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Lung Cancer Stage Grouping (AJCC 8th Edition)
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Locally Advanced
Stage 111 NSCLC

*5-yr OS per IASLC global database for patients receiving
NSCLC diagnoses from 1999-2010.

Detterbeck. Chest. 2017;151:193. Goldstraw. J Thorac Oncol. 2016;11:39.
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Stage lll, Locally Advanced NSCLC is Heterogeneous
With Majority Of Patients Having Unresectable Tumors

Stage IlIA Stage IlIB Stage IIIC

Tumors @ Nonmetastatic lymph nodes @ Metastatic lymph nodes*

*Considered regional or local, not distant. ‘ ‘E
Detterbeck. Chest. 2017;151:193. All numbers in cm; other abbreviations defined in slidenotes. Slide credit: clinicaloptions.com
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1. Rolland. J Thor Oncol. 2007;2:5309 (Abstract A1-04). 2. Aupérin. J Clin Oncol. 2010;28:2181.

Combined Modality Therapy in Stage 11l NSCLC:
Meta-Analyses of Chemoradiotherapy Strategies
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100 MS: 28 v 20.3 months - g:
RTOG 0617 5y OS: 32.1% v 23.0%
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O 251 Dose No. of Dead Censored Median Survival Hazard Ratio
Patients (95% CI) (95% ClI)
60 Gy 218 150 68 24(2.0t03.2) RL
74 Gy 207 163 44 1.7(1.5t0 2.0) 1.35(1.08 to 1.69)
RTOG 0617: Conventional vs. 0 1 2 3 s 6
High-Dose RT (3D Conformal) +/- C225 Time Since Random Assignment (years)
60 Gy 218 171 123 89 70 54
74 Gy 207 143 92 64 52 37
R RT 60 Gy 100 A Dose No. of Dead Censored Median Survival Hazard Ratio
Paclitaxel —_ Patients (95% Cl) (95% CI)
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Time Since Random Assignment (years)
60 Gy 218 105 63 48 36 30
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RTOG 0617

Grade 5 events 2 10
Esophagitis Grade 3 7% 20.9%
Median survival 28.7 mo 19.5 mo
3 year PFS 36.6% 26.3%
Local failure 25.1% 34.3%

| [Cetuximab | No Cetuximab




RTOG 1306

Closed in 2017
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EGFR TK Mutation Cohort

Arm 1: Induction Therapy:
Erlotinib, 150 mg/day for 12 weeks*

Arm 2: Concurrent tchemotherapy and
radiation, 60 Gy

ALK Tran L Cohort

Arm 3: Induction Therapy:
Crizotinib, 250 mg/bid for 12 weeks*

Arm 4: Concurrent fchemotherapy and
radiation, 60 Gy

Concurrent
tchemotherapy

and IMRT or 3D-CRT
60 Gy in 30 fxs

Concurrent
tchemotherapy

and IMRT or 3D-CRT
60 Gy in 30 fxs



[R]

S
W e

(R]

[R]

(L]

(L]

[R]

(L]
(L]




A Global Study to Assess the Effects of Osimertinib Following
Chemoradiation in Patients With Stage Il Unresectable Non-small Cell
Lung Cancer (LAURA)

e Patients with locally advanced

non-small cell lung cancer : - :
Osimertinib 80 dail il di
with EGFR (L858R, Ex19del) e ! e

mutations receiving unacceptable
chemotherapy and radiation \ toxicity
(concurrent or sequential) Placebo

* N=200

NCT03521154



PACIFIC 5-Yr Update: Study Design

= Randomized, double-blind, placebo-controlled phase Il trial

Stratified by age (<65 vs 265 yr), sex (male vs female), and
smoking history (current/former vs never)

Adult patients with locally adva.nced, l Durvalumab 10 mg/kg IV Q2W
unresectable, stage IIl NSCLC without for up to 12 mo
progression following 22 cycles / (n = 476)
platinum-based chemotherapy
concurrent with radiation therapy; \ Placebo IV Q2W
WHO PS 0/1 Randomized for up to 12 mo
(N =713) within 1-42 days (n=237)

after cCRT

Patients enrolled regardless of PD-L1 status. If available, pre-cCRT tumor tissue archived for PD-L1 testing.

