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Systemic Therapy Strategies
N i N o i A

CheckMate 816 Neoadjuvant nivolumab + chemotherapy — surgery Neoadjuvant 24% Median EFS 60 mo (HR 0.68) |5-year OS 65.4% (HR 0.72)

KEYNOTE-671 Neoadjuvant pembrolizumab + chemotherapy — surgery — Perioperative 18% Median EFS 47 mo (HR 0.59) [3-year OS 71% (HR 0.72)
pembrolizumab (1 yr)

AEGEAN Neoadjuvant durvalumab + chemotherapy — surgery — Perioperative 17% 2-year EFS 63% (HR 0.68) Not reported (immature)

KEYNOTE-091 Surgery — +/- chemotherapy — adjuvant pembrolizumab (1yr)  |Adjuvantonly N/A Median DFS 54 mo (HR 0.76) |3-year OS 82% (HR 0.87)
ADAURA Surgery — +/- chemotherapy — osimertinib (3 years) Adjuvant only N/A Median DFS 66 mo (HR 0.27) [5-year OS 88% (HR 0.49)
ALINA Surgery — alectinib (2 years) Adjuvant only N/A 3-year DFS 89% (HR 0.24) Not reported (immature)

Checkmate 816

CheckMate -816: EFS With Neoadjuvant Nivolumab
+ Chemotherapy vs Chemotherapy (3-Year Update)'2

CheckMate 816 study design®
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B Subgroup Analysis of Overall Survival
No. of Events/
Subgroup No. of Patients  Median Overall Survival (95% €1} Unstratified Hazard Ratio for Death (85% C1)
Nivolumabs  Chemetherapy
chemotherapy alone
A Overall Survival (N=179) (N=175)
100 e
% Overall 150/358 NR 737 (473-NR) —— 071 (051-0.98)
706 Sex
§ 80 (613—767”57:5_';] o MNivolumaba Male 120,255 NR(6LI-NR)  6L8 (368-NR) —_— 0.76 (0.53-1.09)
£ e Chemotherapy Female 30/103 R NR (55.8-NR) —_— 052 (0.25-1.10)
£ 60 Race
"; 50 White 76169 NRS3S-NR) 737 (45.1-NR) —_— 091 (0.58-1.43)
Black 57 NR(34-NR) 209 (20.7-NR) -
H :: c“"‘:“ﬂ'ﬁ:'”’ Asian 63179 NR 768 (37.2-NR) —_— 0.52 (0.32-0.85)
i -
20 North America 33,01 NR(TL6-NR)  73.7 (55.3-NR) e
10 Europe 34/66 NR(44.1-NR) 383 (18.4-NR) —_— )
P S — - s fsia 67177 NR 768 (37.2-NR) ] 054 (0.33-0.38)
0 6 12 18 24 30 3% 4 54 6 72 78 %4 ECOG performance status score i
Months o 87261 NR 768 (73.9-NR) e 0.70 {0.46-1.07)
. 1 &7 TL6(441-NR) 453 (228-NR) —_— 0.76 (0.46-1.25)
No. at Risk Disease stage at baseline H
Nivolumabschemo- 179 168 159 151 147 140 137 129 122 117 111 &7 29 98 O i sifie T i T
a =
Chemmﬁ\’ef:pyaloﬂe 179 170 159 139 126 114 112 104 98 97 91 58 29 6 1 s REz NRUGLE-NE] T7 (04 bR ==S—F D.70{047-3.05).
Histologic tumor type X
Squamous 12/182 NR(B4I-NR) 737 (283-NR) —r 071 (0.46-1.1)
i Nonsquamous 63176 NR(LE-NR)  NR (47.3-NR) — 0.72 {0.45-1.16)
M“;‘:"MF::I"‘" PD-L expression level
pertige a% 74155 NR(3.8-NR) 618 (31.2-NR) — 0.9 (0.57-1.41)
21% 4178 NR 737 (473-NR) — 051 (0.31-0.54)
i 1-49% 39/%8 NRGLI-NR) 737 (45.1-NR) = 06 (0.35-1.24)
Nivolumab+Chematherapy  NR (NR-NR) =50% 25/80 NR 768 (28.8-NR) = ————a——— 033 {0.14-0.78)
[Nui73) Type of platinum therapy
chemamm';;&!lt;n: 73.7 (47.3-NR) Cisplatin 112/258 NR(64.7-NR) 7638 (473-NR) — 081 (0.56-1.18)
(N=175) Carboglatin mn R 37.2 (168-NR) —_— 039 (0.18-0.36)
Hazard ratio for death, 0,72 .1
165% C1, 0.523-0.998) 0125 025 050 100 200 400
Pe0.048 I NT ——T
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KEYNOTE-671 B

