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Learning Objectives

*Understand recent systemic therapy for surgically resectable non-small cell lung cancer
Summarize the long-term benefit from chemoradiotherapy followed durvalumab
*Discuss recently approved targeted therapies for KRAS G12C and EGFR exon 20 insertions
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Topics

*Integration of immunotherapy into resectable non-small cell lung cancer

*Checkmate 0816: Phase 3 trial of pre-operative chemotherapy +/-
nivolumab

*Evaluation of prognostic markers
*Follow-up on IMpower 010: Adjuvant atezolizumab

*Stage 3 NSCLC: Long-term follow-up of PACIFIC trial

*Targeted therapies:
*KRAS G12C: novel agents and combination therapies
*EGFR exon 20 insertions
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Checkmate 816: Phase 3 trial of neoadjuvant
chemotherapy +/- ICl

Histology-specified chemotherapy x 3 cycles

Stage IB-IIA
Operable candidates

Histology-specified chemotherapy + nivolumab x 3 cycles

Co-primary endpoints: Pathological CR and EFS
Secondary: MPR

Pathological CR assessed by blinded independent pathology review
MPR: < 10% viable tumor cells

Bothtumorand lymphnodes assessed

Forde et al NEJM 2022
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Select patient characteristics and baseline demographics

Patient characteristics Chemotherapy Chemotherapy + nivo
(n=179) (n=179)

Median age (range) 65 (34-84) 64 (41-82) years

Female sex 52 (29.1%) 51 (28.5%)
Histology

Squamous 95 (53%) 87 (48.6%)
Non-squamous 84 (46.9% 92 (51.4%)

ECOG 0/1 117 (65.4%)/62 (34.0%) 124 (69.3%)/55 (30.7%)

Smoking history
Never

20 (11.2%)

19 (10.6%)

Current or former 115 (88.3% 160 (89.4%)
Stage

IB or Il 62 (34.6%) 65 (36.3%)
A 115 (64.2%) 113 (63.1%)
Platinum therapy

Cisplatin 134 (74.9%) 124 (69.3%)
Carboplatin 33 (18.4% 39 (21.8%)

Forde et al NEJM 2027
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KM for event-free survival
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o 80+ - No.of  Event-free Survival
— 704 i e | Patients (95% Cl)
S . ; Nivolumab plus mo
= 60- ' : chemotherapy .
& 50 : . Nivolumab plus 179 31.6 (30.2-NR)
@ : ' Chemotherapy
& 40- : : e Chemotherapy 179 20.8 (14.0-26.7)
£ 304 " : Chemotherapy alone Alone
dd ] 1
@ 20 : : Hazard ratio for disease progression,
! : disease recurrence, or death, 0.63
104 : : (97.38% Cl, 0.43-0.91)
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No. at Risk
Nivolumab plus chemotherapy 179 151 136 124 118 107 102 87 74 41 34 13 6 3 O
Chemotherapy alone 179 144 126 109 94 83 75 61 52 26 24 13 11 4 O

Forde et al NEJM 2027
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EFS subgrou

analyses

Median
No. of Event-free Survival Unstratified Hazard Ratio for Disease Progression,
Subgroup Patients [95% CI) Disease Recurrence, or Death [95% CI)
Mivolumab plus  Chemotherapy
chemaotherapy alone
[N=179) [N=173)
o
Overall 358 316 30.2-NR) 20.8 (14.0-26.7) i 0.63 [0.45-0.87)
Age '
<B5yr 176 NR (31.6-NR) 20.8 (14.0-NR) ——| 0.57 (0.35-0.93)
=65 yr 182 302 (23.4-NR) 184 (10.6-31.8) — - 0.70 (0.45-1.08)
Sex i
Male 255 306 (20.0-NR) 169 [13.8-24.9) — 0.58 [0.47-0.98)
Female 103 NR (30.5-NR) 318 {13.9-NR) - : 0.46 (0.22-0.96)
Geographic region i
Marth America 31 NR (25.1-NR) MR [12.8-NR) — 0.78 (0.35-1.62)
Europe &6 316 (13.4-NR) 21.1 (10.2-NR) o 0.30 (0.36-1.77)
Asia 177 NR (30.2-NR) 16.5 (10.8-22.7) ——— | 0.45 (0.29-0.71)
ECOG performance-status score |
D 241 NR (30.2-NR) 227 (16.6-NR) —— 0.51 (0.41-0.91)
1 117 305 (14.6-NR) 14.0 (3.8-26.32) — 071 (0.41-1.21)
Disease stage at baseline :
IB or ll 127 MR (27 &—NR) NR (16.8-NR) - 0.87 [0.48-1.56)
HIA 228 316 (26.6-NR) 157 (10.8-22.7) — e | 0.54 (0.37-0.80)
Histologic type of tumor !
Squamous 182 306 (20.0-NR) 227 (11.5-NR) ——— 0.77 (0.49-1.22)
Nonsquamous 176 NR (27.8-NR) 19.5 (13.8-26.2) — - 0.50 (0.32-0.79)
Smoking status i
Current or former smoker 318 316 (30.2-NR) 22.4 (15.7-NR) —— 0.68 [0.48-0.96)
Mever smoked 39 NR {5.6-MR] 10.4 {7.7—20.8) . ! 0.33 (0.13—0.87)
PD-L1 expression level I
<1% 155 25.1 (14.6-NR) 18.4 (13.5-26.3) . 0.85 (0.54-1.32)
=1% 178 NR (NR-NR)  21.1 {11.5-NR) = ! 0.41 [0.24-0.70)
1-49% 38 NR [27.5-NR) 267 {11.5-NFR) o ! 0.58 [0.30-1.12)
= 50% 30 MR (MR-NR) 196 (8.2-NR}] - @& : 0.24 (0.10-0.61)
IME l
<12.3 mutations/megabase 102 30.5 (19.4-NR) 267 (16.6-NR) . 0.36 (0.47-1.57)
=12.3 mutations/megabase 76 NR (14.8-NR) 22.4 (13.4-NR) — 0.69 (0.33—1.46)
Type of platinum therapy |
Cisplatin 258 NR (25.1-NR) 20.9 {15.7-NR) —_— 0.71 [0.49-1.03)
Carbogplatin 72 NR (30.5-NR) 10.5 (7.6-26.7) = ! 031 (0.14-0.67)
1
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Nivolumab plus Chemotherapy Better Chemotherapy Alone Better