" Primary endpoints: PFS by BICR per RECIST v1.1, OS
= Secondary endpoints: ORR, DoR, TTDM, safety, PROs

Spigel. ASCO 2021. Abstr 8511.

Until disease
progression or
unacceptable
toxicity

Slide credit: clinicaloptions.com
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Table S2. Prior Definitive Chemotherapy Regimens (Intention-to-Treat population).

Durvalumab Placebo Total
(N=476) (N=237) (N=713)
Total - no. (%) 473 (99.4) 236 (99.6) 709 (99.4)
Cisplatin* 266 (55.9) 129 (54.4) 395 (55.4)
Cisplatin + etoposide 106 ( 22.3) 49 (120.7) 155 (21.7)
Cisplatin + vinorelbine 77 (16.2) 34 (14.3) 111 (15.6)
i in + vi i i 26 (5.5) 14 (5.9) 4
Cisplatin + docetaxel 26 (5.5) 8(3.4) 34 (4.8)
Cisplatin + paclitaxel 13 (2.7) 15 (6.3) 28 (3.9)
Cisplatin + pemetrexed 11 (2.3) 5(2.1) 16 (2.2)
Cisplatin + nab-paclitaxel 1(0.2) 0 1(0.1)
Cisplatin + vinblastine 1(0.2) 0 1(0.1)
Cisplatin + other 1(0.2) 0 1(0.1)
Carboplatint 199 (41.8) 102 (43.0) 301 (42.2)
| Carboplatin + paclitaxel 158 (33.2) 84 (35.4) 242 (33.9)
Carboplatin + vinorelbine 8 (1.7) 4(1.7) 12 (1.7)
Carboplatin + etoposide 8 (1.7) 2(0.8) 10 (1.4)
Carboplatin + vinorelbine ditartrate 7 (1.5) 5(2.1) 12 (1.7)
Carboplatin + pemetrexed 7 (1.5) 4(1.7) 11 (1.5)
Carboplatin + docetaxel 2(04) 1(0.4) 3(04)
Carboplatin + nab-paclitaxel 2(0.4) 0 2 (0.3)
Carboplatin + pemetrexed disodium 1(0.2) 0 1(0.1)
Carboplatin + other 2(0.4) 1(0.4) 3(0.4)
Cisplatin / carboplatin 8 (1.7) 5(2.1) 13 (1.8)
Cisplatin / carboplatin + vinorelbine 2(0.4) 1(0.4) 3(0.4)
Cisplatin / carboplatin + etoposide 2(0.4) 0 2 (0.3)
Cisplatin / carboplatin + pemetrexed 1(0.2) 1(0.4) 2(0.3)
Cisplatin / carboplatin + docetaxel 1(0.2) 0 1(0.1)
Cisplatin / carboplatin + vinorelbine ditartrate 1(0.2) 0 1(0.1)
Cisplatin / carboplatin + other 1(0.2) 3(1.3) 4 (0.6)

"Cisplatin alone was received by 4 patients in each group (0.8% and 1.7% in the durvalumab and

placebo groups, respectively).

fCarboplatin alone was received by 4 patients (0.8%) in the durvalumab group and 1 patient (0.4%) in

the placebo group.




PACIFIC: Prespecified Subgroup Analysis of Survival

Subgroup PFS, HR (95% ClI) OS, HR (95% ClI)

Overall H@H : O :

Sex
Male o —e—i
Female i —e—

Age
<65 yrs o+ —e— :
> 65 yrs —e—i F—e—i

Smoking status
Smoker @+ = F
Nonsmoker e I i

Disease stage
A —-o— —e— :

1[I —o— —

Tumor histology
Squamous —e—i i
Nonsquamous o ——

Prior chemotherapy
Cisplatin —e—i —— i
Carboplatin i —e—

Best priorr nse :

escg or respo NA* NA® |
PR —— —i
>D e ——i:

EGFR status *Not calculated if
Positive i - | NA* < 20 events in subgroup.
Negative —o— —e— :
Unknown e ——a—i—]

Antonia SJ, et al. WCLC 2018
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Durvalumab better Placebo bettér

. Abstract PL02.01. Reproduced with permission.
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PACIFIC: Subgroup Analysis of Survival by PD-L1 Status

Subgroup PFS, HR (95% Cl) OS, HR (95% Cl)
Overall HH : o
PD-L1 status (prespecified)
> 25% —e— ——
< 25% —e—i —e—
Unknown* —e— —
PD-L1 status (post hoc)’
> 1% —e—i ——
1% to 24% —— —t
<1% —— —— |

I I I i
025 05 1.0 20

Durvalumab better Placebo better

*Unknown PD-L1 status in 37% of patients; testing not required, obtained pre-CRT.
1% cutoff used in unplanned post hoc analysis requested by a health authority.