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

Pembrolizumab 200 mg IV Q3W 20+ HR072(95% C10.56-093)
2. 10 p=0:0052 (one-sided)

)
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Overall survival (%,
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T T T T T T T T T T T J
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© 13 08 @2 (50 (B) () (123) (35 (46) (15) (152)
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IMPOWERO010

No crossover

Completely resected
stage IB-lllA NSCLC
per UICC/AJCC v7

* Stage IB tumors 24 cm

+ ECOG PS 0-1

* Lobectomy/pneumonectomy

* Tumor tissue for PD-L1 analysis

Atezolizumab
1200 mg q21d
16 cycles

1-4 cycles
cisplatin +
pemetrexed,
gemcitabine,

docetaxel or
vinorelbine
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]
KEYNOTE-091

Eligibility for Registration Eligibility for Randomization
Pembrolizumab 200 mg Q3W
for £48 administrations (~1 yr)
Placebo Q3W
for <18 administra
A
100 — Pembrolizumab group 3 i Hazard ratio 0.82
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Case 1

- Patient with 4.4 cm right upper lobe mass

- Underwent EBUS with mediastinal staging -
only RUL mass involved

- Stage IIA (T2bNOMO) lung adenocarcinoma
- PD-L1 90%, KRAS G12V mutated

- Treated with 4 cycles of neoadjuvant
carboplatin/pemetrexed and pembrolizumab

57

Case 1

POST NEOADJUVANT THERAPY):

4.3 cm)
» Negative for residual carcinoma (complete histologic
response to neoadjuvant therapy)
» Pleura with fibrosis and chronic inflammation
» All margins negative for carcinoma
» Treatment effect
- Viable carcinoma 0%
- Necrosis 0%
- Stromal fibrosis 100 %

in surveillance with no evidence of disease

* LUNG, RIGHT UPPER LOBE, LOBECTOMY (STATUS

* 1. Mass with fibrosis, hemosiderin-laden macrophages,
foci of chronic inflammation, and anthracosis (tumor bed

» Patient did not receive adjuvant therapy and is currently

58
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Case 2

Patient with 4.8 cm left upper lobe mass

Underwent EBUS with mediastinal staging -
only LUL mass involved

Stage 1A (T2bNOMO) squamous cell lung
cancer

PD-L1 0%, NGS negative

Enrolled in MK2870-019 clinical trial
(TROP2 antibody-drug conjugate)

Treated with 4 cycles of neoadjuvant
carboplatin/paclitaxel and pembrolizumab

59
LUNG, LEFT, LINGULA, LINGULECTOMY:
Residual invasive, moderately differentiated
squamous cell carcinoma with focal keratinization: Screening-randomization Adjuvant period ‘
a. Size pf tumor:.4.5 cm (ypTZb) — — Pembrolizumab 400 mg V qw
b. Surgical margins: Negative (* Eligibility for randomization: | X7
c. Treatment effect: el ctnt *
i i . + ECOG 01 MK-28704 mg/kg IV q2w X 20
I Viable t'umor. 55% « Definitive surgery (RO-R19) doses
ii. Necrosis: 35% + No disease re-baseline
iii. Fibrosis: 10% y mﬂ:‘gé i~ Pembroll:usr:a,l(z;m mg IV ]
Stratification Factors: a2
. . . *+ Histology (squamous vs
Continued to receive adjuvant therapy ety el
+ PD-L1TPS (<50% vs 250%)
* Stage(llvs ) )
. TROP?exprgssmn{lowvs )
) . medium vs high vs unknown,
Randomized to pembrolizumab control arm
and completed 1 year of total treatment —
no evidence of disease currently
60
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Case 3

