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Transition from Empiric to Precision Medicine:
Rationally Selected & Personalized Therapy of NSCLC
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Adapted from Gandara et al: Clin Lung Cancer, 2017



Paradox in Application of Predictive Biomarkers in
Therapeutic Decision-Making
for NSCLC

Clinical Application of Predictive Biomarkers
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Adapted from Redman, Gandara et al: Clin Cancer Research 2013



Timeline of FDA Approvals in NSCLC:
Stage IV vs Early Stage

|:| Targeted therapies
I:l Chemotherapy

D Immunotherapy

|:| Adjuvant or
neoadjuvant studies
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FDA approvals in metastatic NSCLC
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Advances in the treatment of resectable NSCLC

Chaft et al. Nat Rev Clin Oncol, 2021
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DFS advantage to
adjuvant osimertinib®
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IMpower-010 shows
DFS advantage with
Atezolizumab
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Timeline of Adjuvant Therapy in NSCLC

Overall Survival (OS) as a consistent Primary Endpoint

Cisplatin-based Chemotherapy

IALT

JBR.10

ANITA

Gefitinib “

Osimertinib

HR = .86 HR = .69 HR = .76 OASD;lIJQVS'\gZ DFQ%ARUEAU
N=467 N=482 N=840 N N=682
| ]
20|o3 2004 2005 2006 20|08 20l13 zo|14 2o|15 2017

ALPI BLT CALGB 9633 MAGRIT RADIANT ECOG 1505 SCAT
HR = .96 HR = 1.02 HR = .83 N=2313 HR=.90 HR=.99 HR=.86
N=1207 N=381 N=344 HR: NR N=973 N=1501 N=462

Carboplatin- Mage Erlotinib Bev BRCA
based Vaccine targeting
Chemo

« Adjuvant chemotherapy produces a ~5% absolute survival benefit at 5 years

« This benefit is greatest in patients with Stage II and IIIA disease

- Patients with stage IB may be considered for adjuvant chemotherapy
(NCCN Guidelines 2020) if “high-risk”

« Prior novel systemic regimens (EGFR TKIs, Bev, I0) have not produced additional
survival advantage (ADAURA osimertinib trial in EGFR-mutated NSCLC has shown
improved DFS)

ALPI Scagliotti et al. J Natl Cancer Inst 95: 1453-61, 2003; BLT Waller et al. Eur J Cardiothorac Surg 26:173-182, 2004, IALT Arriagada et al. N Engl J Med 350.: 350-61,
2004; JBR.10 Winton et al. N Engl J Med 352:2589-97, 2005; ANITA Douilland et al. Lancet Oncol 7: 719-27, 2006; CALGB 9633 Strauss et al. J Clin Oncol 26.: 5043-51,
2008; MAGRIT GSK press release Mar 2014, RADIANT Kelly et al. J Clin Oncol 32 (abstr 7501), 2014, ECOG 1505 Wakelee et al. WCLC 2015 PLEN04.03; SCAT Massuti et
al J Clin Oncol 33 (abstr 7507); Y-L Wu et al, ASCO 2017 Abstract #8500



Adjuvant Chemotherapy has not improved
Overall Survival (OS) in Stage IA & IB NSCLC
(6th-7th Staging Edition)

Stage
& Trial

1A (12%)
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Adjuvant Chemotherapy for NSCLC

LACE Analysis by Stage

HR  [95% ClI]

No Deaths Hazard
Category / No. Entered (Chemotherapy / Control)
Stage IA 104 / 347 =
Stage IB 515 / 1371 B
Stage I 893 /1616 =
Stage Il 878 / 1247 =t
0.5 1.0 1.5 2.0
Chemotherapy better  Control better

1.41 Y0.96;2.09]

0.92 /[0.78;1.10]

0.83 [0.73;0.95]
0.83 [0.73;0.95]

Test for trend: P = 0.051

Pignon JP, et al. J Clin Oncol. 2008;26:3552-3559.



8th Staging Edition of Non-Small Cell Lung Cancer

Category No | N1 Mia | Mib | Mic
</=1cm Tila anyN | anyN any N
>1-2 cm Tib
>2-3 cm Tlc T1a A1 1B IVA VA
>3-4 cm T2a T1b IA2 1B IVA IVA

Ralel: TR NN Tic  |1A3  |uB IVA IVA
>5-7 cm T3

T2a 1B 1B IVA VA
>7 cm T4 >
20 [IA) [IB VA |IVA
Bronchus < 2 cm T2
: T3 | A 11[® IVA IVA
Total atelectasis T2
Diaphragm o N I I me  fiva fiva
Events/N MST 24 60
100"/0 — months months
80% - IA1 68/781 NR 97% 92%
IA2 505/3105 NR 94% 83%
60% IA3 546/2417 NR 90% 77%
20% - 1 605/1453 66.0 72% 53%
1A 2052/3200 29.3 55% 36%
0% » x " 1B 1551/2140 19.0 44% 26%
0 24 48 12 C 831/986 12.6 24% 13%
Months IVA 336/484 11.5 23% 10%
IVB 328/398 6.0 10% 0%

Rami-Porta: IASLC World Congress Lung Cancer 2017



Neoadjuvant vs Adjuvant Chemotherapy in
Early Stage NSCLC: Meta-Analysis

& e @ & 8 @ © @ u
[ 9] EY 1] & = ] [¥:] =]
| | | | | | | | |

17 HR-o.g7, p=0-007

Time frnm randnmisatinn fuearsh

\ HR P value
Neoadjuvant 0.87
Trials 2385 (95% CI 0.78-0.96) 007
: . 0.86
Adjuvant Trials 8447 (95% CI 0.81-0.92) <.0001

