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What is unresectable?

e ALLNCCN Member Institutions treat select N2
patients with multimodality therapy that
Includes surgery.

e AL NCCN Member Institutions consider
surgery for single-station non-bulky N2
disease.

e Approximately half of the institutions
consider surgery for single-station bulky
disease, 39% for multi-station non-bulky
disease, and 21% for multi-station bulky
disease.

e Two-thirds of NCCN Member Institutions
prefer induction chemotherapy; one-third
prefer chemoradiation.
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|s surgery essential for N2 disease?
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Concurrent Chemoradiation vs. Radiation alone in stage Il NSCLC: Cochrane
Systematic Review

Feview: Concurrent chemoradiotherapy in non-small cell lung cancer
Comparison: 1 Concurrent chemaradiotherapy vs Radiotherapy alone
Qutcome: 1 Owerall survival

Study or subgroup Concurrent chemoRT  Radiotherapy log [Hazard Ratio] Hazard Ratio Weight Hazard Ratio
N N i5E) IV,Randam,95% CI IV.Random,95% Cl

Blanke 1995 104 111 -0.130.14 —i- 171 % 0.BB[0.E7, 1.16]
Cakir 2004 g g -0.61 (0.16) —— 131% 0.54 [040,0.74]
Clamon 1999 130 120 -0.1210.37) R S — 24 % 0.89[0.43, 1.83]
Huber 2003 EE 113 -0.27 (0.16) —— 131 % 0.76 [0.56,1.04]
Jeremic 1995 52 6l -0.61 (0.2) —— 4% 0.54 [0.37, 0.80]
Jeremic 1995 1 0 -0.28 (0.21) —— 7E& 0.76[0.50,1.14]
Jeremic 1996 65 13 -0.44 (019 —a— 5.3 % 0.64[0.44, 093]
Schaake-Koning 1552 217 114 -0.25140.12 - 23.2% 0.78 [0.62, 0.99]
Soresi 1988 45 48 -0.3900.29 — 40% 0.68[0.38,1.20]
Yadav 2005 15 15 -0.59 (042 —t 19% 0.55[0.24,1.26]

Total (95% Cl) 871 736 + 100.0 % 0.71[ 0.64, 0.80 ]

Heterogeneity: Tau® = 0.0; Chiz = 8.77, df = 9 (F = 0.46); I =0.0%
Test for averall effect: Z = 5.84 (P < 0.00001)
Testfor subgroup differences: Not applicable
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Cochrane Database of Systematic Reviews 2010



Concurrent vs. Sequential Chemoradiation:

Meta-analysis
Aupérin et al. JCO 2010;28:2181-2190
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No. Deaths/ No. Entered P of Interaction
Category RT +Conc CT RT+SeqCT Hazard Ratio trend* test
Age E .38
Less than 60 239/273 217/246 - *.24
60-64 95/114 100/111 —r
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70 or over 64/76 106/113 St
Gender E .84
Male 396/457 423/464 4
Female 124/144 124/136 -1
]
Performance Status E .88
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PS =1 254/291 278/302 -
Histology E .62
Adenocarcinoma 164/198 181/197 —-:-
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Other 102/121 121/135 —T—
:
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Chemoradiation +/- Consolidation Chemotherapy in stage

Study Year Strategy No. MST 3or
(mos) 4 yr

OS
HOG/USO 2007 EP/XRT 203 23.2 26.1%
EP/XRT 2 Docetaxel 21.2 27.1%
GILT 2012 PV/XRT 165  20.8  25.3%
PV/XRT PV 18.5 21.4%

Park 2014 P/Docetaxel/XRT 419 20.6 NR

P/Docetaxel/XRT>P/Docetaxel 21.2



Cisplatin/Etoposide /XRT vs. Carboplatin/Paclitaxel/XRT. Retrospective Analysis of