Patient with 3 cm left lower lobe mass

Underwent EBUS with mediastinal staging -
only LLL mass involved

Stage A3 (T1cNOMO) squamous cell lung
cancer

Underwent left lower lobe lobectomy with
lymph node dissection

61

Case 3

LUNG, LEFT, LOWER LOBE, LOBECTOMY:
1. Invasive squamous cell carcinoma:
a. Tumor size: 3.0 cm
b. Surgical margins: Free of involvement
2. One of thirteen lymph nodes positive (1/13)
3. Ancillary testing:
a. PD-L1: Tumor Proportion Score (TPS): 35%
b. NGS (lung panel): Positive for HRAS Q61L mutation

Patient was upstaged to stage 11B (pT1cN1M)

Received cisplatin/gemcitabine adjuvant therapy for 4 cycles and pembrolizumab for 1 year —
no evidence of disease currently

62
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Systemic Therapy Strategies
e S

Treat micrometastatic disease sooner

- Tumor downstaging may improve RO resection rates

In vivo chemosensitivity assessment

Neoadjuvant Only |- Immunotherapy works better in presence of neoantigens
Enables pathologic response assessment (e.g., pCR, MPR)
Better compliance than adjuvant treatment

Can avoid unnecessary surgery in rapid progressors

May not proceed to surgery due to progression or complications
May delay definitive surgical treatment

Surgery may be difficult after tissue fibrosis or tumor response
No definitive staging until resection

Less data on long-term outcomes

Avoids delaying surgery
Definitive pathologic staging helps guide therapy
- Preferred for EGFR/ALK mutated

Missed opportunity to downstage tumors pre-op
Patients may be unfit for post-op therapy

Adjuvant Only . . . o o - Lower completion rates for planned therapy course
- Avoids possible surgical complications after fibrotic response HE ) N .
Lt ) - Less effective immune response if antigen load is reduced
- Patient s upstaged during surgery - Micrometastatic disease left untreated during surgery period
- Optimal strategy if immunotherapy contraindicated g surgery p
- Combines the benefits of neoadjuvant and adjuvant treatment - Increased cumulative toxicity
Perioperative - Greater treatment intensity may maximize micrometastatic control |- Requires patient fitness for both pre- and post-op treatment

- Some evidence for better event-free survival
Signal for improved survival in non-pCR and higher PD-L1 levels

Adjuvant portion may be too aggressive for some patients
More expensive and resource intensive

Treatment Considerations — Complete Response

Exploratory Analysis of EFS by pCR Status

100 -
0] N Pumtro, win e
‘onpcn
0 T‘ HR0.33 (95% C1, 0.09-1.22)
»l -~ Paceo i
il s ST
504 oy i pamurs, wnzt 5GR
g = e =
A Overall Survival in Patients with or without a Pathological Complete Response (pCR) a0 U ey R 069 (85% C1. 0.55.0.88)
100.0 {100.0-100.0) 100,0 {100.0-100,0) Median Overall 10 N s ol Pacess. sino pER
95.3 (82.7-9838) 95.3 (82.7-94.8) Survival 204 o
a2 (95% C1) o
§ o NivolumabsChemotherapy " e
E Pl — pCR (N=43) NR (MR-NR) 6 12 L » 0 % @ 48 £l
il —— No pCR (N=136) NR (53.9-NR) Months
g g Lol o »
04 - Hazard ratio for death, 2 2 5 “ 9 " ' . ° 1
2 3] ' 0.11 (0.04-0.36) i il » i ] ] i ] ] ]
g Tgi I ; = pCR (Nm"l? NR (NR-NR)
I E L Y T RN No pCR (N=175) 737 (46.7-N8) Exploratory Analysis of EFS by mPR Status
Months
No. at Risk .
Pathological complete response
Nivolumab+chemotherapy 43 42 42 42 42 42 42 41 40 40 39 B 1 4 O With mPR
Chemotherapy alone 4 4 4 4 4 4 4 4 4 4 4 3 31 0 HR0.54 (95% C1.0.240.22)
No pathological complete response
Nivolumab.+chemotherapy 136 126 117 109105 98 95 88 82 77 72 42 16 5 O i
‘Chemotherapy alone 175 166 155 135 120 110 108 100 94 93 &7 S5 26 3 1 = — = - u ‘Without mPR
L TR HRO.T3 (95% C1, 0.54-0.92)
k'l B Pl weouneR