NSCLC Meta-analysis collaborative Group Lancet 2014
NSCLC Meta-analysis Collaborative Group Lancet 2010



Optimizing use of Available Therapeutic Modalities in Early Stage NSCLC before or after
Surgical Resection (Chemotherapy; Targeted Agents; Immunotherapy)

Targeted Therapy

[

Histology-
based
therapy:
SQ vs Non-SQC

Genomics
Testing:
EGFR
ALK
Other

. Checkpoint Immunotherapy
Immunophenotyping: = z

PD-L1 assay
TMB (new)

Vil Turmr -2l Fiiwhist
o9 an Coll

* Targeted Therapies: How to best move Targeted Therapies into the adjuvant &
neo-adjuvant settings? ADAURA: Osimertinib in EGFR-mutated NSCLC (approved)

* Immunotherapy: How to best move Checkpoint Immunotherapy into the
adjuvant & neo-adjuvant settings? ImPower010: Adjuvant Atezolizumab (approved)

Adapted from Gandara: Master Lecture Series



ALCHEMIST Master Protocol Trials for
Adjuvant Therapy of NSCLC (NCI)

EGFR-mutation:
Phase lll trial of erlotinib

Non-squamous NSCLC (n=6,000 to 8,000 vs placebo x 2 years
(n=410) after any adj tx

pts)
Stage IB (= 4cm), 11, lI1A mmmp /| K-rearranged:
Phase Il trial of crizotinib
vs placebo x 2 years
' (n=360) after any adj tx
Cﬂmplete resection Central
. ) mmmp Non-Match: Phase Il trial
+ standa rd EldJLJ"-Ja nt EGFR & %‘LK of nivolumab vs placebo
thera Dy genotyping X 1 year after any adj tx

k J
FFPE tissue &

blood specimen
(EGFR & ALK testing performed by RGl)

Advanced genomics at the NCI




Prior Studies of Post-Operative Adjuvant EGFR-Targeted
Therapy

RADIANT: Adjuvant Erlotinib v Placebo
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Kelly, €0 2015
ADJUVANT: Gefitinib v Vinorelbine/Cisplatin as Adjuvant
Treatment for Stage II-111A (N1-N2) EGFRm NSCLC
DFS .
1 =y — Gehtinib <
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20 \ L T . Hazard ratlo for ecusrenoe Gefitinib Group 52/111 75.5 (46.6 - NC)
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DFS

Stage IB-1lIA NSCLC (EGFRwt and EGFRm)

VP

111 (0)

87 (16)

58 (6)

47(2)

41(1)

34(5)

14 (18)

0(14)

Zhong, Lancet Onc 2017

Wu, ASCO 2020



ADAURA: Osimertinib as adjuvant therapy in patients
with stage IB-IlIA EGFR-mutated NSCLC after surgical resection

Completely resected stage? IB, Il, lIA NSCLC
with or without adjuvant CT®

Osimertinib
_
80 D
R 1:1 meQ

Baseline Characteristic, %

Osimertinib
(n=339)

1
Key inclusion criteria: | Sex: male/female 32/68
1
>18 years (Japan/Taiwan: >220) _ 1 .
WHO PS 0/1 N=682 L, ! Median age (range), years 64(30-86)
Confirmed primary nonsquamous NSCLC Q . . )
EGFRExon 19 del/L858R® l Y Race:' Asian/non-Asian 64/36
Brain imaging, if not completed preoperatively Planned txduratio,g 3 years>
Complete resection with negative margins® Stratified by Follow up: Smoking history: no/yes 68/32
Max interval between surgery and = StagelBvs/lvsllIA = Until recurrence: Wk 12
randomization: seny = EGFREx19delvs and 24, then Q24Wk WHO PS:0/1 64/36
dCemiZatemns: . L858R until 5y, then yearly ) ) )
* 10 wks w/0 adjuvant CT = Asian vs non-Asian = After recurrence: Q24WkK AJCC staging at diagnosis
e 26 wks w/ adjuvant CT for 5y, then yearly (7th edition)® 39
'8 34
Primary endpoint: INV-assessed DFS in stage II/1lIA patients (designed for superiority under I 35
assumed DFS HR of 0.70) A
Secondary endpoints: DFS (overall population®), DFS (2, 3, 4, 5 years), OS, safety, HRQoL Histology:
adenocarcinoma/other 96/4
= Following data monitoring committee recommendation, the study was unblinded .
. EGFR mutation:
early due to efficacy | Ex19del/L858R 55/45
= At time of unblinding, the study had completed enroliment and all patients were Prior adjuvant therapy-: oo
followed up for 21 year ves/no /
2AJCC 7th edition; PPrior, post, or planned radiation was not allowed; “Centrally confirmed in tissue; 9Patients received a computed tomography scan after resection and within 28 days prior to treatment; eStage B, II, IlIA

Placebo
(n=343)

28/72

62 (31-82)

64/36

75/25
64/36

32
34
34

97/3

55/45

60/40

fRace was missing for 1 patient in the placebo arm; &lIf not performed prior to surgery, brain MRI or CT scans were performed prior to randomization. Imaging methods used at baseline (MRI or CT) were required to be used at each subsequent follow-up

assessment.

1. Wu YL, et al. N Engl J Med. 2020. 2. Herbst RS, et al. Presented at ASCO 2020. Abstract LBAS. 3. Wu YL, et al. Presented at WCLC 2020. Abstract OA6.04.