Veteran’s Health Administration Data
Santana-Davila et al, JCO 2014
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and consolidation chemo +/- 74Gy 207 198 180 162 142 126 112 95 87

cetuximab in stage lll NSCLC i
Bradley et al, Lancet Oncology 2015;16:187-199 90-
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Pacific 5-year follow-up

No. of Events / No. of Patients (%)

Group

All patients

Sex
Male
Female

Age at random assignment
< 65 years
> 65 years

Smoking status
Smoker
Nonsmoker

NSCLC disease stage
A
ns

Tumor histologic type
Squamous
All other

Best response to prior treatment
Complete response
Partial response
Stable disease

Prior chemotherapy type
Gemcitabine-based
Non-gemcitabine-based
Cisplatin
Carboplatin
Cisplatin and carboplatin

Last radiation to random assignment

< 14 days
> 14 days
WHO PS
0 - Normal
1 - Restricted®
Region
Asia
Europe
North and South America
Race
White
Black or African American
Asian
Other®
EGFR or ALK aberration status
Positive?
Negative
Unknown
PD-L1 expression level
>25%
< 25%
Unknown
1%-24% (post hoc analysis)
> 1% (post hoc analysis)
< 1% (post hoc analysis)

Durvalumab
264/476 (55.5)

192/334 (57.5)
72/142 (50.7)

130/261 (49.8)
134/215 (62.3)

244/433 (56.4)
20/43 (46.5)

136/252 (54.0)
121/212 (57.1)

138/224 (61.6)
126/252 (50.0)

6/9 (66.7)
118/237 (49.8)
135/223 (60.5)

5/9 (65.6)
259/467 (55.5)
134/266 (50.4)
121/199 (60.8)

6/8 (75.0)

64/120 (53.3)
200/356 (56.2)

121/234 (51.7)
143/242 (59.1)

54/109 (49.5)
125/217 (67.6)
85/150 (56.7)

200/337 (59.3)
5/12 (41.7)
56/120 (46.7)
3/6 (50.0)

17/29 (58.6)
166/317 (52.4)
81/130 (62.3)

51/115 (44.3)
111/187 (59.4)
102/174 (58.6)

52/97 (53.6)
103/212 (48.6)
59/90 (65.6)

Placebo
155/237 (65.4)

112/166 (67.5)
43/71 (60.6)

79/130 (60.8)
76/107 (71.0)

140/216 (64.8)

15/21 (71.4) b——e——i{

91/125 (72.8)
61/107 (57.0)

67/102 (65.7)
88/135 (65.2)

3/7 (42.9)
68/112 (60.7)
81/115 (70.4)

2/5 (40.0)
153/232 (65.9)
81/129 (62.8)
69/102 (67.6)

4/5 (80.0)

43/62 (69.4)
112/175 (64.0)

65/114 (57.0)
90/123 (73.2)

37/68 (54.4)
64/102 (62.7)
54/67 (80.6)

110/157 (70.1)
2/2 (100)
39/72 (54.2)
4/6 (66.7)

8/14 (57.1)
109/165 (66.1)
38/58 (65.5)

27/44 (61.4)
64/105 (61.0)
64/88 (72.7)
29/47 (61.7)
56/91 (61.5)
35/58 (60.3)