CheckMate 816 ol

KEYNOTE-671
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Treatment Considerations — PD-L1 Expression

Overall Surivival in Patients with Tumor PD-L1 Expression <13

610
M2709) 530 Mivolumabs:
(412-634) Chemotherapy

Chemotherspy
Alane

Percentage of Patients
gE5588

T2 18 24 30 36 42 48 S4 60 €5 72 76 &

mo
Nivolumab + Chemotherapy N (43.8-NR)
=78

Chematherapy Alone 613 (31.2-N8)
N=77)

Median Overall
Survival
(95% C)

Mazard ratio for death, 0.89

D Overall Surivival in Patients with Tumor PD-L1 Expression 21%

bt T53c s, Nhvohmab
(07-875) volumab
75 (ss1-3se) Jrmiebe

Chematherapy
Alone

Percentage of Patients
g

(95% CI)

Nivolumab+Chemotherapy  NR (NR-NR)
[N=89)

Chemotherapy Alone 73,7 (47.3-NR)
N=89

— T 2 1 Hazard ratio for death, 0.51
o s (95% 1 057-1.41) O & 12 18 2 30 3 42 45 4 60 66 72 7B M (95%C1,031-084)
WManths, Months.
No. at Risk No. at Risk
Nivolumabschemotherapy 78 72 66 63 61 56 54 45 46 42 38 23 12 4 © vaiseragbo-chisits i
Chematherapy alone T 74 6861 S 45 46 43 41 40 9 B B I 0O snistuntipe s il S k-3 G e o
Table: LBAS7 Efficacy outcomes by tumor PD-L1 expression
Tumer PD-11 2 1% I‘J\.Illw PD-L1 < I!GI
N+Cln=89) Cln = 89) N+Cln=78) Cl=7
EFS
Median, mo (35% CI) NR (44.4—NR) 26.7 [13.4-NR) 26.4 (14.8—NR) 208 (13.9-42.1)
HR (95% C1) 045 (028-0.77) 087 (0.57-1.35)
os
Median, ma (95% CI) NR (NR—NR) NR (45.1—NR). NR (48.6—NR). NR (31.2-NR)
HR (95% CI) 0,37 {0.20-0.71) 36]
PCR rate, % 326 (23.0-433) 22(03-79) 26 (03-9.1)
a)
MPR rate, % 449 (34.4-55.9) 5.6 (1.8-126) 14.3 (7.4-24.1)
(95% CI)

NR, not reached.

CheckMate 816
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Treatment Considerations — Early Stage

A Overall Surivival in Patients with Baseline Disease Stage I8 to |1
100 632
90

55.1-78.2
! ) 69 Nivolumabs
(51.7-753) Chemotherapy

Chemotherapy
Alone

Percentage of Patients
8

10
12 18 24 30 36 42 48 54 72 78 84
Manths
No. at Risk
Nivolumabschemotherapy 65 60 57 54 51 SO 48 44 42 41 39 21 11 4 0
Chemotherapy alone B1 60 54 50 45 41 41 37 36 36 34 0 12 3 0

Median Overall
urviv.
{95% €1
ma
Nivolumab+Chemotherapy  NR (64.7-NR)
N=65
Chemotherapy Alone 768 (41.6-NR)
(N=61)

Hazard ratio for death, 077
(95% C1, 0.44-1.35)

B Ovenall Surivival in Patients with Baseline Disease Stage Il1A

\gg 716
_% 0 (626-790) 653 Npvolumabs
o i 1557-733) Chemotherapy
60,
T % Chemotherapy
# o Alone
E a0
g
& 1w
0 & 12 18 24 30 36 42 48 54 72 78 84
Months
No. at Risk
Nivolumab.chemotherapy 113 107 101 96 95 39 88 84 79 75 71 46 18 5 ©
Chemotherapy alone 116108 105 88 78 72 70 6 61 60 57 33 17 3 1

Median Overall
Survival
(95% 1)

mo

Nivolumab+Chemotherapy  NR (71.6-NR)