ADAURA: Disease-free survival (DFS)

1.0

0.8+

0.6

0.4 1

DFS probability

0.2 1

Primary endpoint: DFS in patients with

Median DFS, mo (95% Cl)

Stage II/IlIA disease
Osimertinib NR (3
Placebo 204 (1

8.8-NR)
6.6-24.5)

HR 0.17 (95% C1 0.12-0.23); P<0.0001

97%

.

61%

Maturity 33%:
osimertinib 11%, placebo 55%

90%

e

80%

44%

B

L

28%

No. at risk
Osimertinib 233
Placebo 237

6

219
190

Data cutoff: January 17, 2020. NR, not reached
Herbst RS, et al. ASCO 2020. Abstract LBAS5; Wu et al NEJM 2020.

12 18 24 30 36 42
Time from randomization (months)

189 137 96 51 17 2

128 82 51 27 9 1

DFS across subgroups in the overall population

Subgroup

Overall (N=682)

Sex

Age

Smoking status

Race

Stage

EGFRm

Adjuvant
chemotherapy

Stratified log-rank
Unadjusted Cox PH

Male (n=204)
Female (n=478)
<65 (n=380)

265 (n=302)
Smoker (n=194)
Non-smoker (n=488)
Asian (n=434)
Non-Asian (n=248)
Stage IB (n=212)
Stage Il (n=236)
Stage IlIA (n=234)
Ex19del (n=378)
L858R (n=304)

Yes (n=378)

No (n=304)

0.01

HR for disease-free survival (95% Cl)

HR 95% Cl
e 0.21  0.16,0.28
- — 0.20 0.14,0.29
—e— 0.21  0.11,0.36
—e—i 0.20 0.12,0.30
—e— 0.18 0.10,0.28
—— 0.24 0.14,0.38
—— 0.14  0.06,0.27
—e—i 0.23  0.15,0.34
—e— 0.22 0.14,0.33
—_— 0.17 0.08,0.31
—— 0.50 0.25,0.96
—_— 0.17 0.08,0.31
—e—i 0.12 0.07,0.20
—e— 0.12 0.07,0.20
—— 0.35 0.21,0.55
—e—i 0.18 0.11,0.29
—— 0.23  0.13,0.38
I T T TTTTTI T T TTTTTT
0.1 1

Favors osimertinib

Favors placebo



ADAURA: Disease-free survival by stage

Stage IB

1.0
0.8
0.6
0.4+

DFS probability

0.2

IS e S

0
0

No. at risk
Osimertinib 106
Placebo 106

1.0+
0.8
0.6
0.4+

DFS probability

0.2

T T T T T T T
6 12 18 24 30 36 42 48
Time from randomization (months)

95 83 69 40 22 8 2 0
98 81 67 36 26 11 2 1
Stage Il

0
0

No. at risk

Osimertinib 118
Placebo 118

T T T T T T T 1
6 12 18 24 30 36 42 48
Time from randomization (months)
110 91 69 47 28 8 1 0
99 74 49 31 15 7 1 0

Data cutoff: January 17, 2020.
Herbst RS, et al. ASCO 2020. Abstract LBA5; Wu et al. NEJM 2020.

— Osimertinib

Stage llIA

—— Placebo 1.0
E 0.8
® 067
o
S 0.4+
el
0 0.21
0 T T T T T T T 1
0 6 12 18 24 30 36 42 48
No. at risk Time from randomization (months)
Osimertinib 115 109 98 68 49 23 9 1 0
Placebo 119 91 54 33 20 12 2 0
2 Year DFS rate
% (95% Cl) Stage IB Stage Il Stage llIA
Osimertinib 87 (77-93) 91 (82-95) 88 (79-94)
Placebo 73 (62-81) 56 (45-65) 32 (23-42)
Overall HR 0.50 0.17 0.12
(95% CI) (0.25-0.96) (0.08-0.31) (0.07-0.20)



ADAURA: Osimertinib as Adjuvant Therapy in Patients With Resected
EGFRm NSCLC: Adjuvant Chemotherapy Use and DFS (lIT)

DFS IN OVERALL POPULATION

Adjuvant Chemotherapy Use by Stage?

With adjuvant chemotherapy

Without adjuvant chemotherapy

101 101
0
100% s,

05 | 081 |
1
> 07 : > 071 i
= 1 = 1
75% 3] | 30 :
S 05 1 S 054 1
o 1 =5 1
P 04 I & 04 I
a 1 a 1
0 031 ! 03 !
50% 021 ! 02 !
014 ! 0.1 !

o 0.0 T T T T T T T - 00 T T T T T T T )

25% 6 b 18 % 30 3 ) 4 6 12 18 2 30 36 h 4

Time from randomization (months) Time from randomization (months)
No. at risk
0 (Osimertinib 203 190 166 121 80 40 14 1 0 136 123 106 87 58 34 13 4 0
O /O S Placebo 207 172 119 80 46 24 7 2 1 136 115 88 68 42 29 13 1 0
DFS events,  Median DFS, DFSevents,  Median DFS,
Sta ge IB Sta ge [l Sta ge A patients (%) (95% CI) _ HR (95% CI) patients (%) __months (95% CI) _ HR (95% CI)
Osimertinib (n=203) 22 (1) NR (38.8, NC) 0.16 Osimertinib (n=136) 15 (11) NR (NC. NC) 0.23
103 (50) 221(17.4,329)  (0.10, 0.26) 56 (41) 33.1(226,NC)  (0.13,0.40)

Maturity 30%: osimertinib 11%, placebo 50%

aIncludes only patients who received platinum-based chemotherapy (n=409).°No patients with stage Ib from Japan. ®Japan n=71, China n=106,
Asia non-Japan/non-China n=91.9Enrolled in Europe, Australia, United States, Canada, or Brazil.