Y

A No. of Events/ Median OS
Arm Total No. of Patients (%) (95% Cl), Months
Durvalumab 264/476 (55.5) 47.5 (38.1 t0 52.9)
83.1% Placebo 155/237 (65.4) 29.1(22.1t0 35.1)
0.9 - {95% Cl, 79.4 10 86.2) Stratified HR (95% Cl): 0.72 (0.59 to 0.89)
0.8 - 66.3% Stratified HR from the primary analysis (95% Cl): 0.68 (0.53 to 0.87)*
Unstratified HR o (61.8 t0 70.4)
(95% Cl) 2 0.7 56.7%
0.72 (0.59 to 0.87) B 064 74.6% (52.0t0 61.1) 49.7%
© (68.5 t0 79.7) (45.0 to 54.2) 42.9%
0.75 (0.59 to 0.95) 2 05- ! | (38.2 t0 47.4)
0.64 (0.44 to 0.94) st 1 55.3%
£ 041 : (48.6 10 61.4) i
0.66 (0.50 to 0.87) (%) i ! H 43.6% :
0.79 (0.60 to 1.05) o 03 ! | e 36.3% :
0.2 4 : i : (30.1 t0 42.6) 33.4%
0.75 (0.61 to 0.93) : | ! : (27.31039.6)
0.42 (0.21 to 0.82) 0.1 1 i i 1 i i
1 1 1 1 1
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0.86 (0.63 to 1.17) 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
0.82 (061 t0 1.09) Time Since Random Assignment (months)
0.62 (0.47 to 0.81) No. ativisks
NoEcalchlatadt Durvalumab 476 464 431 414 385 364 343 319 298 289 273 264 252 241 236 227 218 207 196 183 134 91 40 18 2 0
0.71 (0.52 to 0.95) Placebo 237 220 199 179 171 156 143 133 123 116 107 99 97 93 91 83 78 77 74 72 5 33 16 7 2 0
0.70 (0.53 to 0.92)
Not calculated® B No. of Events/ Median PFS
0.70 (0.58 to 0.86) Arm Total No. of Patients (%) (95% Cl), Months
0.65 (0.50 to 0.86) 1.0 - Durvalumab 268/476 (56.3) 16.9 (13.0 to 23.9)
0.81(0.60 to 1.09) ’
NoUcalchlatedt 01t Placebo 175/237 (73.8) 5.6 (4.8107.7)
5% Stratified HR (95% Cl): 0.55 (0.45 to 0.68)
0.54 (0.37 to 0.80) _ 081 - : ; i
0.79 (0.63 to 1.00) > 5l 55.7% Stratified HR from the primary analysis (95% Cl): 0.52 (0.42 to 0.65)’
= U (95% Cl, 51.0 to 60.2)
0.84 (0.62 to 1.14) 2 061 45.0%
0.62 (0.47 to 0.80) o (40.1 0 49.8) 39.7%
o 05 (34.71t0 44.7) 35.0% 33.1%
0.79 (0.52 to 1.20) S o4 (29:9:0.40.1) (28.0t0 38.2)
0.84 (0.62 to 1.14) 1
0.47 (0.34 to 0.67) & 0.3 -+
0.2 4 34.5%
0.72 (0.57 to 0.9:) v (28.3 t0 40.8) 25.1% - '
Not calculated' 1 . 8% 19.9% 9
A 19.3t0 31.2 09
0.73 (0.48 to 1.09) o | ( ‘. ) (1R 1 208) (1410 26.1) :193?6/‘;0 25.2)
Not calculated® 0.0 +1— T T t T T T t T T T 1 T T T t T T T t T T T T
013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
0.85 (0.37 to 1.97)
0.66 (0.52 to 0.84) : : ;
e Time Since Random Assignment (months)
No. at risk:
0.52 (0.32 t0 0.82) Durvalumab 476 377 301 267 215 190 1656 147 137 128 119 110 103 97 92 8 81 78 67 57 34 22 11 5 0
0.90 (0.67 to 1.23)
SR EECIEE08) 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

0.73 (0.46 to 1.14)
0.61 (0.44 to 0.85)
1.15 (0.75 to 1.75)

02 04 06 08 1.0 1

Durvalumab Better Placebo Better

2 14 16 1

N Spigeel DR. J Clin Oncol. 2022 Apr 20;40(12):1301-1311.