Forde et al NEJM 2022
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EFS subgrou

analyses

Median
No. of Event-free Survival Unstratified Hazard Ratio for Disease Progression,
Subgroup Patients [95% CI) Disease Recurrence, or Death [95% CI)
Mivolumab plus  Chemotherapy
chemaotherapy alone
[N=179) [N=173)
o
Overall 358 316 30.2-NR) 20.8 (14.0-26.7) i 0.63 [0.45-0.87)
Age '
<B5yr 176 NR (31.6-NR) 20.8 (14.0-NR) ——| 0.57 (0.35-0.93)
=65 yr 182 302 (23.4-NR) 184 (10.6-31.8) — - 0.70 (0.45-1.08)
Sex i
Male 255 306 (20.0-NR) 169 [13.8-24.9) — 0.58 [0.47-0.98)
Female 103 NR (30.5-NR) 318 {13.9-NR) - : 0.46 (0.22-0.96)
Geographic region i
Marth America 31 NR (25.1-NR) MR [12.8-NR) — 0.78 (0.35-1.62)
Europe &6 316 (13.4-NR) 21.1 (10.2-NR) o 0.30 (0.36-1.77)
Asia 177 NR (30.2-NR) 16.5 (10.8-22.7) ——— | 0.45 (0.29-0.71)
ECOG performance-status score |
D 241 NR (30.2-NR) 227 (16.6-NR) —— 0.51 (0.41-0.91)
1 117 305 (14.6-NR) 14.0 (3.8-26.32) — 071 (0.41-1.21)
Disease stage at baseline :
IB or i 127 MR (27 &—NR) NR (16.8-NR) - 0.87 [0.48-1.56)
HIA 228 316 (26.6-NR) 157 (10.8-22.7) — e | 0.54 (0.37-0.80)
Histologic type of tumor !
Squamous 182 306 (20.0-NR) 227 (11.5-NR) ——— 0.77 (0.49-1.22)
Nonsquamous 176 NR (27.8-NR) 19.5 (13.8-26.2) — - 0.50 (0.32-0.79)
Smoking status i
Current or former smoker 318 316 (30.2-NR) 22.4 (15.7-NR) —— 0.68 [0.48-0.96)
Never smoked 35 NR (5.6-NR]  10.4 (7.7-20.8) = ! 0.33 (0.13-0.87)
PD-L]1 expression level :
<1% 155 25.1 (14.6-NR) 18.4 (13.5-26.3) . 0.85 (0.54-1.32)
=1% 178 NR (NR-NR)  21.1 {11.5-NR) = ! 0.41 [0.24-0.70)
1-49% 38 NR [27.5-NR) 267 {11.5-NFR) o ! 0.58 [0.30-1.12)
= 50% 30 NR (NR-NR) 195 (8.2-NR) - 8— : 0.24 (0.10-0.61)
TME l
<123 mutations/megabase 102 30.5 (19.4-NR) 267 (16.6-NR) . 0.36 (0.47-1.57)
=12.3 mutations/megabase 76 NR (14.8-NR) 22.4 (13.4-NR) — 0.69 (0.33—1.46)
Type of platinum therapy |
Cisplatin 258 NR (25.1-NR) 20.9 {15.7-NR) —_— 0.71 [0.49-1.03)
Carbogplatin 72 NR (30.5-NR) 10.5 (7.6-26.7) = ! 031 (0.14-0.67)
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BMS 816: secondary outcomes

Chemotherapy Chemotherapy + nivolumab
(n=179) (n=179)

Path CR 2.2% 24% OR: 13.94
95% Cl: 3.49-55.75, p<0.0001
MPR 8.9% 36.9% OR: 5.79
95% Cl: 3.16-10.26
Grade 3 or 4 AE 37% 34%
Surgical resection 75% 83%
RO resection 78% 83%

Forde et al NEJM 2027
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IMpowerO10: Phase lll: Randomised trial of
atezolizumab vs BSC In early-stage NSCLC

No crossover

Completely resected (" Cisplatin+ ) Hierarchical statistical testing

A ‘ '
stage IB-IA® NSCLC pemetrexed, 12033:,;";5‘&3: e - of endpoints
gemcitabine, T 3 ?
. Stage IB tumors 24 cm docetaxel or EYEIRSOr 1 Yaa; Z 3 RES N ED T 21_%
« ECOG 0-1 - VinOreibine S O stage II-llIIA population®
- Lobectomy 1-4 cycles v If positive: *
« Tumor tissue for
PD-L1 analysis \ N=1280 ) DFS in all-randomized
Sl stage lI=llIA population®
Stratification factors g pep
« Sex | Stage | Histology | PD-L1 status If positive: ;
Primary endpoint DFS in ITT population (stage IB-IlIA)?