Wu YL, et al. Abstract 006.04. IASLC 2020.

Maturity 26%: osimertinib 11%, placebo 41%



ADAURA: CNS DFS —Overall Population

Qsimertinib

1.0+
0.9+
E 0.8+
£
@
1 0.7
&
@ 0.5
&
u
a 05
L% ]
E 0.4
w Median CNS Disease—free Survival
(95% CI)
£ p3-
2 ° o
z Osimertinib NR (39.0-NC)
B 021 Placebo 48.2 (NC-NC)
Hazard ratio for CNS disease recurrence
.14 or death, 0.18 (95% CI, 0.10-0.33)
0.0 T T T T T T T T
0 6 12 18 24 30 16 42 45
Months since Randomization
MNo. at Risk
Osimertinib 335 313 272 209 138 74 28 5
Placebo 343 288 208 149 28 53 20 3 1

82% reduction in the risk of CNS disease recurrence or death

Wu Y-L, R, etal. N Engl J Med. 2020;383(18):1711-1723..




ADAURA: Overall survival in patients with Stage II/IllA disease

100%
1.0 -.W
93%|
0.8 !
z i
3 06- ' Median OS, mo (95% Cl)
o | Osimertinib NR (NC-NC)
8 0.4- ! Placebo NR (NC—-NC)
A HR 0.40 (95% C1 0.18—-0.90)
0-21 Maturity 5%: i
osimertinib 3%, placebo 7% i
O 1 1 1 : 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54
No. at risk Time from randomization (months)
Osimertinib 233 229 221 192 137 82 39 10 0
Placebo 237 231 221 1590 127 69 32 11 1 0

Data cutoff: January 17, 2020.
Herbst RS, et al. ASCO 2020. Abstract LBA5; Wu et al. NEJM 2020.



Ongoing Adjuvant Checkpoint Immunotherapy (CPI) Phase lll Trials

'/Post RO surgery \

* Stage IB(>4 cm),
I1and IIIA

* PS0O-1

* Adjuvant CT

\ as indicated /
4620 patients |

clincaltrials.gov assessed lan 7, 2020

540 Pembrolizumab 200 mg 3w
(max 18 doses)
PEARLS (ETOP/EORTC/MSDJ .., OFS
Placeboiv. q3w
N=540 {max 18 doses)
N=680 " pyrvalumab 10 me/kg q2w
] {max 12 months)
BR31 (NCI-C & other groups) DES
& Placebo 10 mg/kg q2w DFS in PDL1+
N=680 (max 12 months)
‘450 Nivolumab 3 mg/kg q2w
& (max 12 months) DFS
ANVIL* (ECOG-ACRIN) \ | oS
* In context of ALCHEMIST (EGFRwt, ALK- ] N=450 Observation
Atezolizumab 1200 mg g3w
max 1y dcses] DFS st IB-lI1A

N=640
( ‘
IMPOWER-010 (Roche) }@\

N=640

Observation

DFS st lI-1llAin PDL1+




IMpower010 (primary results): Atezolizumab after
adjuvant chemotherapy in resected stage IB-IlIIA NSCLC

Key inclusion criteria:

* Completely
resected stage IB- . )
1A NSCLC Cisplatin +
pemetrexed,

per UICC/AJCCv7

emcitabine,
Stage IB tumors g
docetaxel or
24 cm . .
vinorelbine

ECOG PS 0-1

Lobectomy/ 1-4 cycles
pheumonectomy

Tumor tissue for

PD-L1 analysis N=1280

Stratification factors

* Male/female

 Stage (IB vs Il vs IlIA)

* Histology

* PD-L1 tumor expression status?®: TC2/3 and any
IC vs TCO/1 and IC2/3 vs TCO/1 and 1CO/1

aPer SP142 assay. Both arms included observation and regular scans for disease recurrence on the same schedule.

No crossover

Atezolizumab
1200 mg q21d
16 cycles

Survival
follow-

up

Primary endpoints:

Investigator-assessed DFS tested

hierarchically:

e PD-L1TC>1% (per SP263)
stage ||-11IA population

e All-randomized stage II-IlIA
population

e |TT population (stage IB-IlIA)

Key secondary endpoints:

* OSin ITT population

* DFSin PD-L1 TC 250% (per SP263)
stage II-IlIA population

* 3-year and 5-year DFS in all 3
populations

AJCC, American Joint Committee on Cancer; BSC, best supportive care; DFS, disease free survival; ECOG PS, Eastern Cooperative Oncology Group performance status; IC, tumor-
infiltrating immune cells; ITT, intent to treat; OS, overall survival; TC, tumor cells; UICC, International Union Against Cancer.

Wakelee H, et al. ASCO 2021. Abstract 8500.