A No. of Events/ Median 0S 1.0 4
Arm Total No. of Patients (%) (95% CI), Months P D_ L1 No. of Events/ Median PFS
1.0 4 86.7% 0.9 4 Arm Total No. of Patients (%) (95% Cl), Months
P D_ L1 (95% CI, 78.9 t0 91.8) Durvalumab  51/116 (44.3) NR (43.7 to NE)
0.9 4 13 Placebo 27/44 (61.4) 21.1 (12,6 to 46.5) _ 08 Durvalumab 565/90 (61.1) 10.7 (7.3 to 20.6)
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PACIFIC-2: Study Design

* Randomized, international, double-blind phase lll trial (data cutoff: Sept 7, 2023;
median follow-up: 30.5 mo)

Stratified by age (<65 vs 265 yr),

stage (Il1A vs 111B/C) IO + CRT Consolidation
Durvalumab 1500 mg IV Q4W
Adults with locally advanced, +SoC CRT* Durvalumab
unresectable, stage Il NSCLC; (n =219) CR/PR/SD Until PD
ECOG/WHO PS 0/1 Placebo IV Q4W at 16 wk
(N =328) + SoC CRT* Placebo
(n =109)
*Platinum-based CT regimens included cis/etoposide, carbo/pac,
pem/cis (nhonsquamous), pem/carbo (nonsquamous). RT comprised 5
fractions/wk x ~6 wk * 3 d (total 60 Gy).
Primary endpoint: PFS by BICR per Key secondary endpoints: OS, ORR,
RECIST v1.1 OS24, PFS2, DoR, time to death/distant

metastasis, DCR, PK, HRQoL, safety

Bradley. ELCC 2024. Abstr LBA1.



Characteristics, n (%)

Age group = <50 yr
= >501t0 <65
yr
= >65t0<75
yr
= >75yr
Median age, yr (range)
Male
Race
= White
= Black
= Asian
= American Indian or Alaska
Native
= Other

ECOG/WHO PS 1
Squamous histology

PD-L1 status* = <1%
= >0

= Unknown

Durva +
CRT
(n=219)

18 (8.2)
107 (48.9)
75 (34.2)

19 (8.7)

63.0 (36-84)
166 (75.8)

121 (55.3)
121 (55.3)

86 (39.3)
113 (51.6)
20 (9.1)

Pbo + CRT
(n=109)

1

5
4

11.0)
45.9)
36.7)

2
0
0
7 (6.4

o~~~ o~
~—

63.0 (38-84)
80 (73.4)

62 (56.9)

Characteristics, n (%)

EGFR mutation

AJCC stage
(8th ed)

Primary tumor

Regional LNs

M1b

PACIFIC-2: Baseline Characteristics

Positive
Negative
Unknown

A
1B
HC
vV

X
T1
T2
T3
T4

NO
N1
N2
N3

Durva +
CRT
(n=219)

7(3.2)
112 (51.1)
100 (45.7)

76 (34.7)

109 (49.8)

33 (15.1)
1(0.5)

2(0.9)

15 (6.8)
37 (16.9)
39 (17.8)
126 (57.5)

25 (11.4)
16 (7.3)
124 (56.6)
54 (24.7)

1(0.5)

Pbo + CRT
(n=109)



PACIFIC-2: Patient Disposition

CRT Disposition, n (%)

Received CRT

= Cis/etoposide
= Carbo/pac

= Pem/cis

= Pem/carbo

= RT

Completed CRT

Discontinued CRT
= AE
= PD
= Patient decision
= Other

Durva + CRT

(n=219)
218(99.5)
(5.0)
166 (75.8)
18 (8.2)
23 (10.5)
215(98.2)
8.1

(
192 (88.1)

26 (11.9)

20 (9.2)

4 (1.8)

2 (0.9)
0

Pbo + CRT
(n =109)

109 (100)
11(101)
1(74.3)
8 (7.3)

9 (8.3)

107 (98.2)
99 (90.8)

10 (9.2)
6)

S (4.
2 (1.
1 (0.
2 (1.

© © ©

)
)
)

Durva/Pbo Disposition,
n (%)

Received durva/pbo

Discontinued
durva/pbo at any time
= AE
= PD
= Patient decision
= Met study-specific

d/c criteria

= Other

Durva + CRT

(n =219)
218 (99.5)
183 (83.9)

58 (26.6)
117 (53.7)
5 (2.3)
0

3 (1.4)

Pbo + CRT
(n=109)

109 (100)
92 (84.4)

1
6

)

3.8
1.5)
4)
9)

1
6
6.