« Investigator-assessed DFS tested hierarchically

Key secondary endpoints If positive: ;
« OSInITT | DFS inPD-L1 TC 250% | 3-yr and 5-year DFS i |

OS in ITT population®
Key exploratory endpoints

- OS biomarker analyses Endpoint was met at DFS IA

Clinical cutoff: 18 April 2022. Both arms included observation and regular scans for disease recurrence on the same Endpoint was not met at DFS IA and follow up is ongoing
schedule. ECOG, Eastern Cooperative Oncology Group, q21d, every 21 days. ] Endpoint f v tested
a Per UICC/AJCC staging system, 7th edition. ® Two-sided a=0.05. RN N0 FIO0: ETITTIORY. R

Felip et al WCLC 2022
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Results of OS IA: PD-L1 TC2 1% (stage II-llIA)
(data cutoff: 18Apr '22, median follow-up: 46-months)

100 A
80 -
<
= 60+ 67.5%
>
c
-
w
T 40 - Events, n (%)
)
>
o mOS (95% CI), mo
20 HR (95% CI)®
0
1 1 | T I 1 1 T 1 1 I | ) 1 1 | A | 1 L 1 ) 1 1 I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Months
No. at rnisk
ezolizumab 248 241 241 237 234 231 225 222 218 210 208 200 195 190 172 140 116 8
BSC 228 220 214 210 205 201 198 192 185 180 172 167 166 158 140 110 95 72 49 27 1

Atezo BSC
(n=248) (n=228)
52 (21.0%) 64 (28.1%)
NR NR

0.71 (0.49, 1.03)

Felip et al WCLC 2022
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Atezo better BSC better
Subgroup (including < HR > OS: PD-L1 TC 250% (stage lI-llIA)
EGFR/ALK+) n HR (95% Cl)® excluding EGFR/ALK+
PD-L1 status by SP2632 o
TC 21% 476 —$— 0.71 (0.49, 1.03) 89 1% 84 89
s 0
TC 250% 229 —_— 0.43 (0.24, 0.78) - 77 B, ROURRPROSR et et
TC 1-49% 247 —&— 0.95 (0.59, 1.54) 2 - 67.5%
TC <1% 383 - 1.36 (0.93, 1.99) Tg
01 10 10,0 @
g 40
5ubgroup (excluding 8 Atezo (n=106) BSC (n=103)
EGFR/ALK+) n HR (95% Cl)¢ ., | Events, n (%) 15 (14.2%) 30 (29.1%)
PD-L1 status by SP263¢ mOS (95% CI), mo NR NR
TC 21% 410 —& — 0.67 (0.45, 0.98) HR (95% CI)¢ 0.42 (0.23, 0.78)
0«
TC 250% 209 gt 0.42 (0.23, 0.78) :. ; : C-" 1'; 1‘5 1'9. 9': ?'4 2'7 ?-'o ?.'3 ':h 3'9 .;':' 4") ‘;a ',':1 f_:s f:r eIo 5'?. 5'5 '6'9 7'?
TC 1-49% 201 —— 0.93 (0.56, 1.56) s Months
TC <1% 312 — - 121 10380, 188) ™ o =
01 10 10,0

3 23 patients had unknown PD-L1 status. ® Stratified for PD-L1 TC 21%; unstratified for all other subgroups. ¢ 21 patients had unknown PD-L1 status. ® Unstratified.

Felip et al WCLC 2022

OS by biomarker status (stage lI-111A): (data cutoff: 18 Apr '22)
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Progression-free survival and overall survival results
from the phase 2: NADIM I trial

STUDY DESIGN

Experimental arm
Adjuvant treatment

Nivolumab 360 mg
: RO : Follow up
+ Paclitaxel 200 mg/m2 SURGERY , Nivolumab 480 mg
+ Carboplatin AUCS vV, Q4W (5 years)
v, Q3w I (6 months)
NSCLC (3 Cycles)
Locally advanced 12.49 dave aftes
Potentially resectable | g -:.ﬂ'»_. S
Stage IIA-IIB | third neoadjuvant
(8' ed‘tlo‘1 ) freatment cydcle
EGFR/ALK excluded Control arm I
Paclitaxel 200 mg/m2 RO Observation Follow up
—* 4 Carboplatin AUC5 SURGERY F—» Qi2wW pr— "
v, Q3W (6 months) ol aest
(3 Cycles)
ranslational research a a
A A o A A
Stool sample Stool Tumor
sample block

Tumor block Blood Blood Blood Blood Blood
sample sample sample sample sample

Blood sample
After After After At 3rd & 6th At progression
Baseline cycles 1&2 cycle 3 surgery month

Provencio et al WCLC 2022
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Progression-free survival and overall survival results
from the phase 2: NADIM I trial

SECONDARY ENDPOINTS - Progression-free survival

1.00 - S

Median follow-up: 26.1 months

-~ Nivo+ chemo
)
:',';
.g 42.3%
5_ Chemo
v
. ; _J o X e "
a 0.25 NIVO «+ Chemo Chemo
(n=57) (n = 29)
Median PFS (mo) NR 18.3
{)_“.).':)22 / 5940( 25 . “t
5654 | m m HR 0.48 (95%C1, 0.25-0.91); p=0.025
L] | T L 3 )  J L) ¥ L J 1)  J
O S 1¢ 15 =0 25 30 35 40 a45 50 55 60
Months from randomization
Number at risk
Nivo + chemo 56 55 57 a4 30 24 11 4 1 1 1 1 1

Provencio et al WCLC 2022
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Progression-free survival and overall survival results
from the phase 2: NADIM I trial
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0<0.0001 Nivolumab + Chemotherapy . Chemotherapy
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0 10 '5 20 2F i 3= 40 AL S0 'y { F 10 '8 1) YA
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Provencio et al WCLC 2022
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Progression-free survival and overall survival results
from the phase 2: NADIM Il trial

SECONDARY ENDPOINTS -0 | ival
{ .00 4 - *08.2% ,
: Median follow-up: 26.1 months
. 82.1 .
‘: Nivo+ chemo
> > A0;
L= 0©3.4% Chemo
A 0.50
4]
0
O
-
o
7,
O 0.25 4 NIVO +« Chemo Chemo
(n=57) {n=29)
Median OS (mo) NR NR
m m HR 0.40 (95% C10.17-0.93); p=0.034
L] ] L] )
10 15 ~—0) <5 30 35 40 a5 >0 NS o
Months from randomization
Number at risk
Nivo + chemo 56 56 55 53 37 31 15 5 1 1 1 1
Chemo