(N=113)
737 (39.8-NR}

Hazard ratio for death, 0.70
(95% €1, 0.47-1.05)

CheckMate 816 OS by Stage

Clinical disease stage (1 vs Il
I 6

26/118 39121
n 84279 105/279
Clinical disease stage (I1A vs IIB vs I11A vs 11IB)
A 522 6/19
18 21/96 33/102
A 621217 79/224
g 22162 26/55

0-67 (0-41-1-10)
074(055-0-98)

075(0-23-2.47)
065 (038-113)
074 (0:53-1-03)
069 (0-33-1:22)

KEYNOTE-671 Subgroup Analysis

Baseine diseitestipe
"

] NR@Z6-NR)  NR (243-NR)
i 07 02 F69-NK) 134 {93-177)
Node stage
167 NR@AZ-NA)  NR (15.8-NR)
N 108 NR@UA-NR) 281 (170-NR)
N w2 107 @69-N8) 100 B1-151)
Sngges it} 02 (182-N8) 100 (65-18.0)
Nudtisation & NR{112-NR)  10030-18)

— 081 (0.46-1.43)
—_— 051 {0.36-072)
—_— 080 (0.43-132)
—_— 058 (0.29-1.16)
—_— 046 0.30-070)
— 049 [029-054)

CheckMate 77T Subgroup Analysis
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Systemic Therapy Strategies

Perioperative vs neoadjuvant nivolumab for
resectable NSCLC: patient-level data analysis of
CheckMate 77T vs CheckMate 816

Patrick M. Forde,' Solange Peters,? Jessica ¥ ie Mead: “

pshire,’
Phuong Tran,* Stefano Lucherini,® Cinthya Coronado Erdmann,® Hong Sun,* Tina Cascone”

Landmark EFS® (analysis population) by pCR status*®
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HR (95% CI) ) ol HR (95% CI)
o & u 18 M 3 B » o s 1 o1 o2

Manths from surgery

N0 0 4w

Landmark EFS (analysis population) by tumor PD-L1 expression®®
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80 ~, -
\
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e . 3
o %0 40
Periop Hecadj Periop
NIVOF®  RIVO » cheme 20 NIVDSt
=53 = 63) (n=80)
0 __HR(95% Q1) 0.51 (0.26-0.93) o __HR (95% CI) 0.86 (0.44-1.70)
0 [ 12 18 % 30 3% 4 48 o L] 12 18 4 E 3 4 4@

ot Months from surgery Months from surgery
" 5 g o @ oW 7 w

® noow

]

Landmark EFS (analysis population) by clinical stage*®

Stage IB-II Stage IIl
re, w;
& 15 ) '
o 5 s ‘
s — E | ISR
g, i,

periop eoad,
20 RiVO<d  1ivo 20
(n =49 n =54 . n = 93)
i HR (95% C1) 053 (0.25:1.11) 8 HR (95% CI) 0.63(0.37:1.07)
0 & 1 1B . 0 W 4 48 0 & 12 18 1 0 3 4 4@
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Systemic Therapy Strategies

- Ongoing questions

- Base treatment decisions on PD-L1 — correlation between high expression and better outcomes
- General consensus is to stop therapy if patient achieves a complete response
- Reasonable to consider up front surgery in some patients (small, negative nodes, stage IIA, PD-L1 negative)

- How to choose treatment strategy in non-oncogene driven tumors:
+ Most start with neoadjuvant chemotherapy + immunotherapy: 3 vs 4 cycles of treatment

- Surgery then evaluate pathological response
- If complete response - most would stop

- If no complete response - adjuvant immunotherapy to complete 1 year of treatment

- Strongly consider enrolling patients in clinical trials

68
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- —«#+‘$‘“«/— /1
ADAURA — EGFR Mutated Disease