Antonia SJ, et al. WCLC 2018. Abstract PL02.01. Reproduced with permission.

I T I 1
0.25 0.5 1.0 2.0

Durvalumab better Placebo better

Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

PACIFIC

Subgroup Durvalumab Placebo Unstratified Hazard Ratio for Disease Progression or Death (95% Cl)
no. of patients
All patients 476 237 | i 0.55 (0.45-0.68)
Sex '
Male 334 166 —e—i 0.56 (0.44-0.71)
Female 142 71 e 0.54 (0.37-0.79)
Age at randomization !
<65 yr 261 130 — | 0.43 (0.32-0.57)
=65 yr 215 107 e 0.74 (0.54-1.01)
Smoking status '
Smoker 433 216 —e—i ' 0.59 (0.47-0.73)
43 2] } ! | 029(015-057)
NSCLC disease stage '
1A 252 125 e ! 0.53 (0.40-0.71)
1B 212 107 —e— ' 0.59 (0.44-0.80)
Squamous 224 102 —— 0.68 (0.50-0.92)
Nonsquamous 252 135 e ! 0.45 (0.33-0.59)
Best response )
Complete response 9 7 ! —
Partial response 232 111 e S ! 0.55 (0.41-0.75)
Stable disease 222 114 ——e—i I 0.55 (0.41-0.74)
PD-L1 status )
=25% 115 44 e ' 0.41 (0.26-0.65)
<25% 187 105 ——— 0.59 (0.43-0.82)
Unknown 174 38 ——e— 0.59 (0.42-0.83)
EGFR mutation ]
Positive 29 14 L * d 0.76 (0.35-1.64)
Negative 315 165 ——— ; 0.47 (0.36-0.60)
Unknown 132 58 . II—O—:—I . 0.79 (0.52-1.20)
0.25 0.50 1.00 2
Durvalumab Better Placebo Better

Figure 2. Subgroup Analysis of Prognostic Factors for Progression-free Survival in the Intention-to-Treat Population.
Progression-free survival was defined according to RECIST, version 1.1, and assessed by means of blinded independent central review.

The hazard ratio and 95% confidence interval were not calculated for the complete response because this subgroup had less than 20
events. EGFR denotes epidermal growth factor receptor, and PD-L1 programmed death ligand 1.

Unstratified HR

Group

Sex

Female 72/142 (50.7) 43/71 (60.6) 0.64 (0.44 to 0.94)

< 65 years 130/261 (49.8) 79/130 (60.8) 0.66 (0.50 to 0.87)

Smoking status

Nonamoke /4 46 . 4 — 0 4 ' 0 0.8

0.61 (0.47 to 0.80)

A 136/252 (54.0)

91/125 (72.8) —o—

umor histologic type

All other 126/252 (50.0) 88/135 (65.2) 0.62 (0.47 to 0.81)

Complete response 6/9 (66.7) 3/7 (42.9) Not calculated®
Stable disease 135/223 (60.5) 81/115 (70.4) 0.70 (0.53 to 0.92)

Gemcitabine-based 5/9 (55.6) 2/5 (40.0) Not calculated®

134/266 (50.4) 0.65 (0.50 to 0.86)

Cisplatin 81/129 (62.8)

Cisplatin and carboplatin 6/8 (75.0) 4/5 (80.0) Not calculated®

< 14 days 64/120 (53.3) 43/62 (69.4) —e—o 0.54 (0.37 to 0.80)
WHO PS ‘ v v

1 - Restricted” 143/242 (59.1) 90/123 (73.2) 0.62 (0.47 to 0.80)

Asia 54/109 (49.5) 37/68 (54.4) 0.79 (0.52 to 1.20)

North and South America 85/150 (56.7) 54/67 (80.6) ——o 07 (0.34 t0 0.67)