IMpower010: Primary efficacy results

DFS in PD-L1 TC 21%? stage II-1lIA NSCLC DFS in all-randomized stage II-11IA NSCLC
(prlmary endpomt) Atezolizuma BSC (prlmary endPOInt) Atezolizumab BSC
100 b (n=248) (n=228) (n=442) (n=440)
i Median DFS (95% Cl), months  NE (36.1 NE) 35.3(29.0, NE) 100 Median DFS (95% CI), months ~ 42.3(36.0,NE)  35.3 (30.4, 46.4)
Stratified HR (95% C|) 0.66 (050, 088), Pb=0.004¢ Stratified HR (95% Cl) 0.79 (0.64, 0.96); pPb=0.02¢

[o]
o
1
(o]
o
1

70.2%

604 55.7%

Disease-free survival (%)
D
o
1

1
Disease-free survival (%)

N
o
1

204
04 04
T T T T T T T T T T T T 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 36 42 45 48 51 54 0 3 6 9 12 15 18 21 24 27 30 33 36 36 42 45 48 51 54
Number at risk Months Months
248 235 225 217 206 198 190 181 159 134 111 76 54 31 22 12 8 3 3 442 418 384 367 352 337 319 305 269 225 185 120 84 48 34 16 11 5 3
228 212 186 169 160 151 142 135117 97 80 59 38 21 14 7 6 4 3 440 412 366 331 314 292 277 263 230 182 146 102 71 35 22 10 8 4 3

Median follow-up: 32.8 months (range: 0.1-57.5). 2Per SP263 assay. PStratified log-rank. “Crossed the significance boundary for DFS.
BSC, best supportive care; DFS, disease free survival; NE, not evaluable.
Wakelee H, et al. ASCO 2021. Abstract 8500.



IMpower010: DFS in key subgroups of the all-randomized

Subgroup

All patients
Age
<65 years
265 years
Sex
Male
Female
Race
White
Asian
ECOG PS
0
1
Tobacco use
history
Never
Previous
Current
Histology
Squamous
Non-squamous

N

882

544
338

589
293

631
227

491
388

196
547
139

294
588

Atezolizumab better BSC better

HR (95% CI)?

Stage II-1lIA population

@

0.79 (0.64, 0.96)

0.79 (0.61, 1.03)
0.76 (0.54, 1.05)

0.76 (0.59, 0.99)
0.80(0.57, 1.13)

0.78 (0.61, 1.00)
0.82(0.55, 1.22)

0.72(0.55, 0.95)
0.87 (0.64, 1.18)

1.13(0.77, 1.67)
0.62 (0.47,0.81)
1.01(0.58, 1.75)

0.80 (0.54, 1.18)

0.1 1.0
HR

T TTTTTH

1 6.76(0.61, 0.99)

Clinical cutoff: January 21, 2021. 3Stratified for all patients; unstratified for all other subgroups.

BSC, best supportive care; ECOG PS, Eastern Cooperative Oncology Group performance status; HR, hazard ratio; TC, tumor cell.

Wakelee H, et al. ASCO 2021. Abstract 8500.

subgroup N Atezolizgmab better BSC better: HR (95% CI)?
All patients 882 i 0.79 (0.64, 0.96)
Stage
A 295 — 0.68 (0.46, 1.00)
1B 174 T 0.88(0.54,1.42)
MA 413 — 81 (0.61, 1.06)
Regional lymph node
stage (pN) ——
NO 229 —| 0.8&.57, 1.35)
N1 348 —H 0.67(0.47,0.95)
N2 305 0. .61,1.13)
SP263 PD-L1 status [
TC>50% 229 —4 0.43(0.27,0.68)
TC21% 476 e 0.66 (0.49, 0.87)
TC<1% 383 0.9789.72,1.31
EGFR mutation status —_
Yes 109 il @5 (0.60,1.62)
No 463 —_ 0.79(0.59, 1.05)
Unknown 310 0. .49,1.01)
ALK rearrangement status —_]
Yes 31 Lk 1.04 (0.38, 2.90)
No 507 — 0.85(0.66, 1.10)
Unknown 344 | S — 6 (0.46,0.93)
0.1 1.0 190.0
HR




IMpower010: DFS in ITT population & OS

IMpower010: DFS in the ITT population
(stage IB-1lIA; primary endpoint)

1004 Atezolizumab BSC
(n=507) (n=498)
Median DFS (95% Cl), mo  NE (36.1, NE)  37.2 (31.6, NE)
g 80+ 71.4% Stratified HR (95% Cl) 0.81 (0.67, 0.99)
= P value® 0.04°
2
% 60+ Median follow-up: 32.2 months (range, 0-58.8)
] ! '
= ! i
E 40 | ;
g ! : DFSin the ITT population did not cross the
a 204 | . significance boundary at this interim DFS analysis
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54
Months
No. at risk

Atezolizumab 507 478 437 418 403 387 367 353 306 257 212139 97 53 38 19 14 8 4
BSC 498 467 418 383 365 342 324 309 269 219 173122 90 46 30 13 10 5 4

IMpower010: early OS data at interim DFS analysis

PD-L1 TC 2 1% stage II-IlIA All-randomized stage II-llIA ITT

1004 1004 1004
g 804 g 804 g 804
© © ©
2 60 2 60 2 60
2 2 2
3 [Tt T T TT T T T TS T TS S Smmss—m————— S [Tt T T T T T T T TS TS Tmm oS mss-mm—-—- S [[TTTT T T T T T T T T T TS mmm oS mss-mm———-
w w w
= 404 = 404 = 401
o c o
g HR, 20.77 (95% C1 0.51, 1.17) g HR, 20.99 (95% Cl 0.73, 1.33) g HR, 21.07 (95% CI 0.80, 1.42)
o 204 o 204 o 204