Patients® with completely resected primary
nonsquamous stage |B/11/I1IA NSCLC with Osimertinib 80 mg QD
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o H
26wk w:‘trlas;j;vantcl {n=343) Male 200 - 031(0.200.0.48)
(N=682) Female 478 —_— 03110.2310.0.42)
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<85 380 H 0.3110.22 to 0.42)
265 a2 —_— 0.3 0.23t5.0.48)
Smoking history
Yos 194 0.26 (0,16 t0.0.40)
. : N ase S 0.340.26t0.0.45)
0S in All Patients (Stage IB-1lIA NSCLC) ) -
Asian 4 H—— 0.34(0.25 10 0.45)
T 14 Non-Asian 248 028(0.18100.49)
.g Osimertinib Stage H
£ o [ 212 et 0.4102310.0.69)
& - ¥ Placebo [ 26 —_—— 0340.23100.52)
0.64 5-¥r Overall Survival, % 1 ma 2 H 0.20 (0.4 to 0.29)
(as% ci) ' EGFR matation H
5 04d Osimertinib 88 (83-91) I Extodel are . 0241017 100.3%)
z SNk ) 1 LaseR 304 —— 0,45 (0.31 10.0.68)
£ 02 4 3 1 Adjuvsnt chemotherapy i
= HA for death; 049 (95.63% 1 0.34-0.70) d Yes aw I 0.20(0.2110.0.39)
2 Fxnnal No 72 ————i 0.36 (0.2410.0.55)
6 12 18 2a 30 36 42 48 54 60 66 72 78 84 90 = o AR e A
No. at Risk Months since Randomization i
Osimertinib 339 332 325 324 319 311 304 301 294 252 176 108 SO 15 O Favors Osimertinib. _Favors Placebo

Placebo 343 338 332 326 314 304 290 281 267 223 164 97 44 17 3 o
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ALINA — ALK Mutated Disease
No. of Events/
Patients with resected Alectinib 600 mg BID for 2 yr Subgroup No. of Patients Hazard Ratio for Disease Recurrence or Death (95% C1)
stage 1B (24 cm) to lIA / (n=130) Al patients. 65/257 —— 0.24 (0.14-0.43)
ALK+ NSCLC eligible to __, Further treatment ot Age
receive platinum-based T T — investigatar’s choice <65yr 43/19 —— 0.26 (013-052)
chemorherapy; no prior Q3W for 4 cycles s:ii yr 22/61 ——y 0.24 (0.08-0.71)
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(N=257) Race
Asian 31183 — 036 (017-0.79)
Mon-Asian 34/114 -——— 0.16 {0.06-0.38)
A Pationts with Stage 1 or Itk D ECOG performance status score at baseline
0. 0 32/137 -— 0.20 (0.09-0.46)
v 1 33120 —_— 031 (0.14-069)
E - Smoking status
% .§ " [ Never smoked :T[;:J —.—— 0 ;: {0 13-0,: :)
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:‘E & W@ Survival (85% Cly Current smoker o8 NE
£ § s W Disease stage
] o Chematherapy Chemotherspy 444 R74-NE) 18 6/26 R e 021 (0.02-1.84)
gu 30- (] 22492 — 0.24 (0.09-0,65)
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g pen00l Regional lymph-node stige
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70

©AllinaHealthSystems 10



Future Directions

MK-2870-019: Phase 3 Adjuvant Pembrolizumab w/wo MK-2870 in Resectable Stage |l to 1IB (N2)

. Cl | n |Ca| tr|als NSCLC not Achieving pCR After Neocadjuvant Pembrolizumab + Platinum Doublet + Surgery
- Antibody-drug conjugates Scropnsy | | Meosdmantperioa | | seroen nion | | Adjuvant period

- Alternative immunotherapies Pustiipants Slgiiy o rndomiston T
Stages I-11B(N2) metastases ¥
- Targeted agents - Eo6o, " Defiitiv surgery (R0-R19 T
. . . :"’,’"‘,‘y“"""?" . ::idues‘l;vasem-baselme
- Neoantigen/cancer vaccines e © Ry ot i

mut ‘Steatification Factors:

+ Histology (squamous vi
nonsquamous)

+ PD-L1TPS (<50%vs 250%)

- Biomarkers for patient selection
. . Prim:lryEndpoim:l: D.FSbyBICR ; iﬁg\iﬁ)‘mmﬂ“
+ Driver mutations e i g ko)
- Gene expression profiling i
- Proteomic classifiers

- ctDNA testing
- May help guide treatment intensity/duration
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