Provencio et al WCLC 2022
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Progression-free survival and overall survival results
from the phase 2: NADIM I trial

SECONDARY ENDPOINTS - OS by pCR status
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PACIFIC: Study schema

* Unresectable Stage Ill NSCLC
without progression after definitive
platinum-based cCRT" (22 cycles)

Durvalumab Primary endpoints

10 mg/kg q2w for up to 12 months + PFS (BICR) using
N =476 RECIST v1.1#

s « OS
2:1 randomization,
stratified by age, sex, and Key secondary endpoints

SUr . ORR, DoR, and TTDM
(BICR) using RECIST v1.1

« 18 years or older 1-42 days
« WHO PS score 0 or 1 post-cCRT

+ |f available, archived pre-cCRT tumor
tissue for PD-L1 testing?

Patients enrolled irrespective Placebo Saf
; + Safe
of PD-L1 status g2w for up to 12 months o
N =713 randomized N = 237 « Patient-reported outcomes

Updated analyses of OS and PFS, assessed ~5 years after the last patient was randomized
(data cutoff: 11 January 2021; exploratory, post-hoc analysis)

« Treatment effects were estimated using stratified log-rank tests in the ITT population

 Medians and yearly landmark rates were estimated using the Kaplan—Meier method

Spigel et al JCO 2022
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PACIFIC trial: 5-year follow-up: PFS

MNo. of Events/ Median OS
Arm Total No. of Patients (%) (95% Cl), Months
Durvalumab 264/476 (55.5) 475 (38.1t0 52.9)
1.0 -wi_ 83.19% Placebo 155/237 (65.4) 29.1(22.1 0 35.1)
0.9 - "‘~-1~+H{h959’“ Cl.79.41086.2) Stratified HR (95% CI): 0.72 (0.59 to 0.89)
08 - L ;-kxl 66.3% Stratified HR from the primary analysis (95% Cl): 0.68 (0.53 to 0.87)*°
- . (61.8 to 70.4)
£ 0.7 : T 56.7%
= 0.6 4 Td.-ﬁ% I “‘l‘w . (52.0 to 61.1) 49 7% |
@ (68.5 to 79.7) I — (45.0 to 54.2) 42.9%
S 0.5 ! i “'—“H—H._?_ﬁ (38.2 10 47.4)
o ! T i ———
= 04 ! (48.6 t0 61.4) N | | B - -
N ' ; 43.6% H -
0.3 - ! : (37.1 to 49.9) :
o I : 36.3% .
0.2 4 : . : (30.1 to 42.6) 33.4%
' 0 I i l (27.3 to 39.6)
0.1 - : : : : :
| | | | |
0.0 | | ! | | | ! | | | ! | | | ! | | | ! | | | | |
01 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)
ﬁln at Irlﬂl'

Spigel et al JCO 2022
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PACIFIC trial: 5-year follow-up: PFS

No. of Events/ Median PFS
Arm Total No. of Patients (%) (95% Cl}, Months
10 Durvalumab 268/476 (56.3) 16.9 (13.0 to 23.9)
09 - R Placebo 175/237 (73.8) 5.6 (4.81t07.7)
[}'8 ! Stratified HR (95% CI): 0.55 (0.45 to 0.68)
= 55.7% Stratified HR from the primary analysis (95% Cl): 0.52 (0.42 to 0.65)’
= 0.7 (95% Cl, 51.0 to 60.2)
=< 0.6- 45.0%
O ' (40.1 to 49.8) 39 79,
o 0.5 1 : (34.7 to 44.7) 35.0% 23.19%
= ! (29.9 10 40.1) (28.0 to 38.2)
— 0.4 A ! .
) | : I
L 0.3 - M ! : g 1y
34.5% I |
0.2 - (28.3 to 40.8) Lo . | b H LW i ———H :
0.1 - : 163 10 31.2) 20.8% 19.9% 19.0%
: I (15.310 26.9) (14.4 10 26.1) (13.6 to 25.2)
[}D | | | | T | | | T | | | T | | | T | | | T | | | |
01 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 4 51 54 57 60 63 66 69 72
Time Since Random Assignment (months)
MNo. at risk:

Durvalumab 476 377 301 267 215 190 165 147 137 128 119 110 103 97 92 8 81 78 67 b7
Placebo 237 164 105 87 68 56 48 41 37 36 30 27 26 25 24 24 22 21 19 19

34 22 11 5
14 6 4

Spigel et al JCO 2022
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Overall survival analysis: subgroups

Mo, of Evenis / Mo. of Patlents (%)

Coarvaiunm st Placetso W £

All patlents JE4ETE (85 ) 1BEFIT (65 4) |—-—| 0.72 (0.8 tx 087
Sax

Mala 192334 (&7.E) 112166 {57 &) —i— 075 {LES to 0.96)

Femala TH142 [S0.7) 43T (BLE] oW 0.6 {044 to 0.84)
Apge at random assignment

« G5 YBaErs TINZET (4981 T30 (0.2 - | 0. 56 {00 to 087

= B5 yaars 134216 (62.3) TEAOT (F1.00 [ S 0.9 {0LED to 1.08]
Smoking status

Smaker 244473 (56.4) 140/216 (64.3) —— 0.75 {0.61 to 0.93)

Monsmoker 20443 [46.5) 168271 (71.41 ¢ i 0.42 {0,217 to 083
MSCLC disease stage

(1] F: 136252 (B4.00] 9112 (F2.81 [ 067 {047 to 0.8

][ 121212 (67.171 1107 (&7.00 & ] 026 {063 to 1.17)
Tumor histologic type

Squamous 138224 (61.6] 702 (65T il 082 {061 to 1.09)

