00567359) adjuvant chemotherapy/
radiotherapy

RADIANT Adjuvant EGFR expression/ Stage IB-IlIA Erlotinib daily X 2 years v 50.5 v 48.2 months Completed
(NCT00373425) amplification, EGFR placebo (HR, 0.90 [95% ClI,
mutation in 16.5% 0.74 to 1.10])

Patients with Stage Il to Il1A Disease
Patients with completely resected Planned treatment duration: 10

stage* IB, II, IlIA NSCLC, with or without 3ears—
adjuvant chemotherapyt Osimertinib 80 mg, 2 years 0.9 . .
once daily Osimertinib
0.8 R ;

Key inclusion criteria: Treatment continued until:
218 years (Japan / Taiwan: 220) m— = Disease recurrence

WHO performance status 0/ 1 Stratification by: Randomization = Treatment completion
Confirmed primary non-squamous NSCLC Stage (IB vs |l vsllIA) . - Discontinuation criterion met
Ex19del / L858R} EGFRm (Ex19del vs L858R) 3
Brain imaging, if not completed pre-operatively Race (Asian vs non-Asian) Follow-up:

Complete resection with negative marginss = Until recurrence: Week 12 and

Maximum interval between surgery and 24, then every 24 weeks to
randomization: 5 years, then yearly Placebo 73 (66—78)

+ 10 weeks without adjuvant chemotherapy + After recurrence: every 24 weeks Hazard ratio for death, 0.49 (95.03% CI, 0.33-0.73)
» 26 weeks with adjuvant chemotherapy for 5 years, then yearly 0.1+ P<0.001

0.0 T T T T T T T T T i
0 6 12 18 24 30 36 42 43 54 60 €6 72 73 &4 90

0.7 Placebo
0.6 ;
5-Yr Overall Survival
0.5 {95% ClI)
0.4+ percent
0.3+ Osimertinib 85 (79-89)

0.2

Probability of Overall Survival

Endpoints Adjuvant Osimertinib improves OS

* Primary endpoint: DFS by investigator assessment in stage lI-IllA patients

+ Key secondary endpoints: DFS in the overall population (stage IB-IlIA), landmark DFS rates, OS, safety, health-related quality of life in EG F R IVI uta nt Ea rly Sta ge N SC LC
Voruganti T et al ASCO Education Book 2025, Tsuboi M et al NEJM 2023, Wu Y et al NEJM 2020
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Updated DFS Analysis from ADAURA

0.3

stopping
Osimertinib

0.2

0.1

A
! 1
! 1
i ! :
—_ I ! |
Z : w
3 ! ! |
3 ! l |
Median DFS, months (95% CI) o i | i
1.0 2 45 ! ! I -
Osimertinib 65.8 (54.4 to NC) @ ! i 1
i .
0.9 4 0% Placebo 21.9 (16.6 to 27.5) L 04 : : ! Median CNS DFS, months (95% CI)
o [%] | i | Osimertinib NR (65.8 to NC)
08 4 HR (95% Cl) 9.23 (0.18 to 0.30) Z 03 | ! : Placebo NR (NC to NC)
Maturity 51%: 0.2 4 i | | HR (5% CI) 0.24 (0.14 to 0.42)
E 0.7 4 osimertinib 32%, placebo 70% ’ | ! !
= 0.1 Osimertinib | 1 | i Maturity 13%:
-_E 0.6 Placebo \ : : osimertinib 9%, placebo 17%
4 i
© - 0.0 . . . : : : . t . T T .
'g 05 4 0 6 12 18 24 30 36 42 48 54 60 66 72
1
= 0 Time Since Random Assignment (months)
»n 0.4+ | No. at risk:
E | Osimertinib 233 222 216 202 196 192 175 138 90 45 20 2 0
0.3 4 : : Placebo 237 192 142 126 107 91 74 61 a1 23 1" 1 0
I I 29% | I 1 1 h
0.2 1 . . . B n patients wit
I 1 |
0.1 4 — Osimertinib 1 1 | "0 Osimertinib Placeb .
- | H | _ 1.0 simertinil acebo II_IIIAd
Placebo | | I = seeess CNS disease recurrence swuirrs CNS disease recurrence ISeas e}
T T T f T f T f T T T T S 9971 — — Non-CNS disease recurrence  — — Non-CNS disease recurrence
0 6 12 18 24 30 36 42 48 54 60 66 72 2 o8/ Death Death 1 5/ 1 8 C N S
o
2
H B . =
Time Since Random Assignment (months) < 074
No. at risk: 2 061 : recurrences
Osimertinib 233 222 216 202 196 192 174 138 90 45 20 2 [} g 0.5 4
Placebo 237 191 141 124 106 91 74 61 41 23 11 1 0 S d f
& o4 occurred aftter
&
©
L1
L
a
[%]
=
S