—+ Atezolizumab =+ Atezolizumab =+ Atezolizumab
o -+ BSC o -+ BSC -+ BSC
& T T T T T T T T T T T T T T T T T T T T b T T T T T T T T T T T T T T T T T T T T h T T T T T T T T T T T T T T T T T T T T
0 3 6 912151821242730333639424548515457 0 3 6 912151821242730333639424548515457 0 3 6 912151821242730333639424548515457
No. at risk Months No. at risk Months No. at risk Months
Atezolizumab 248 241 241237234 231 225222218 196164 126 99 62 40 26 13 5 3 NE Atezolizumab 442 429 428 420 416 408 396 386378344 279203 152 97 66 32 17 8 4 NE

Atezolizumab 507 492 488 478 472 463450 439430 392 315227170108 71 36 20 11 7 2

BSC 228 220 214 210 205 201198 192185 172135110 80 57 32 17 10 7 5 2 BSC 498 484 473 462 452 444 437 428 415384 304236169121 71 31 19 12 6 3

BSC 440426 416 405 396 389 382 373 361 331 258 204143 100 55 26 16 10 5 2

aStratified log-rank. "The statistical significance boundary for DFS was not crossed. BSC, best supportive care; DFS, disease free survival; HR, hazard ratio; ITT, intention to treat;
NE, not evaluable; OS, overall survival; TC, tumor cell. Wakelee H, et al. ASCO 2021. Abstract 8500.




Two landmark trials in the adjuvant NSCLC space ADAURA & IMpower010:
Can plasma ctDNA analysis for MRD define who benefits and who does not?

Early stages

Advanced disease

Acquired
resistance
Emergence of
driver and
resistant clonels]
ctDMNA
Targeted [T790M]

MNGS [panels]

Biomarkers
Targeted therapies [ctDMNA)
Targeted assays [EGFR]
MNGS [limited panels)
Immunotherapy [ICI)
b-TMEBE [ctDMNA, large panels)
PD-L1 on CTC ?

Monitoring of
response
Targeted therapies
ctDMA [targeted,
GS)

ICI ctDMNA [NGS])

Relapse
ctDNA, CTC

100 | " "
%0 | | |
80 i
! ! !
70 ' | |
@ NModule ! I
&0 ctDMA [MNGS, !
= ; large panets). ' Minimal residual (@)
=% so0 “g Meocadjuvant di§8359
= 7 CTC, ctDNA SR
A0 . V" follow up g
Screening i ctDMNA [NGS, large panels, e
ctDMA | personalised assays), CTC
30 [NGS,
Large panelsl),
20 CT
10
o
Screening Surgery Faollow-up
ADAURA: Adjuvant Osimertinib in
EGFRm NSCLC
Primary endpoint: DFS in Stage I1/111A disease
Median DFS, mo (95% Cl)
Osimertinib NR (38.8-NR)
Placebo 20.4(16.6-24.5)
HR 0.17 (95% C1 0.12=0.23}); P<0.0001
1.0 97%
—‘-“_‘__‘H_ 90%
‘—"\h-._...l_ 80%
0.8 1
=
= 61% i
< 0.64
o
o 44%
o .
@ 0.4 -_\_‘-‘_‘U'L‘ 28%
) N
0.2 Maturity 33%:
osimertinib 11%, placebo 55%
f
0 T : T T T T
0 6 12 18 24 30 36 42 48
No. at risk Time from randomization (months)
Osimertinib 233 219 189 137 96 51 17 2
Placebo 237 190 128 82 51 27 9 1

Is MRD detection by plasma ctDNA only prognostic in these trials? (poor outcome regardless of therapeutic

intervention)

Resistance

Relapse Response

IMpower 010: Adjuvant Atezolizumab

DFS in PD-L1 TC 21%a stage II-IIIA NSCLC

(P“mafv endpolnt) Atezolizuma BSC
b (n=248) (n=228)
100+ Median DFS (95% CI), months  ME (36.1, NE}  35.3(29.0, NE)
Stratified HR (95% CI) 0.66(0.50,0.88); P°=0,004¢
g&o.
]
2
£ 604
F
a
o
- )
404
] {48.2%
@ i
2 i
a H
204 1
1
|
04 i
0 3 6 9 12 15 18 21 24 27 30 33 36 36 42 45 48 51 54
No. at risk Meonths
248235225217 206198 190181 159134111 76 54 31 22 12 8 3 3
228212 186169 160151 142135117 97 80 59 38 21 14 7 6 4 3

Is MRD detection by plasma ctDNA predictive for outcome with therapeutic intervention?
* Do only patients with positive MRD after surgery benefit from these therapies?

Yi-Long Wu et al. N Engl J Med 2020; 383:1711-1723 Wakelee H, et al. ASCO 2021. Abstract 8500.
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ctDNA as an MRD biomarker

Treating mi castic di Advantages:
reating micro-metastic disease . . . .
Rg ot CONA samoii * larger proportion of DFS events across a population identified.
egular ctl sampling 5 5 ., . . 5 .,
Adjuvant SOC 1Lrelapse | * ctDNA monitoring feasible at frequencies exceeding imaging
Int [facilitates intervention at small disease volumes].
nterven .
ervene * Decreases screen failure rate
Resectable NSCLC )
Disadvantages:
* Translatable into routine practice, relationship with
surveillance imaging?
A: CRUKO045: LUAD CRUK0063: LUSC B:
Lung, mediastinal relapse _ =~ IParavenebral relapse " Chemothersgy  ————e
10 Lead time 107 chémo Lead tlme t“;.'r);’o i 100001 testuzumab
1 347 days EO
= 100
0.1 Re!a@e % 10 P83 ca24GT
Normal E]
0.01 // cT 0014 # LI .
A Tl o te Not detected e
0 -T2 g 5 ¢ 8 g ® v g 3 22 a8 Baseline Surgery  6M M 18BM 24M
Days since surgery Months post-surgery