Al other 126262 (=000 SEA3S (B5.2) . 063 {047 to 0.81]
Bect response to prior treatment

Complete recponss &4 (EE. T 2T 42 Oy Mot calculaied®

Partlal response 118/237 (49.8) GEM12 (60.T) —_— 0.71 {062 to 0U96)

Hable diseaca 136273 (@0.E] F1M11E (0.4 —i— 0.0 {063 to 093]
Prior chemotherapy type

Gamcitablne-basad EA (55 5] 205 0.0y Mot calculated®

MNon—gpemcitabine-based IE0MET (B5.6] 1E3FT 65.9) —i— 0.0 {ILEE to 0.B3E6)

Clsplatin 134268 (=0.41 1138 iE2.E5 —_— 065 LD to 086

Cartoplatin 121713 (@081 BO102 (E7.6] S 0817 e to 1.09)

Clsplatin and carb-opdatin &8 (TE.0) 4% {200y Mot calculated™
Last radiatlon to random sEsignment

« 14 days E4/130 [53.3) 4362 (B9.4] | 0.54 {0L37 to D30

= 14 days JO0ARE (RaE F) 11275 (64.0) e 0TS {0LE3 to 1.0
WHO S

0 - MNormal 121234 (61.7) 65114 (57.01 ——— 084 {062 to 1.14)

1 - Rastricted® 143243 (5.1 903 (7.2 —— 06T {047 to 080
Reglan

Asla E4/104 (49 ) 3768 (B4 & i 0.79 {02 to 1200

Europe 125/217 (57.6} 641102 i62.7) | 0.84 (062 to 1.14)

Maorih and Sowuth America SEMED [5E.T) EAET (BLE] [I— 047 {034 to 0UET)
Raice

¥White JAET (8O3 T10AST {01 —a— 073 {ILET to 0.91)

Black or African Amerlcan B {417 2 [100h Mot calculaied

Asglan BEMI0 (45T 3972 (BT & 073 {048 to 1.049)

O hers 36 (RO.O) 46 {GE.T) Mot calculated™
o= L TS e T e B e T

I"l:IEI:I'l'-B-‘| 1728 M5E.6) B4 1s7.1) | = 086 {037 to 1.97)

T S B oo b T — s ey B e

LInder oA B1/730 (62.3) 38/54 (65.5] » 085 {067 to 1_24}
PO-L1 expression level

z 5% E1/11E (44,30 274 (6141 —_— 052 {0037 to 0.83)

« PR 11187 (&0.4] 647105 ¢61.01 i & 090 {0LET to 1.23]

e 102174 (BH.E} BT (72T e O.GE {080 to 093]

1%%-24% (post hoc analysls) 53847 (53.6] 2947 (E1.71 i - i 073 {046 to 1.14]

2l Q624004 1o 0 S5

o 1% (post hoc analysis) 50,90 155.8] 35/58 (B0.31 i - i 1.8 {0LTE 1o 1.75]

o o4 06 08B 10 1.2

-

14 16 18

>

Durvalumab Better Placebo Better

Spigel et al JCO 2022
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0S (probability)

Mo. at risk:

Durvalumab 212 208

Placebo

KM for PD-L1 <1% and > 1%

No. of Events/ Median OS N fE ts/ Median OS
Arm TotalNo. of Patients (%) _(95% C1l. Months 1.0 355'3%0 72410 88.6 Arm Total Nn:;.ﬂnf :;?Eits (%) IBE‘%‘u%III?II'.:ﬂonths
. 86.5% Durvalumab 103/212 (48.6) 63.1 (43.7 to NE) 0.9 - (95% Cl, 72.4 10 88.6)
1 (95% Cl, 81.1 to 90.5) | Placebo 56/91 (61.5) 29.6 (17.7 to 44.7) __ Durvalumab 59/90 (65.6) 33.1(20.8 to 49.4)
: 72.9% 0.8 - | 66.4% Placebo 35/58 (60.3) 43.0 (27.3t0 67.8)
i . (66.2 to 78.4) HR (95% CI): 0.61 (0.44 to = | (52.410 77.1)
61.9% = 0.7 4 __ 55.0% HR (95% CI): 1.15 (0.75 to 1.75)
- : (64.8 to 68.2) 54.99% = J9.1% (41.0 to 67.0)
. e - .
74.7% (47.8 to 61.4) 50.1% 2 0.6+ iEEﬂ to 87.5) _.
(64.2 to 82.6) | (43.0 10 56.8) 2 05- : ' 4;:8'41% 54.1 "
T : ! | I S ! 56.1% ; o mey 132?424@10 50.0)
| 53.7% ) ! ! =2 044 ! (45.0 to 65.8) 47 500 ' '
| 1 l—‘_ Ry |
I Mziﬁ to 63.5) 45.3% ! o 0.3 - I : {35.5?[0 57.6) 41.2%
| | i (34.6 t0 55.5) 38.1% o © I ! I (30.6 to 51.5) !
! . I (27.9 to 48.3) 36.9% 0.2 - ! " | ! 29.7%
_ : | : : {2:3.8 to 47.1) ' | 1 : I (20.2 to 39.8)
| | | | ! | 0.1- : : . l :
| | I " 1 ] 1 | 1
: : | !| | | | |I | | | II | | | | | | | ! | | : : : 0.0 I | | ! | | | 1 | | | ! T | | ! | | | t T | | | |
013 6 9 12 15 18 21 24 27 30 33 136 39 42 45 48 51 54 57 60 62 66 69 72 75 013 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) Time Since Random Assignment (months)
No. at risk:
193 186 178 171 165 156 146 141 132 129 124 118 117 114 109 105 103 98 74 52 29 14 1 0 Durvalumab 90 88 84 81 72 65 566 50 46 44 43 4 38 37 35 34 33 N 27 25 18 1 3
91 81 75 67 64 58 52 47 46 44 41 38 38 37 36 33 31 31 30 29 24 14 8 5 2 0 Placebo 58 656 48 45 44 43 40 36 35 34 32 30 29 27 27 23 20 20 18 18 14 7