N BN RN 6

0.

2 (1.8)

* Most common CT regimen was carbo/pac

* Durva arm had higher rates of AEs leading to
discontinuation of CRT and durva
consolidation



PACIFIC-2: PFS by BICR (Primary Endpoint)

Durva + CRT Pbo + CRT

1.0 PFS (n=219) (n=109)
v 08 No. events (%) 147 (67.1) 80 (73.4)
:-'.: ' mPFS, mo (95% CI) 13.8(9.5-16.9) 9.4 (7.5-16.6)
> 06 HR (95% Cl) 0.85 (0.65-1.12; P = .247)
5 04 B |
g -~ b T I
a 0.2 — Durva+CRT = =y

Pbo + CRT
0
O 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
Patients at Risk, n Mo From Randomization

Durva + CRT 219199145124102 94 83 75 69 64 60 59 58 50 49 47 43 28 24 10 2
Pbo + CRT 109104 72 58 44 38 34 32 28 26 25 24 24 24 24 23 19 15 12 7 3

* No significant difference in PFS with durva + CRT vs pbo + CRT (P =.247)

* Subgroup analyses suggested potential benefit with durva + CRT in some patients: women,
aged <65 yr, in Europe, with smaller tumors (<450 cm?3)

0O O
1 O

Bradley. ELCC 2024. Abstr LBAL..



PACIFIC-2: OS and ORR

Outcome Durva + CRT Pbo + CRT
(n=219) (n=109)
oS
= No. events (%) 142 (64.8) 69 (63.3)
= Median OS, mo (95% ClI) 36.4 (26.2-45.6) 29.5(23.2-45.1)
= HR (95% Cil) 1.03(0.78-1.39; P =.823)
ORR, % 60.7 60.6

* No significant difference in OS between arms (P =.823)

* Subgroup analyses suggested potential OS benefit with durva + CRT in same
patients who had PFS benefit: women, aged <65 yr, in Europe, with smaller tumors
(<450 cm?3)

* No significant difference in ORR between arms (P = .976)

Bradley. ELCC 2024. Abstr LBA1.



PACIFIC-2: Safety

AE, n (%) Durva + CRT (n=219) Pbo + CRT (n =108)
Any AE 216 (98.6) 108 (100)

= Maximum grade 3/4 117 (53.4) 64 (59.3)

= Qutcome of death 30 (13.7) 11 (10.2)

= SAE 103 (47.0) 56 (51.9)
Any AE leading to d/c of durva/pbo from start of treatment 56 (25.6) 13(12.0)
(approximate treatment period)

= 0 to 4 mo (durva + CRT - first postbaseline scan) 31(14.2) 6 (5.6)

= >4 to <16 mo (consolidation durvain SoC PACIFIC regimen) 12 (5.5) 6 (5.6)

= >16 mo (after consolidation durva in SoC PACIFIC regimen) 13 (5.9) 1(0.9)

e Mostcommon TEAES:

* Durva + CT: anemia (42.0%), pneumonitis/radiation pneumonitis (28.8%, grade =3: 4.6%),
neutropenia (27.4%), nausea (25.6%)

* Pbo + CT: anemia (38.0%), constipation (28.7%), pneumonitis/radiation pneumonitis
(28.7%, grade =3: 5.6%), neutropenia (25.9%)



No Benefit to Durvalumab in EGFR subgroup

1.0 =
0.9 —
0.8 —
0.7 =
0.6 —
0.5 —

0.4 —

PFS probability

0.3 =
0.2 =
0.1 —

0.0 —

PACIFIC EGFRm post-hoc subgroup analysis

Median PFS, months (95% Cl)

. Durvalumab 112 (7.3, 20.7)

Placebo 10.9 (1.9, NE)

HR (95% Cl)