0.0

T T T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66

Sustained DFS benefit beyond 3 yea rs Time Since Random Assignment (months)
CNS Benefit
4 J
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Duration of Osimertinib — TARGET Study

Key inclusion criteria Common EGFR mutations
(Ex19del or L858R) cohort: n=150 patients

218 years (Taiwan 220 years)*

Radiographic scans
(preferably CT, or MRI)
will be performed at
baseline and for disease
recurrence at weeks 12
and 24 and then every 24
weeks thereafter until
study completion, disease
recurrence, or death. In
addition to pre-surgery or
pre-enrolment brain scans
(preferably MRI, or contrast

WHOFS 0/ Primary endpoint:
Osimertinib DFSYat 5 years

Confirmed primary non-squamous .

EGFRm stapge (e Adjuvant 80 mg orally O 3§ Secondary endpoints:
che_mothgrapy fo_r 5 years or DFS%at 3 and 4 years;

’ per investigator until recurrence, OS at 3, 4 and 5 years;

and patient discontinuation safety and tolerability:

choice or death type of recurrence;
MRI or contrast CT brain scanning CNS metastases

is required pre-surgery or
pre-enrolment

Complete surgical resection with
negative margins

Uncommon EGFR mutations
EGFR mutations (common or (G719X, L861Q, and/or S768I) cohort: n=30 patients
uncommon, excluding Ex20ins):t

Max. interval between surgery Osimertinib Secondary endpoints: CT), brain scans will be
and treatment: Adjuvant 80 mg orally QD DFCa e required at recurrence and
; Srllnle e 47 o years of safet ané tc’)IerabiIi’? - as clinically indicated during
* 10 weeks without per investigator until recurrence, y y;
adjuvant chemotherapy and patient discontinuation g Rl treatment and follow-up
o 26 weeks with choice or death CNS metastases

adjuvant chemotherapy

I
X Penn Medicine Penn Medicine

University of Pennsylvania Healtli¥System



Osimertinib in Stage | - ADAURA2 Study

Adult particlpants with completely resacted

stage 142 or 143* EGFRm NSCLC

Osimertinib 80 mg

H-g eligibility criteria: PO QD
Aged 218 years Stratification by:
it oot el o Risk (high risk vs fow risk')
pﬂl‘:llpg".-_al 51*;5 |A2 nr Ina_{:l‘lm an{' = L |I 1 = 3K W3 10 5 -.'_. ) 5
=3cm in siza) NSCLC* - EGFR mutation type Randomization 1:1 Primary endpoint:
+  EGFR mutation (Ex19dal or LBSER) sither (Exani9del vs LB5S _: (N=380) —+ [DF3 per investigator assessment in
alone or in combination with othar EGFR R Chinass s high-risk! stratum
|'|'||J'IE1I|.'.I'|E. :|r|=||_.. LG = |II'|
Complate (R0) surgical resection of the Lot '_"r"r'El"': ABEaN va
prirmary fumar with negative margns (by Frin=Asian
lnbactamy, segmantactomy or sleeve I — mrf endpoints:
resection) DFS in overall population
Tumor semgple submission for central * (S in high-risk! stratum
pathology essessment of. « OS5 in overall population
E TN Iy, g F-yiar breabment durabion sy HROoL
- Presence of lymphovascular invasion “=yaar nsatmani duraim
— T higlﬂ|;g!'-m : until treatmeant completion, +  Safety | tolerability
WHO perlormance status 0/ 1 disconfinuadion, or dspasn * PK
Ma pre- J pw,mmhw I'Eﬂ.'!'.'lmEl'ﬂFlﬁl 3 recumanca = EHE DF‘E
syslemic therapy
Mol eligible for any olber local 200
tresiment