White 200/337 (59.3) 110/157 (70.1) —— 0.72 (0.57 to 0.91)

ian 56/120 (46.7) 39/72 (54.2) 0.73 (0.48 to 1.09)
EGFR or ALK aberration status

Negative 166/317 (52.4) 1/165 (66.1) —o—i 0.66 (0.52 to 0.84)
-

1%-24% (post hoc analysis) 52/97 (53.6) 29/47 (61.7) 0.73 (0.46 to 1.14)

< 1% (post hoc analysis) 59/90 (65.6) 35/58 (60.3) ; 1 1 1.15(0.75 to 1.75)

0j2 ofa 0;6 OjB 1 :0 1 j2 1 j4 1 :6 1 j8

Durvalumab Better Placebo Better



Table 1. Baseline Characteristics, Stratification Factors, and Prior Therapy in the Intention-to-Treat Population.*

Durvalumab Placebo Total

Characteristic (N=476) (N=237) (N=713)
Age — yr

Median 64 64 64

Range 31-34 23-90 23-90
Sex — no. (%)

Male 334 (70.2) 166 (70.0) 500 (70.1)

Female 142 (29.8) 71 (30.0) 213 (29.9)
Race — no. (%)

White 337 (70.8) 157 (66.2) 494 (69.3)

Black 12 (2.5) 2(0.8) 14 (2.0)

Asian 120 (25.2) 72 (30.4) 192 (26.9)
Disease stage — no. (%)

1A 252 (52.9) 125 (52.7) 377 (52.9)

1B 212 (44.5) 107 (45.1) 319 (44.7)

12 (2.5) 5(2.1) 17 (2.4)

0 234 (49.2) 114 (48.1) 348 (48.3)

1 240 (50.4) 122 (51.5) 362 (50.8)
Tumor histologic type — no. (%)

Squamous 224 (47.1) 102 (43.0) 326 (45.7)

Nonsquamous 252 (52.9) 135 (57.0) 387 (54.3)
Smoking status — no. (%)

Current smoker 79 (16.6) 38 (16.0) 117 (16.4)

Former smoker 354 (74.4) 178 (75.1) 532 (74.6)

Never smoked 43 (9.0) 21 (8.9) 64 (9.0)
Previous radiotherapy — no. (%)9

<54 Gy 3 (0.6) 0 3(0.4)

=54 to =66 Gy 442 (92.9) 217 (91.6) 659 (92.4)

>66 to <74 Gy 30 (6.3) 19 (8.0) 49 (6.9)
Previous chemotherapy — no. (%) |

Induction 123 (25.8) 68 (28.7) 191 (26.8)

Concurrent with radiation therapy 475 (99.8) 236 (99.6) 711 (99.7)
Best response to previous chemoradiotherapy — no. (%)

Complete response 9(1.9) 7 (3.0) 16 (2.2)

Partial response 232 (48.7) 111 (46.8) 343 (48.1)

Stable disease 222 (46.6) 114 (48.1) 336 (47.1)




PACIFIC 5-Yr Update: Patient Disposition

Durvalumab Placebo Durvalumab Placebo
. . 0, . . 0, *
Characteristic, % (n = 476) (n = 237) Characteristic, % (n = 473) (n = 236)
On study at data cutoff* 37.4 28.7 Completed 12 mo of study tx 49.0 34.7
Terminated study 62.6 71.3 Discontinued study tx 51.0 65.3
= Patient decision’ 6.3 6.8 = Patient decision 3.0 5.1
= Death 54.6 62.9 = AE 15.4 9.7
= Lost to follow-up 1.7 1.3 = Severe protocol 0.2 0.4
= Unknown 0 0.4 noncompliance
*Data cutoff: January 11, 2021. " Disease worsening 31.3 49.6
*n =9 have since died (n = 4: durvalumab; n = 5: placebo). = Study-specific d/c criteria 0.2 0.4
= Other 0.8 0

*Percentages calculated based on number of treated patients.