-

0.91 (0.39, 2.13)

No. at risk
Durvalumab

Placebo

[
01

24
1

|
3

21

19

15

10

I
15

I
18

I I I I I I I |
21 24 27 30 33 36 39 42

Time from randomization (months)

45

48

51

54

57

J Thorac Oncol, Vol 18, Naidooetal., |



LAURA STUDY DESIGN

Osimertinib 80 mg,
ﬁ -
once daily

Patients with locally advanced,
unresectable stage |II* EGFRm NSCLC

Treatment duration until BICR-assessed progression
with no progression during / following

(per RECIST v1.1), toxicity, or other discontinuation

definitive CRT' treatment Randozn.11ization criteria
Key inclusion criteria: (N=216) Open-label osimertinib after BICR-confirmed
« 218 years (Japan: 220) — progression offered to both treatment arms$
= Stratification by:

WHOPS 0/1 Concurrent vs sequential CRT
* Confirmed locally advanced, Stage lIA vs stage IIB/IIC

unresectable stage IlI* NSCLC China vs non-China Tumor assessments:

« Ex19del / L858R*
« Maximum interval between last dose of |
CRT and randomization: 6 weeks 0

i + Chest CT / MRI and brain MRI

« At baseline, every 8 weeks to Week 48, then every
12 weeks until BICR-assessed progression

PRIMARY ENDPOINT: PFS

SCONDARY ENDPOINTS: OS, CNS PFS, SAFETY RAMALINGAM ET AL, ASCO 2024



PRIMARY ENDPOINT: PFS BY BICR

1.0 = Median PFS, months (95% CI)

I Osimertinib  39.1 (315, NC)

09 =

g Placebo 56 (3.7, 7.4)
g 0.8 —
AT PFS HR (95% CI): 0.16 (0.10, 0.24),
-’ ;
o p<0.001
g 06 = Maturity 56%:
z osimertinib 40%, placebo 86%
£ 05 -
g — —
= DA -
(=}
£ o3 -
Ko
2
S 02 -
o
01 — | 1 . .

0.0

30 33 36 39 42 45 48 51 54 57 60 63

No. atrisk Time from randomization (months)

Osimertinib 143 127 114 109 99 96 83 76 69 61 49 37 28 16 9 6 - 2 2 2 1 0

Placebo 73 39 31 25 15 10 9 6 6 -4 - 3 3 2 1 1 0 U 0 0

RAMALINGAM ET AL, ASCO 2024



LAURA: Subgroup Analysis

Subgroup No. of events / patients HR 95% ClI
Overall (N=216) Stratified log-rank 120 / 216 ' L ' 0.16 0.10,0.24
Unadjusted Cox PH 120 / 216 ———i 0.23 0.16,0.33
Sex Male 50 / 84 C ¥l 4 0.26 0.15,0.46
Female 70 /7 132 i i 4 0.21 0.13,0.34
Age <65 years 67 / 120 ’ & * 0.16 0.10,0.26
265 years 53 / 96 ' = 1 0.33 0.19, 0.57
Race Asian 98 / 178 —_—r—i 0.20 0.13,0.29
Non-Asian 22 /| 38 : e 4 0.48 0.20, 1.19
Smoking history Current / former (yes) 42 | 65 E = v 0.26 0.14,0.48
Never (no) 78 / 151 L = 4 0.22 0.14,0.34
Stage* A 42 | 76 ¥ & 1 0.28 0.15, 0.52
B/ umc 78 / 140 v " 4 0.21 0.13,0.33
EGFR mutation! Ex19del 65 / 117 ¢ = 1 0.17 0.10,0.29
L858R 55 / 98 [ & ' 0.32 0.19, 0.56
China cohort Chinese 18 / 40 NC NC NC, NC
Non-Chinese 102 / 176 —l— 0.26 0.17,0.39
Chemoradiotherapy Concurrent 107 / 193 —l— 0.25 0.17,0.36
Sequential 13:1/:23 NC NC NC, NC
Response to prior CRT Complete response o I NC NC NC, NC
Partial response 53 /94 ¢ L 1 0.20 0.11,0.34
Stable disease 58 / 98 L & 1 0.18 0.10, 0.30
Non-evaluable 6 /17 : ' _NC i L . NC NC, NC
0.05 0.5 1.0