I e e
X Penn Medicine @

University of Pennsylvania Heal

Penn Medicine
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Potential Treatment Options

Adjuvant
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NeoADAURA: global, randomized, Phase 3 controlled study

: . Osi 80 mg QD (29 weeks)s" +
e CUCO LS Y] carboplatin AUCS5 or cisplatin 75 mg/m? +
resectable EGFRm

pemetrexed 500 mg/m?
stage lI-1lIB NSCLC* (Q3W for 3 cycles)

Investigator choice of
Key inclusion criteria: 9 Osi mono adjuvant treatment

Aged 218 years 80 mg QD (29 weeks)W Post-surgery

Histologically / cytologically Stratification by: follow-up visits™

confirmed non-squamous NSCLC Stage Il /11I

S - lied adj t
Ex19del / L858R! Chinese? / other Asian FEO GG osi was available for eligible
/ non-Asian carboplatin AUCS5 or cisplatin 75 mg/m? + “Satients who com Ietg d
WHO PS 0/ 1 e 1o pemetrexed 500 mg/m? g | e
x19del / L858R (Q3W for 3 cycles) surgery in all arms

Endpoints:

Primary: major pathological response (MPR; by blinded central pathology review)

Secondary: event-free survival, pathological complete response, nodal downstaging and safety
Chaft J et al, ASCO Annual Meeting 2025

CLINICAL ONCOLOGY
ANNUAL MEETING University of Pennsylvania Health System «nowLEDGE conquERs cANCER
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Interim EFS analysis (15% maturity)
NeoADAURA — A Phase I1 Study |

Osi + CTx: 0.50
(99.8% C1 0.17, 1.41); p=0.0382*

Osi mono: 0.73
(95% CI 0.40, 1.35)t

The MPR rate was statistically significantly higher with both osi-containing regimens

Difference, 24% (95% CI 15, 32);
OR, 19.8 (95.002% CI 4.6, 85.3); p<0.0001

1
Difference, 23% (95% CI 15, 32);
OR, 19.3 (99.9% Cl 1.7, 217.4); p<0.0001

Event-free survival (%)

| I Planned
o o surgery
95% ClI 18, 34 95% Cl 17, 34

w
o
L

24 27
No. at Risk Time since randomization (months)

MPR rate, %

Median follow-up, months*
— Osi+CTx, 121 112 58 54 39 38 23 0 A -
— osi + CTx 14.3, osi mono 18.3,

— Osimono 117 112 59 59 36 34 20 0+C
— PBO +CTx, 120 107 55 52 35 34 20 PBO +CTx 14.3

95%2;{?0,6 EFS by MPR status

N
o
"

100 e L
.

Osi + CTx. Osi mono PBO + CTx
oo

=121 =117 =120 S
(n=121) (n=117) (n=120) s

Neoadjuvant osi, with or without CTx, should be
considered when planning treatment for patients with
resectable EGFRm stage II-11IB NSCLC

surgery
T T T T T T
6 15 18 21 24 27

No. at Risk Time since randomization (months)

Event-free survival (%)

[~ — Osi+CTx 13 13 8 8 4
MPR+ — — Osimono 1 1 8 8 4
L — PBO +CTx, 2 2 1 1 1
[ == Osi+CIx, 45 41 31 30 19
MPR- — -- Osimono 48 48 28 26 16
L == PBO+CTx, 53 50 34 33 19

EFS events were reported in 2% (1/62) of patients with an MPR vs 18% (52/296) of patients without an MPR

Chaft J et al, ASCO Annual Meeting 2025
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Potential Treatment Options

Adjuvant
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Peri-operative Immunotherapy in EGFRm NSCLC?