Spigel. ASCO 2021. Abstr 8511. Slide credit: clinicaloptions.com
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PACIFIC 5-Yr Update: PFS (ITT)

1.0+

0.8+

0.6

Probability of PFS

Events/Patients, Median PFS, Mo
n/N (%) (95% CI)
Durvalumab  268/476 (56.3) 16.9 (13.0-23.9)
Placebo  175/237 (73.8) 5.6 (4.8-7.7)

5-yr stratified HR (95% Cl): 0.55 (0.45-0.68)
55.7% Primary analysis stratified HR (95% Cl): 0.52 (0.42-0.65)

0,
45.0% 39.7%

35.0% 33.1%

34.5% i

: : H—

25.19
% 20.8% 19.9% 19.0%

Patients at Risk, n

1 1 1 1 | | | | | | 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Mos

Durvalumab 476 377 301 267 215 190 165147 137 128 119 110 103 97 92 85 81 78 67 57 34 22 11 5 0
Placebo 237 164 105 87 68 56 48 41 37 36 30 27 26 25 24 24 22 21 19 19 14 6 4 1 0

= 72 additional PFS events reported since time of primary analysis (data cutoff: February 13, 2017);
updated results, including across patient subgroups, consistent with those from primary analysis

Spigel. ASCO 2021. Abstr 8511.
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PACIFIC 5-Yr Update: OS (ITT)

1.0+

0.8+

0.6

0.4+

Probability of OS

0.2+

Events/Patients, Median OS, Mo
n/N (%) (95% Cl)
Durvalumab 264/476 (55.5) 47.5(38.1-52.9)
19% Placebo 155/237 (65.4) 29.1(22.1-35.1)
o 5-yr stratified HR (95% Cl): 0.72 (0.59-0.89)
Primary analysis stratified HR (95% Cl): 0.68 (0.53-0.87)

56.7%
74.6%

0,
49.7% 42.9%

55.3%

0.017
013

Patients at Risk, n

6

| | | | | | 1 1 1 1 1 1 1 1 1 1 1 1 1 1 | | 1 1 || 1 1
9 12 1518 21 24 27 30 33 36 3942 45 48 51 54 57 60 63 66 69 72 75
Mos

Durvalumab 476 464 431 414385 364 343 319 298 289 273 264 252 241 236 227 218 207 196 183134 91 40 18 2 O
Placebo 237 220 199 179171 156 143 133 123 116 107 99 97 93 91 83 78 77 74 72 56 33 16 7 2 O

= 120 additional OS events reported since time of primary analysis (data cutoff: March 22, 2018);

updated results, including across patient subgroups, consistent with those from primary analysis

Spigel. ASCO 2021. Abstr 8511.
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Sugemalimab versus placebo after concurrent or sequential chemoradiotherapy in patients with
locally advanced, unresectable, stage Il non-small-cell lung cancer in China (GEMSTONE-301):
interim results of a randomised, double-blind, multicentre, phase 3 trial

e 381 patients with stage Ill NSCLC
e Consolidation Sugemalumab(PDL-1)

* Expected toxicity

Zhou, Lancet Oncol 2022

Progression-free survival (%)

Number at risk
(number censored)
Sugemalimab group

Placebo group

60

40+

20

—— Sugemalimab group
—— Placebo group
Sugemalimab median: 9-0 months (95% Cl 8-1-14-1)
Placebo: median 5-8 months (95% Cl 4-2-6-6)
Stratified hazard ratio: 0-64 (95% Cl 0-48-0-85); log-rank p=0-0026

w‘l
-
T

255(0)

T T T T T T T U
2 4 6 8 10 12 14 16 18 20 22 24 25

Time since randomisation (months)

225(10) 162(32) 130(48) 96(65) 76(71) 63(79) 48(91) 35(101) 30(105) 20(113) 11(122) 11(122)0(132)

126 (0) 115(4) 77(12) 46(23) 25(34) 16(39) 11(42) 10(42) 6(46) 4(48)  1(51)  1(51) 1(51) 0(52)




COAST: Durvalumab + Oleclumab or Monalizumab vs
Durvalumab Alone in Stage 11l NSCLC

= Randomized, open-label, multicenter phase Il trial
— Oleclumab: human IgG1 mAb to CD73, inhibits adenosine production
— Monalizumab: human mAb to CD94/NKG2a, enhances antitumor effects of immune effector

cells Stratified by histology
I

H Durvalumab
Patients with stage Il /
NSCLC (ie, locally SoC
advanced and Definitive Durvalumab + Oleclumab
unresectable); cCRT and
ECOG PS 0-1; all comers no PD \
(Planned N = 300) Durvalumab + Monalizumab

= Primary endpoints: ORR

= Key secondary endpoints: safety, DoR, disease control, PFS, PFS12 o

ClinicalTrials.gov. NCT03822351. Slide credit: clinicaloptions.com
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COAST: Durvalumab + Oleclumab or Monalizumab vs
Durvalumab Alone in Stage 11l NSCLC