HR for progression-free survival (95% ClI)

Favors osimertinib Favors placebo
< g

RAMALINGAM ET AL, ASCO 2024




LAURA: Response Rate

Ll Osimertinib 9 Placebo
80
2 2.
w (]
S 5 §¢ m SD
gg EE ® PR
5§ 5§ m CR
[11] (1]
-100 - -100 4
Osimertinib (n=143) Placebo (n=73)
Objective response rate, % (95% Cl) 57 (49, 66) 33 (22, 45)
Disease control rate, % (95% CI) 89 (83, 94) 79 (68, 88)
Median duration of response, months (95% CI) 36.9 (30.1, NC) 6.5 (3.6, 8.3)

RAMALINGAM ET AL, ASCO 2024



LAURA: Sites of Recurrence

Patients with new lesions

Brain

Lung

Liver

Lymph nodes

Bone

Adrenal

Peritoneum / omentum
Pelvis

Spleen

Other

B osimertinib n=143

. Placebo n=73

40 50 60 70

Patients with new lesions (%)

RAMALINGAM ET AL, ASCO 2024



LAURA: Overall Survival — preliminary analysis

81% crossover rate

1.0 } Median OS, months (95% ClI)
06 = Osimertinib 54.0 (46.5, NC)
Placebo NR (42.1, NC)
.. 0.9 :
© |
£ o7 : OS HR (95% Cl): 0.81 (0.42, 1.56),
a ; p=0.530*
® 06 = E Maturity 20%:
S 1 b $ } ! osimertinib 20%, placebo 21%
© 05 — ] -
Y 1
[«] 1
2 04 - 5 -l ; ;
.:g 1 L) L) 1
2 03 - ;
2 1
o 1
0.2 - :
|
0.1 — :
1
1
0.0 T T I T 1 | — T T T | — T T T T 1 I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
No. at risk Time from randomization (months)
Osimertinib 143 142 138 135 133 130 127 115 100 8 71 59 49 37 28 19 12 9 4 2 1 0
Placebo 73 73 71 70 68 65 62 58 48 41 30 23 19 15 11 9 4 3 2 1 1 0

RAMALINGAM ET AL, ASCO 2024



LAURA: TOX|C|ty

Radiation pneumonitis 8 | 2 | 38
Diarrhea 36| 2 | 14
Rash 24 | | 14
COvinas 20 | 11 s Interstitial lung disease (grouped term)
Paronychia 17 1 was reported in 11 (8%) patients in the
Cough 16 | 110 osimertinib arm#
Decreased appetite 15 5 The majority were Grades 1/ 2;
Dry skin 13 5 Grade 5 n=1
Pruritus
Stomatitis
Osimertinib, al
WBC count decreased D ot o prades
R . Osimertinib, Grades 23
Pneumonia
| | Placebo, all grades
Anemia
. Placebo, Grades 23
Musculoskeletal chest pain
100 90 80 70 60 50 40 30 20 10 0 10 20 30 40 50 60 70 80 90 100

Patients (%)

RAMALINGAM ET AL, ASCO 2024



Conclusions

* Chemoradiation remains the standard of care for patients with
stage Ill unresectable NSCLC

* Durvalumab following chemoradiation (not concurrent) remains
the standard for patients with immunotherapy sensitive disease
subtypes

* We lack data on best adjuvant approach for patients with
ALK/ROS1/ERBB2/RET/NTRK/MET/BRAF/Uncommon EGFR
mutant associated disease.

* Cure rates with EGFR mutant patients are disappointingly low with
chemoradiation alone, and patients should receive Osimertinib
after completion of chemoradiation (forever???)
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