Days since surgery

A: Abbosh et al. Phylogenetic ctDNA analysis depicts early-stage lung cancer evolution, Nature 545, 2017
B: Garcia-Murillas I, Mutation tracking in circulating tumor DNA predicts relapse in early breast cancer, Sci Transl Med. 2015 Aug 26;7(302)




MERMAID-1: MRD Adjuvant Trial in surgically resected Stage lI-1ll NSCLC:
Chemotherapy + Durvalumab or Placebo

MRD TESTING/
POPULATION SCREENING

Initial consent

Stage I/IIINSCLC

Pre-surgery plasma
for MRD evaluation

Surgical resection

Whole blood and tumour
tissue to diagnostic lab

WES and development of

personalised MRD panel

PD-L1 testing
(status required for
randomisation)

Durvalumab
+CT*

Final q3w x4 cycles

eligibility

Plasma
collection
Placebo

+ CT*

q3w x4

cycles

1:1
N~332
(MRD+ / MRD-)

MRD status
assessed

Stratification Factors:

+ Disease stage (Il vs Ill)
MRD status (MRD+ vs MRD-)
PD-L1 (TC <1% vs TC 21%)

Peters et al: IASLC WCLC 2020

TREATMENT

Durvalumab
q4w x10
cycles

Placebo
gdw x10
cycles

Up to 12 months’ treatment

ENDPOINTS

Primary endpoint
+ DFS (MRD+ analysis setf)

Secondary endpoints

« DFS (FAST)

* DFS (MRD+ analysis set
and FAS: by BICRY)

+ OS (MRD+ analysis set
and FAS)

+ Changes from baseline
and time to deterioration in
EORTC QLQ-LC13 and
QLQ-C30 scores

Safety endpoints

« Safety and tolerability of
durvalumab + SoC CT vs
placebo + SoC CT (MRD+
patients and all patients)




Neoadjuvant Phase lll Trials in Early Stage NSCLC

NeoADAURA®

CT + Osimertinib

I-IB

Study* CheckMate 816 KEYNOTE-6172
CT + nivolumab CT+ pembrolzumab
Stage IB-1IA II-1IB (T3-4N2)
Patients, No. 350 786
) CT + peambrolizumab (200
CT + nivolumab (360
Study arms mg) = 3 cycles — Svs. UL s RS o)

CT x 3 cycles— S

S —pem/placebo = 13
cycles

IMpower030° AEGEAN*
CT + Atezolizumab CT + Durvalumab
II-11B {cT3N2) lIA-1IIB
374 300

328

Key inclusion criteria

= Early stage IB-llIA,
operable NSCLC,
confirmed in tissue

= Lung function capacity
tolerating the surgery

= Confirmed resectable
Stage I, llIA, orlIB (N2)
NSCLC

= Eligible for protocol
therapy, including

CT + atezolizumab (1200
mg)/placebo x 4 cycles —
S —atezo/placebo x 16
cycles

CT + durvalumab (1500
mg)/placebo = 3 cycles —
S — durvalumab/placebo
Q4W x 12 cycles

CT + osimertimib (80 mg) x
3cycles— 5

= Confirmed resectable
Stage ll, A, 1B
(T3N2) NSCLC

= Eligible for RO
resection

= Measurable disease by
RECIST v1.1

= Negative HIV, HBV,
HCV

= Confirmed resectable
Stage I, A, IIB (N2)
NSCLC

= =1 lesion, no prior
irradiation, gualifying
as a RECIST 1.1 target

= =18yearsold

= Resectable Stage II-IIB
N2 NSCLC

= Complete surgical
resection achievable

= 21 EGFR mutation

= Available tissue of surgery
primary tumor = Tissuesample
available
Primary Endpoints = EFS, pCR, MPR = EFS,0S
ORR, % - N/A . N/A
Median PFS, mo = N/A = N/A
Median 0S, mo = N/A = N/A

- EFS
- N/A
- N/A
- N/A

lesion associated with EGFR-
= No priorlO TKI sensitivity
« MPR = MPR
= N/A = N/A
= N/A = N/A
- N/A - N/A

1. ClinicalTrials.gov. NCTO2998528. Accessed April 8™, 2021. 2. ClinicalTrials.gov. NCTO3425643. Accessed April 8™, 2021. 3. ClinicalTrials.gov. NCTO3456063.
Accessed April 8™ 2021. 4. ClinicalTrials. gov. NCT0O3800134. Accessed April 8™ 2021. 5. ClinicalTrials.gov. NCT04351555. Accessed April 8™ 2021.




LCMC LEADER Neoadjuvant Screening Trial: LCMC4 Evaluation of

1000 Patients

Stages I-ll

Lung Cancers
(8™ Ed)
Operable
Resectable

Multiplex
Genotyping in
CLIA Lab

PD-11

Tissue NGS
Foundation
Medicine

Tumor
Mutation
Burden

CT
PET/CT

cfDMNA

Actionable Drivers in Early Stage Lung Cancers

RET
ALK
BRAS
RO%1
EGFR
HER2 Mut
HER2 Amp
MET Mut
MET Amp
NTRK
KRAS

target

Mo actionable

MNeoadjuvant Treatment

Matched Targeted
Therapy Trials

Industry sponsored

B weeks

Immunotherapeutic
Trials

Treatment-site specific
= Randomized phase 11l
- Industry sponsored

Standard platinum-based
chemotherapy

CT
PET/CT

cfDMNA

Surgery

Resection of
primary and
lymph nodes

Surgical
specimen
analyses
(MPR, pCR)
Persister
Cells




Neoadjuvant CPI in Resectable NSCLC

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Neodjuvant PD-1 Blockade in Resectable Lung Cancer