ITT

ORR (95% ClI), %32
Objective responses, n?
CR, n (%)

PR, n (%)

Median PFS (95% CI), mo¢

PFS HR (95% Cl)de

10-month PFS rate (95%
Cl), %¢

254 (15.5, 37.5)

38.3 (26.1, 51.8)

67 60 62

37.1(25.2, 50.3)

17 23 23
2 (3.0) 1(1.7) 3 (4.8)
15 (22.4) 22 (36.7) 20 (32.3)
|6.3 (3.7, 11.2) NR (10.4, NE) 15.1 (13.6, NE)

39.2 (26.1, 52.0)

0.44 (0.26, 0.75)

64.8 (50.4, 76.0)

0.65 (0.49, 0.85)

72.7 (58.8, 82.6)



Chemoradiation strategies

* Concurrent checkpoint inhibitor and radiation
* Induction checkpoint inhibitor

e consolidation checkpoint inhibitor plus other immune mechanism



Concurrent RT + PD-1/PDL-1
Strategies



A Global Study to Assess the Effects of Durvalumab + Domvanalimab Following
Concurrent Chemoradiation in Participants With Stage Ill Unresectable NSCLC
(PACIFIC-8)

Adult patients with locally

advanced, unresectable, stage IlI Durvalumab + Domvanalimab
NSCLC without progression Q4W for up to 12 mo Until disease
following >2 cycles platinum-based progression or
chemotherapy concurrent with unacceptable
radiation therapy; WHO PS 0/1 Durvalumab + Placebo IV Q4W toxicity

(N = 860) forup to 12 mo

NCT05211895



Small trials of concurrent checkpoint inhibitor and radiation in non-
small cell lung cancer

—
AFT-16 Atezolizumab

Tsao et al Atezolizumab 30 No

Jabbour et al Pembrolizumab 21 No

NICOLAS Nivolumab 79 No

DETERRED Atezolizumab 52 No



KEYNOTE-799: Study Design

" Nonrandomized, open-label phase Il trial

Cohort A Cycle 1 Cycles 2-3 Cycles 4-17
; . Squamous and
AdL.llt patients with nonsguamous Pembro 200 mg Q3W +
previously untreated, Pembro 200 mg Q3W + B
(n=112) Pac 45 mg/m2 QW + Pembro
locally advanced, a8 Pac 200 mg/m? Q3W + Carbo AUC2 QW + 200 mg Q3W
unresectable stage IIIA-C Carbo AUC6 Q3W Thoracic RT'
NSCLC; ECOG PS 0/1; Cohort B
and adequate pulmonary
function Nonsciuamous Pembro 200 mg Q3W + PPemI:;ISJOZOO/ng (égvv\\//-: Sarmbros
(N = 216%) (n=102) WP o <M S0 g

Cis 75 mg/m2 Q3W + 200 mg Q3W
Thoracic RT*

*n = 2 did not receive treatment. '60 Gy in 30 daily 2-Gy fractions. *Until completion of cycle 17, PD, unacceptable AEs, or study withdrawal.

" Primary endpoints: ORR per RECIST 1.1 by BICR, grade >3 pneumonitis

Cis 75 mg/m?2 Q3W

= Secondary endpoints: PFS per RECIST 1.1 by BICR, OS, safety -

Jabbour. ASCO 2021. Abstr 8512. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

KEYNOTE-799: Efficacy Outcomes

Efficacy Outcome

Median follow-up, mo
(range)

ORR, % (95% Cl)

CR, n (%)

= PR, n (%)

SD, n (%)

PD, n (%)

Not evaluable, n (%)
No assessment, n (%)

Median DoR, mo (range)
" DoR 212 mo, %

Median PFS, mo (95% ClI)
= 12-mo PFS, %

Median OS, mo (95% Cl)
= 12-mo OS, %

Jabbour. ASCO 2021. Abstr 8512.