AEGEAN' CheckMate 8162 KEYNOTE-6713+4 CheckMate 77T56
(Perioperative) (neoadjuvant only) (Perioperative) (Perioperative)

740 358 797 451

Stage Il, llIA, and [IIB (N2) Stage IB (24 cm), II, IlIA Stage Il, llIA, and IlIB (N2) Stage IIA (>4 cm) to 11IB (N2)
By AJCC 8 ed By AJCC 7t ed By AJCC 8 ed By AJCC 8 ed

Neoadiuvant Durva + CT Nivo + CT Pembro + CT Nivo + CT
) (Q3W x 4 cycles) (Q3W x 3 cycles) (Q3W up to 4 cycles) (Q3W x 4 cycles)

Regimen
Durva Pembro Nivo

Adjuvant (Q4W x 12 cycles) N/A (Q4W x 13 cycles) (Q4W X 12 cycles)

Platinum backbone Cisplatin/carboplatin Cisplatin/carboplatin Cisplatin Cisplatin/carboplatin

Planned pneumonectomy

permitted at baseline? Amended to exclude Yes Yes No specified

T4 invasion Excluded Included Included Excluded

Excluded from mITT Excluded patients with
EGFRmM/ALK alterations known EGFR/ALK Included

analysis \
y alterations

No EGFRm/no known ALK
alterations

Chemo+IO Chemotherapy
Heymach J, et al. NEJM 2023; Forde PM, et al. NEJM 2022: Known EGFR mutation n, (%) 14 (3.5) 19 (4.8)
Wakelee HA, et al. NEJM 2023; Cascone T, et al. NEJM 2024 Known ALK translocation n, (0/0) 12 (3.0) 9 (2.3)

2025 ASCO  JPTYYISTY oo Charu Aggarwal, MD, MPH, FASCO | X @CharuAggarwalMD Penn Medicine ASCO simsysecener
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Potential Treatment Options

Adjuvant
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CheckMate 816: 5-y OS final analysis

CheckMate 816 study design?

Primary analysis population

(Concurrently randomized)
Key Eligibility Criteria
« Newly diagnosed, resectable, NIVO 360 mg Q3W
stage IB (> 4 cm)-1l1IA NSCLC + Surgery
th editi N = 358 Radiologic g
(per TNM 7t edition) chemod Q3w (3 cycles) restagiﬁg (within 6 Optional | kolow-up
. ECOG PS 0-1 k adiuvant
e weeks N ) —
« No known sensitizing EGFR post- chemo
mutations or ALK alterations treatment) and/or RT
Chemo® Q3w (3 cycles)
Stratified by
Stage (IB-11 vs llIA),
PD-L1P (2 1% vs < 1%c), and sex
Minimum/median follow-up: 59.9/68.4 months
& Primary endpoints Key secondary endpoints Exploratory analyses D)
« pCRby BIPR « OS « OS by pCR, ctDNA clearance
« EFS by BICR * MPR by BIPR * Lung cancer-specific survival
« TTDM

< 7

Database lock: January 23, 2025. From The New England Journal of Medicine, Forde PM, et al, Neocadjuvant nivolumab plus chemotherapy in resectable lung cancer, 2022;386:1973-1985. Copyright © 2022
Massachusetts Medical Society. Adapted with permission from Massachusetts Medical Society. @aNCT02998528. tDetermined by the PD-L1 IHC 28-8 pharmDx assay (Dako). cIncluded patients with PD-L1 expression status not
evaluable and indeterminate. dINonsquamous: 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.

Forde P et al, NEJM 2025 . .
@ Penn Medicine 2




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 NRa 73.7°
HR (95% Cl); P value 0.72 (0.523-0.998); 0.0479
80
o/c
‘L-—\h_‘mﬁ NIVO + chemo
§ = m,t-».u—-.——g—:_j““._*_q!
3 55% e N
© 40
Chemo
20 A
O | I I | I | I | | I | I 1

CheckMate 816: 5-y OS final analysis

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

Months OS analysis by key subgroups

No. at risk

NIVO + chemo 179 168 159 151 147 140 137 129 122 117 11 67 29 Medlan 0S, mo
Chemo 179 170 159 139 124 114 112 104 98 9 91 58 29 NIVO + chemo Chemo UnsaattiediiRiEo%Cl) UnsatHEHE
(n= 179) (n=179)
" . Overall (N = 358) 73.7 :

Minimum/median follow-up: 59.9/68.4 months.