Methods: 21 patients planned for surgical resection
2 doses of neoadjuvant Nivolumab followed by surgical resection at 4 weeks

Patient 1 Patient 5

Results:
Poor correlation of
Radiographic ORR & Major
Path Response

Major Path RR in 9/20(45%)

Only 2 patients (10%)
with radiographic ORR

Conclusion:
Even brief exposure to CPI
can induce major biologic

2 2
¥ g
=2 g

Kot A 7 RGeS BT Lot SN e I 1 T R T
effects St L ) R g L5 UE ® RPN N i
Pretreatment Tumor Biopsy Resection Specimen Pretreatment Tumor Biopsy Resection Specimen

Forde et al: NEJM 2018



Subsequent Neo-Adjuvant Trials of Checkpoint Inhibitors

Lost to Surgery

RECIST
Response

MPR -
IIT population

Stage & IIT Patient
Sample Size

Regimen

Atezo Stage I-1lIA (101) (15 of 77*) 19% (6) 7% (11) 11%
NEOSTAR (Arm A Ni Stage I-lIA (23 4) 17% 2) 9%
(Arm A) ivo age (23) (4) (9) 21% (2)
NEOSTAR (Arm B) Nivo-Ipi Stage I-1lIA (21) (7) 33% (5) 24%

Kwiatkowski DJ, et al. ASCO 2019; Cascone et al. ASCO 2019



Neoadjuvant Nivolumab +CT in Resectable Stage IB-llIA
(CheckMate 816): Study Design and Patients

Key eligibility criteria Patient Characteristics, % e Chemo
] = (n=179) (n=179)
+ Newly diagnosed, resectable, untreated, unselected, Median age (range), years 64 (41-82) 65 (34.84)
stage IB-IIA, patients with NSCLC s
+ No knownsensitizing EGFR mutations or ALK Female. 25 2
| . MNorth America 23 28
alterations Region=, n (%) Europe 23 14
- Asia 48 51
0 Nivolumab 360 mg Q3W N 1B-lis 36 35
: = .9 Clinical stagef, n (%)
8 + Chemotherapy® Q3W (3 cycles) T o A 63 64
E b= t—)[;' ) Sguamous 49 53
= - Histology, %
= E :1:: Nor-sguamous 51 47
@ Chemotherapy" Q3W (3 cycles) . Current / former 89 a8
Smoking status”, %
MNever 11 11
_ Mot evaluabl 7 7
Nivolumab 3 mg/kg Q2W (3 cycles) — = —
+ Ipilimumab 1 mg/kg (cycle 1 only)© Tumor PD-L4 expression, % =1% 50 50
1-49% 28 16
. . >50% 21 24
Surgicalresection Not evaluable / not reported 51 50
TMB, % <123 mut/Mb 27 30
212 3 mut/Mb 22 24
Primary endpoints: pCR by BIFR, EFS by BICR
Optional adjuvant chemo + RTY Secondary endpoints: MPR by BIPR, OS, time to death or distant metastases
Exploratory endpoints: ORR by BICR, predictive biomarkers (PD-L1, TMB, ctDNA¥)

Baseline characteristics in the Nivolumab + Ipilimumab (exploratory) arm were generally similar to the NIVO + chemo andchemo arms

PRIMARY ENDPOINT: ITT (ypTONO)P

40 OR = 13.94 (99% ClI, 3.49-55.75)¢
P < 0.0001
Differencec
_ 3 21.6%
g 24.0%¢
8
o
= 20 4
o
[w]
o
10 A
2.2%1
NIVO + chemo Chemo
n/N 43/179 4/179

PCR rate in the exploratory NIVO + IPl arm (ITT) was 20.4% (95%Cl, 13.4 29.0) Forde P, et al. AACR 2021.



Pilot Study of Neoadjuvant CPI + Chemotherapy in
Resectable Stage 11l NSCLC

46 patients with resectable stage Ill NSCLC
Neoadjuvant therapy: paclitaxel-carboplatin
+ nivolumab X 3 cycles prior to surgery
Median follow up: 24 months

Of 43 patients undergoing surgery, PFS at 24
months is 77%

14 patients (30%) had >grade 3 side effects
No treatment-related deaths

urvival (%)

A

T T T T T 1
3 & 12 18 24 30
Timesince diagnosis (months)

Number atrisk  46(0) 46(0) 46(0) 45(0) 43(0) 21(21)
I]

Provencio et al: Lancet Onc 2020




Summary

Adjuvant cisplatin-based chemotherapy is the standard of care (SOC)
for treatment of stage II- IIIA NSCLC due to improved OS (gold
standard)

Adjuvant chemotherapy for Stage I disease is controversial (6th-7th
staging edition)

Prior adjuvant trials in EGFR-mutated NSCLC of 1st-2nd generation TKIs
have shown variable results. Recently, ADAURA showed improved DFS
with Osimertinib & is now FDA-approved in Stage IB-IIIA surgically
resected NSCLC

Clinical trials of neo-adjuvant & adjuvant TKIs in several other
Oncogene-driven NSCLC subtypes are ongoing but are not yet SOC

Phase III trials of immunotherapy given in the neo-adjuvant & adjuvant
setting are also ongoing: adjuvant Atezolizumab can now be considered
SOC based on improved DFS in the Impower-010 trial
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