Cohort A:

Squamous and Nonsquamous

(n=112)
18.5 (13.6-23.8)

70.5 (61.2-78.8)
4 (3.6)
75 (67.0)
20 (17.9)
1(0.9)
2 (1.8)
10 (8.9)

NR (1.7+ to 19.7+)
79.7

NR (16.6 to NR)
67.1

NR (NR to NR)
81.3

Cohort B:
Nonsquamous
(n=102)

13.7 (2.9-23.5)

70.6 (60.7-79.2)
5 (4.9)
67 (65.7)
23 (22.5)
0
0
7 (6.9)

NR (1.8+ to 21.4+)
75.6

NR (NR to NR)
71.6

NR (21.9 to NR)
87.0

= ORR results consistent

regardless of whether
PD-L1 TPS <1% vs 21%

— Cohort A: 66.7% vs 75.8%
— CohortB: 71.4% vs 72.5%

= ORR results also consistent
regardless of nonsquamous vs
squamous histology

— Cohort A: 69.2% vs 71.2%

— Cohort B: 70.6% vs NA

Slide credit: clinicaloptions.com
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KEYNOTE-799: Safety Outcomes

Cohort A: Cohort B:
Safety Outcome Squamous and Nonsquamous Nonsquamous
(n=112) (n=102)
All-cause grade >3 pneumonitis, n (%) [95% Cl] 9 (8.0) [3.7-14.7] 7 (6.9) [2.8-13.6]
Treatment-related AEs, n (%) 105 (93.8) 99 (97.1)
= Grades 3-5 72 (64.3) 51 (50.0)
= Leading to death* 4 (3.6) 1(1.0)
= Leading to discontinuation of any treatment component 38 (33.9) 19 (18.6)
Immune-mediated AEs and infusion reactions, n (%) 58 (51.8) 42 (41.2)
= Grades 3-5 18 (16.1) 9 (8.8)
= Leading to death* 4 (3.6) 1(1.0)
= Leading to discontinuation of any treatment component 21 (18.8) 11 (10.8)

*Includes 4 patients (3.6%) with grade 5 pneumonitis in cohort A and 1 patient (1.0%) with grade 5 interstitial lung disease in cohort B.

Jabbour. ASCO 2021. Abstr 8512. Slide credit: clinicaloptions.com
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CheckMate 73L

Study Design

Arm A

* 888 patients stage lll Key Eligibility Criteria NIVO + cCRT®

* Locally
. ifi dvanced
Stratified by age, B
PDL-1, and stage NSCLC not

amgqaple for Arm B
deflmt.lve NIVO + cCRT®
resection

* No prior N = 888
treatment
+ ECOG PS 0-1

Stratification factors
Age
PD-L12 (<1% and 21%)
Disease stage

De Ruysscher, Clinical Lung Cancer 2021

NIVO + IPI

Primary Endpoints

NIVO + cCRT® followed by
NIVO + IPI versus cCRT®
followed by DURVA

« PFS « 0S




EA 5181

Fdlowup

Schema
S R S
T Step 1: Concumrent T herapy T
Step 2 Consolodation
StratFadors E = AmA: E -
« Age (<65years | P N Dunvdumab750 mg IV P AmC;
ol ey o Gy et 3500 mg IV
« Stage (IlIA vs. D PlatinumDoublet' and .
B vs. lliC) 1 Concurrent RT (CRT) to 2 g4 weeks for 1 year after
o Conils tncle o 680Gy the end o Step 1 CRT
vs. female) R R
» Planned E M E
chemotherapy G | G
type (cisplatin- >
etoposidevs | 2 |
pemgexed- S S
aspiatinvs. g A T
paclitaxel- R R
carboplatin). i
A AmB: A
T ' PlatinumDoublet' and T
| 0 CRT to 60Gy |
0 (0]
N N N
(1:1)
N=660

Cyde= Step 1 (Arms A & B): 28 daysfor patients receiving platinum doublet option #1 (see below)
21 daysfor patients receiv ing platinum doublet option #2 (see below)
7 days for patients receiving platinum doublet option #3 (see below)
Step 2 (Arm C): 28 daysfor patients on consolidativ e duvalumab (Arm C).