+495% Cl: *NR; 247.3-NR; <58-72; 447-62. DG (=) B Gk
Female (n = 103) NR NR
White (n = 169) NR 73.7
Black or African American (n =7) NR 20.9
Asian (n = 179) NR 76.8
North America (n = 91) NR 3.7
Europe (n = 66) NR 38.3
Asia (n = 177) NR 76.8
ECOG PS 0 (n = 241) NR 76.8
ECOG PS 1 (n=117) 71.6 45.3
Stage IB-1l (n = 126) NR 76.8
Stage A (n = 229) NR 73.7
Squamous (n = 182) NR 73.7
Nonsquamous (n = 176) NR NR
PD-L1 < 1% (n = 155) NR 61.8
PD-L1 2 1% (n = 178) NR 73.7
PD-L1 1%-49% (n = 98) NR 73.7
PD-L1 2 50% (n = 80) NR 76.8
Cisplatin (n = 258) NR 76.8
Carboplatin (n = 72) NR 37.2 —_—_— 0.39

'
]
'
1

r T T
0.125 0.25 0.5 2 4
_ - _ Hinimup/mecian folovup: 22 3(63 dmonthe RavorsNIVO¥ichemo A ——* Fajalschemd

HRs were NC if there was an insufficient number of events (< 10 per arm).
Forde P et al, NEJM 2025 ..
@ Penn Medicine 22



CheckMate 816: 5-y OS final analysis

Exploratory analysis: OS by pCR status

« Among concurrently randomized patients, 43/179 (24%) patients in the NIVO + chemo arm and 4/179 (2%) patients in the
chemo arm had pCR!

: 100% Chemo (pCR)
L e ¥ T 1 e
) ey i
ez | 95%e R
80 - I B e iy i NIVO + chemo (pCR)
S -—-.,h____ '
T R, ;
60 - et DUGE, iy TOTIORI NIVO + chemo (no pCR)
8 ] NIVO + chemo Chemo o Ci'a:@.r;?f} (no pCR)
pCR  NopCR  pCR  NopCR ‘ o
20 4 Median 0S, mo _ NR® NRP NR® 73.79
HR (95% CI) 0.11 (0.04-0.36) -
0 T T T T T T T T T I T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Months
pCR 43 42 42 42 42 42 42 41 40 40 39 25 3 4 0
No pCR 136 126 117 109 105 98 95 Bé 82 Th 2 42 16 L] 0

In the NIVO + chemo arm:
« Among patients with pCR, death occurred in 3 patients; none were due to disease”
« Among patients with no pCR, there were a total of 62 (46.6%) deaths; 44 (33.1%) were due to disease'

Minimum/median follow-up: 59.9/68.4 months.
HRs were NC if there was an insufficient number of events (< 10 per arm). 2-295% Cl: ®NR; ©53.9-NR; NR; 946.7-NR; =83-99; f47-64; 246-61. "In the chemo arm, there were no deaths in patients with pCR. In the chemo arm,

there were 82 (47.7%) deaths; 60 (34.9%) were due to disease. 1. Forde PM, et al. N Engl J Med 2022;386:1973-1985.
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Early-Stage NSCLC

Unresectable

Molecular Testing is critical
If EGFR/ALK - Avoid ChemoIO

Unresectable

No adjuvant Tx

4
- . o

Neoadj Chemo + TKI - option sometimes

Neoadj ChemoIO w/ an OS benefit
Unclear if Periop >>Neoadj ChemoIO

Probably Ok to stop if pCR
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Clinical Scenario

v" Adjuvant osimertinib provides a proven overall survival benefit

v Avoid neoadjuvant chemo-immunotherapy in patients with EGFR-
mutant NSCLC

v Consider neoadjuvant chemo plus TKI — NeoAdaura

Charu Aggarwal, MD, MPH, FASCO | X @CharuAggarwalMD @ Penn MediCine
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