PD-L1 2 1%

PD-L1 < 1%

Samples unavailable on 37% of patients

Spigel et al JCO 2022
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Targeted therapies
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KRAS G12C mutations

* KRAS mutations 30% of mutations in NSCLC
adenocarcinoma

* KRAS G12C 40-50% of KRAS mutations

* Covalent binding to cysteine residue in hidden

pocket only present in inactive state

* Maintains KRAS protein in GDP bound inactive

state
* Multiple agents in development

Burns et al JCO 2020
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Krystal-1: Phase 2 Non-Small Cell Lung Cancer

U X D

tage 4 NSC
RAS G12C muta

C

‘evious treatmen

)
t PD-1/L-1

Adagrasib 600 mg BID
(capsule, fasted)

Primary objective: ORR by BIC
Secondary: DoR, PFS, safety a

Q

nd OS

Janne et al NEJM 2022
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Select patient characteristics and baseline demographics

Patient characteristics Total =116

Median age (range) 64 (25-89) years
Female sex 65 (56%)

Race

White 97(84%

Black or African American 9 (8%)

Asian o other 5 (4%)/5 (4%)
ECOG 0/1 18 (16%)/ 97 (84%)
Smoking history

Never 5(4%)

Current or former 11(10%)/97 (84%)
Prior lines of therapy

1 50 (43%)

2 40 (35%)

3 26 (22%)

Prior platinum therapy and ICI

Prior platinum alone 2(2%)

Both 114 (98%)

Janne et al NEJM 2022
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Objective response rate

Percent Change from Baseline

40~

204

—204

_404

604

-80

-100-

Responses: W Progressive disease Stable disease [M Partial response [l Complete response

I o

Patients with Measurable Disease at Baseline

ORR: 42.9% (95% CI. 33.5-52.0)
DoR: 8.5 months (95% CI. 6.2-13.8)

Janne et al NEJM 2022
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KM curves for PFS and OS

C Progression-free Survival D Overall Survival
100 100+
90- Median progression-free survival, 90- Median overall survival,
80— 6.5 mo (95% Cl, 4.7-8.4) 80- 7 12.6 mo (95% Cl, 9.2-19.2)
70 70
I
_ - _ |
E 60 59 = 60 |
U 50 | O 504 |
o @
o 40+ | S 40- |
| 29 |
30— | 30 |
|
20~ | 20~ |
| |
10- | 10- |
| | |
0 | ! | ! | | | 0 | | |
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21 24
Months Months
No. at Risk 112 72 45 30 13 6 1 0 No.atRisk 116 98 74 60 49 29 10 3 0

Janne et al NEJM 2022
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Sotorasib and adagrasib efficacy

ORR 37.1% 43%
(95% Cl: 28.6-46.1) (95% Cl: 33.5-52.6)
DoR 11.1 (6.9-NE) 8.5(95% Cl: 6.2-13.8)
(n=46) (n=48)
PFS (median) 6.8 6.5
(95% Cl: 5.1-8.2) (95% Cl: 4.7-8.4)

Janne et al NEJM 2022, Skoulidis et al NEJM 2021
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Select Adverse Events for adagrasib and sotorasib

Adagrasib Sotorasib
Adverse event Any grade Grade 23 Any grade Grade 23
Any adverse event 116 (100) 95 (81.9%) 125 (99.2%) See below
Treatment dose reduction 96 (82.8%) 28 (22.2%) 20 (15.9%)
or interruption
Treatment discontinuation 18 (15.5%) = -—-- 9O (7.1%) 5 (4%)
Diarrhea 82 (70.7%) 1 (0.9%) 40 (31.7%) 5 (4%)
Nausea 81 (69.8%) 5(4.3%) 24 (19.0%) 0
ALT increase 33 (28.4%) 6 (5.2%) 19 (15.1%) 8 (6.3%)
AST increase 31 (26.7%) 6 (5.2%) 19 (15.1%) 7 (5.6%)
Fatigue 14 (11.1%) 0 14 (11.1%) 0
QT prolongation 23 (19.8%) 7 (6.0%) 3 (2.4%)

The worst grade of adverse event was grade 3 in 53 patients (42.1%), grade 4 in 4 patients (3.2%), and grade 5 in 20 patients (15.9%).

Janne et al NEJM 2022, Skoulidis et al NEJM ZOZA ‘jﬁ;g["""ﬁ




Sotorasib pharmacokinetics and dose study

T . U

0.73 6.44 31.7 5.13
360 24 1.0 6.31 38.9 5.53
720 11 1.1 5.45 42.1 4.75
960 24 1.1 5.39 324 5.07

240 mg daily| [Primary endpoint: ORR
Secondary: safety, tolerability
Sample size: 170

KRAS G12C
Stage 4
PD-L1 <1% and/or STK11 mutation

960 mg daily

https.//www.accessdata.fda.gov/drugsatfda_docs/nda/2021/2146650rig1s000TOC.cfm
https://clinicaltrials.gov/ct2/show/NCT04933695
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https://www.accessdata.fda.gov/drugsatfda_docs/nda/2021/214665Orig1s000TOC.cfm

Sotorasib and ICI (pembrolizumab or atezolizumab)