1. Invegtigator's Choicefor Step 1 (see Section 5.1):
a Option #1: Cisplatin 50 mg/m2 1V on C1D1, C1D8, C2D1, C2D8; etoposide 50 mg/n2 IV C1D1-D5; C2D1-D5 (Cycle =28 days)
b. Option #2 pemetrexed 500 mg/m2 IV C1D1, C2D1; Cisplatin 75 mg/n2 IV on C1D1, C2D1 (Cyd e = 21 day s) (nonsquamous only)
¢ Option #3: paditaxel 45 mym2 1V on D1 of each cycle for 6 oy des; Carboplatin AUC 21V on D1 of each oy de for 6 oy des (Cyde = 7 days)




KEYLYNK-012: A Phase 3 Study of Pembrolizumab With Concurrent Chemoradiation Therapy (CCRT)
Followed by Pembrolizumab With or Without Olaparib vs. CCRT Followed by Durvalumab in
Unresectable, Locally Advanced, Stage Il Non—-Small-Cell Lung Cancer

Pembrolizumab + Olaparib BID
Q3W for up to 12 mo

_ . Chemoradiation + Pembrolizumab
Adult patients with

previously untreated, (60 Gy) Pembrolizumab + Placebo

locally advanced, Q3W for up to 12 mo
unresectable stage

[1IA-C NSCLC; ECOG
PS 0/1;
and adequate
pulmonary function
(N =870)

PACIFIC

NCT04380636



PACIFIC-2: Phase 3 study of concurrent durvalumab and platinum-based

chemoradiotherapy in patients with unresectable, stage 11l NSCLC.
(ExUS)

Adult patients with locally adva.nced, Chemoradiation + Durvalumab Q4w
unresectable, stage 11l NSCLC without S Durvalumab
progression following 22 cycles (60 Gy)

platinum-based chemotherapy

concurrent with radiation therapy; . as
WHO PS 0/1 Chemoradiation + Placebo Q4w — [T
(N =328) (60 Gy)

NCT03519971



New PD-1/PDL-1 Inhibitors
And Combinations



A Global Study to Assess the Effects of Durvalumab With Oleclumab or Durvalumab
With Monalizumab Following Concurrent Chemoradiation in Patients With Stage llI
Unresectable Non-Small Cell Lung Cancer (PACIFIC-9)

Durvalumab
Patients with stage |l /
SoC

NSCLC (ie, locally

advanced and Definitive
Durvalumab + Oleclumab
unresectable); cCRTand _
ECOG PS 0-1; no PD \
(Planned N = 999) Durvalumab + Monalizumab

NCT05221840



Tislelizumab Plus Ociperlimab Versus Tislelizumab Versus Durvalumab When Co-
administered With Concurrent Chemoradiotherapy (cCRT) in Lung Cancer

AdvanTIG-301
Post-cCRT phase
cCRT phase- Up to 12 months

Two cycles of: after cCRT phase*

Sevhip il OCI 900 mg IV

| + TIS 200 mg +TIS 200 mg

IV Q3W +
Key eligibility criteria: cCRT IV Q3w

* Newly diagnosed, histologically confirmed,
Stage lll, locally advanced, unresectable NSCLC
2 1 measurable lesion per RECIST v1.1

Treatment until

« ECOGPS<1

* EGFR/ALK negative TIs 200 mg Iv Y 1S 200 mg Iv L e
. m prior thgra&y for lung t'c;ancrz]er Q3W + cCRT Q3w -" cprog;e sl:;e:]se .’ rival
. prior radiotherapy to the thorax . . follow-up
. intolerable toxicity or

No prior therapy with an anti-PD-1, anti PD-L1,
anti-TIGIT, or any other drug targeting T cell
co-stimulation or checkpoint pathways

withdrawal of consent

. DUR 10 mg/kg

IV Q2W or

1500 mg IV
Q4w?

Xing, ESMO 2021



SKYSCRAPER-03: Phase lll, open-label randomised study of atezolizumab + tiragolumab vs
durvalumab in patients with locally advanced, unresectable, stage Ill non-small cell lung cancer
(NSCLC) who have not progressed after platinum-based concurrent chemoradiation (cCRT)

Adult patients with locally ) X
advanced, unresectable, stage Ill AtezolzumabiTiracolumabiQ i

Q4W x 13

NSCLC without progression
following 22 cycles platinum-based
chemotherapy concurrent with

radiation therapy; WHO PS 0/1 Durvalumab Q2 or 4W
(N = 800) X 13 cycles

NCT04513925



Summary

= Before era of immunotherapy, concurrent CRT * induction chemotherapy
demonstrated 20% to 25% “cure” rate

= The addition of consolidation immunotherapy after concurrent chemoradiation
has shown a 5 year overall survival of 42.9%

» Multiple strategies are being investigated to improve efficacy over the current
standard of care.