CodeBreaK 100/1017: First report of safety/efficacy of s

otorasib in combination with pembrolizumab or
atezolizumab in advanced KRAS p.G12C NSCLC

po? Wy

IASTC s 2022 World Conference
@8 — Sau: - on Lung Cancer

AUGUST 6-9. 2022 | VIENNA . AUSTRIA

CodeBreaK 100/101 Study Design

- FPhase 1b multicenter, open-label studies

Concurrent treatment

Key Eligibility Sotorasib”

: -
- Advanced KRAS p.G12C- £ (oral dally) at- N = 29
mutated NSCLC = 960 mg Atezolizumab
« Received (or refused) prior = 1200 mg Q3IW
standard therapies % - 720 myg (N = 10)
« No prior KRASY ™% inhibitor = 360 mg
- No active brain mets & '
g 240 mg Pembrolizumab
P 200 mg Q3W
120 mg ! " (N = 19)

F’rimary endpoints . safely J

Key secondary endpoints: ORK, DOR, DCR, PK

Snapshot: April 1§, 2022

Here we present first data of lead-in and concurrent sotorasib with pembrolizumab or atezolizumab
from CodeBreakK 100/101 with median follow-up time of 12.8 months (range: 1.6, 29.9)

Li et al WCLC 2022
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Sotorasib and ICI (pembrolizumab or atezolizumab)

CodeBreaK 100/101: First report of safety/efficacy of s
otorasib in combination with pembrolizumab or

atezolizumab in advanced KRAS p.G12C NSCLC

" ~— A S
IASTLC ardlds 2022 World Conference
~~@8 — Sgu. ' on Lung Cancer

AUGUST 6-9. 2022 | VIENNA . AUSTRIA

Safety by Dose: Pembrolizumab Concurrent

Sotorasib 120 mmg

Sotorasib 360 mg
(N = S5)

Sotorasib 720 mg

Sotorasib 960 mg
(N = 2)

(N = 4)

y
Gradez3

Hepatotoxicity 2 (40) 2 (40) 3 (38) 2 (25) 2 (100) 2 (100) 3(75) 3(75)
ALT increased 2 (40) 1 (20) 3 (38) 1(13) 2 (100) 2 (100) 3(75) 3 (75)
AST increased 2 (40) 2 (40) 3 (38) O 2 (100) 2 (100) 3(75) 1 (25)

{1

I. - Higher rate of TRAEs than with either monotherapy®*, with no fatal TRAEs

At lower doses of sotorasib, there was a trend towards less liver enzyme elevations
although sample sizes were Iimited

Given the safety data for this combination, sotorasib lead-in was explored

Li et al WCLC 2022
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Sotorasib and ICI (pembrolizumab or atezolizumab)

CodeBreaK 100/101: First report of safety/efficacy of s

otorasib in combination with pembrolizumab or
atezolizumab in advanced KRAS p.G12C NSCLC

, T Y, e
IASTIC searllds 2022 World Conference - . S
S STy

~~@8— Sau. Y’ on Lung Cancer s i T

AUGUST 6-9,. 2022 | VIENNA ., AUSTRIA

Safety for Sotorasib Lead-in + Pembrolizumab

Sotorasi 120 mg (4 = 3 Sotorasib 360 mg (M = 11

___Any | Gradez3 | Any | Grade23 | Any | Grade23 _

All TRAEsS 3 (100) 3 (100) 3 (60) 1 (20) 9 (82) 6 (55)
AL T increased - (G7) 2 (67) 1 (20) T (20) 6 (55 S 427
AST increased 2 (67) 2 (67) 1 (20) T {(20) 6 (55) 2 {18
ALFPFP increased < (67) O O O S {Z7) ' 18
Diarrhea 1(33) O 1 (20) O 6 (55) 1 (9
Arthralgua 1 (33) O O O 2 (18
Nausea O O O O 4 (365) O
Fatigue 0 O O 0 4 (36
Hypokalemua O O O O 327 2 118)
Decreased appetile O O O O 3 {27
Headache O O O O < (18) O

Hepatotoxicity 2 (67) 2 (67) 2 (40) 1 (20) 6 (55) S (45)

Overall safety data from lead-in and concurrent cohorts support lower dose sotorasib
and lead-in administration for better tolerability

Li et al WCLC 2022
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EGFR exon 20 insertions
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EGFR exon 20 insertion mutations

A Common EGFR mutations
|
: Exon 19 deletions
EGFR
Kinase
domain

E-A-Y-M-A-5-V-D-N-P-H-V-C-R-L-L-G-//AK
767 768 789 770 771 772 773 774

ATET_V7E0dup (ASV) 33 (21) ‘ ‘ VT T4delinsDNPL 1({1)
ATBT_STEAINSLA 1(1)
ATET_STE8INSORG 1 (1) e o
H773_V774InsAH 4(3)
S7e8_D7700up (SVD) 28 (18) HT73_V7T4dalinsLM 3(2)
STEA_VTESdalinsIL 7 (5) H773_W774dup 2(1)
W7E0_D770INsGSY 2 (1) H773_W774InsTH 11}
D770dein=GY E (4) H773_\W774insY 1(1)
D770_N771InsG 5(3) PT72_H773dup 2(3)
D7T0_N7T1InsY 3(2) PT72_C775dup 2(1)
DF7F0_N771InsGD 2(1) PT72_H773NsYNP 2 (1)
D7 70_M771InsGF 1(1) P772_H773INnsGDP 1(1)
D7T0_M771INSKD 11 PT72_H7T3NSGMNP 1(1)
DF7F0_N771InsSMD 1(1) PT72_H773nsPNP 1{1}
D770_M771INSSTH 1(1)
D7700einsGTH 1(1) nrrl- T R T
oI ') N771_P772InsH 2 (1)
N7T1_P772InsV 2 (1)
NTT1dup 2 (1)
NTT1_P772INsG 1{1)
N771_P772InsHH 1(1)
NT710elinsGD 1(1)
N771delinsKPP 1(1)
N771delinsVH 1(1)

Gonzalvez et al Cancer Discovery 2021
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Amivantamab

Amivantamab

*Bi-specific antibody targeting EGFR-MET - =
*Preclinical models demonstrated activity in EGFR ; -

] Stable chinge

exon 20 insertions b 4 b 4 N ..
*MOA: inhibition of signal pathways, ADCC, and

anti-body cellular phagocytosis

Amivantamab

® Direct inhibition of
tumor growth mediated
by ADCC and ADCP o

@ Blockade of EGFR and MET
downstream signaling pathway by
internalization of EGFR and MET

K o NSCLC with EGFR Exon20ins
Osimertinib Gefitinib

Yun et al Cancer Discovery 2020
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Amivantamab Efficacy

Best ORR by Insertion Region of Exon 20 (detected by ctDNA)

Helical Region (n=1) Near Loop (n=54) Far Loop (n=8) Not Detected by ctDNA (n=18)

ORR=100%; CBR=100% ORR=41%; CBR=70% ORR=25%; CBR=75% ORR=39%; CBR=83%

Exon20ins Location: @ Helical Region (762-766)

@ Near Loop Region (767-772)
50 0 Far Loop Region (773-775)
E 4 @ Not Detected by ctDNA
30

esions
=

- 0

Best Change from Baseline in
et
=

25 distinct Exon20ins variants identified by NGS of ctDNA (Guardant360®) from 63 evaluable patient samples

ORR: 40% (95% Cl: 29-51)
DoR: 11.1 months (95% Cl: 6.9-NR)
Median PFS: 8.3 (95% ClI: 6.5-10.9)

Park et al JCO 2021
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Amivantamab: Treatment-related AE

Rash 98 (86%) 4(4%)
Paronychia 48 (42%) 1 (1%)
Stomatitis 21 (18%) 0
Pruritus 9 (17%) 0
Hypoalbuminemia 7 (15%) 2 (2%)
Peripheral edema 1 (10%) 0
IRR 75 (66%) 3 (3%)
Nausea 3 (11%) 0
-atigue 4 (12%) 1 (1%)
Increased ALT 14 (12%) 1 (1%)

IRR: Cycle 1 day split over 2 days, with premedication (dexamethasone, benadryl, tylenol), and slow infusion

Park et al JCO 2021
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Mobocertinib

* EGFR TKI: levels high enough to inhibit EGFR
exon 20 insertion mutations had significant side
effects on EGFR wildtype

* Difficult to maintain therapeutically effective
doses

* Moborcertinib specifically designed to potently
inhibit oncogenic variants containing activating
EGFR exon 20 insertion mutations with
selectivity over wild-type EGFR

* Phase 2 study prior platinum pretreatment
cohort (n =114)

/Zhou et al JAMA Oncology 2021
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Mobocertinib efficacy

Median duration of confirmed response

Figure 2. Mobocertinib Activity in Platinum-Pretreated Patients With EGFRex20ins Mutation-Positive Metastatic NSCLC (PPP Cohort)

1.0 -
s . ,
E Best percentage change in target lesions Ea Median duration of response:
20 - g'_ 17.5 {95?"':. Cl, ?-4-21]-3} mao
Il A5V, SVD, or NPH [] Other EGFRex20ins variant S (.8
o .
o 60 - . |:| Insertion unknown |:| Unconfirmed EGFRex20ins E*,.
= o g
= 404 =
rr B = 0.6-
£ 20dlipEe =
] | = =
& k> =
= 04 =Tt |0 =
T TIOTI | | N A 5 047
E;. 204 mmmﬁ-maﬂﬁaaiﬂaﬂﬂﬂﬂﬂ O
= e oy | | oy
o muﬁmmmaﬂ.ﬂlﬂﬂﬂ -_n-:.:. o I | | | | =
= -404 NARAERRSSS p—
£ "Estesezeesgr AR I | A1 5 021
2 _60- No. of independent  Patients, Confirmed ORR, PEaESEERSS = ! —
% Variant category?® variants No.b No. (%) [95% C1] EEE | | | | i
e o (=8
£ 807 | ASV,SVD,or NPH 3 47 15 (32) [19-47] Szl | 0 : , : : , i : , : : , ,
g -100{ | ASV 1 25 8(32) [15-54] — e - 0 2 4 6 8 10 12 14 16 18 20 22 24
[=n} [FRT ST T WL
o] SVD 1 13 2(15)[2-45] TimE, mo
MPH 1 9 5(56) [21-86]
Other EGERex20ins 29 48 12 (25) [14-40] Mo.atrisk 32 29 23 19 17 10 & 5 5 2 2 1 0O
Insertion unknown 16 G5 (31)[11-59]

ORR: 32% (95% ClI: 20-37) Median PFS 7.3 (95% Cl: 5.5-9.2)

/Zhou et al JAMA Oncology 2021
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Moborcertinib : Treatment-related AE

Diarrhea
Rash

Paronychia
Stomatitis
Pruritus

QT prolonged
Nausea

-atigue

ncreased AST

91%
45%
38%
24%
21%
11%
34%
14%
8%

Zhou et al JAMA Oncology 2021
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Final thoughts

‘I mmunotherapy a standard of care for resectable patients

*Debate will be about pre-operative chemotherapy and ICl vs adjuvant
ICI

*Optimal duration not defined
*/dentification of biomarkers critical

*PACIFIC: long term benefit for consolidation durvalumab
*Debate about pre-operative chemotherapy and ICl vs PACIFIC

*KRAS G12C and EGFR exon 20 insertions now “actionable mutations”
* Combination therapy trials ongoing
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‘Men’s Basketball Championship - Final Four

- North Carolina

—_— -

A

ot .. . . -_-‘
NORTH CAROLENA

Oncology Association



