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A 74-year-old Taiwanese non-smoking woman presented to a nearby hospital with shortness of breath and was found to
have a large burden of metastatic disease on scans (I can include pictures). She had bulky masses in her lungs bilaterally.

Due to the large burden of pulmonary disease, was hypoxic and she required 6 L of oxygen in order to saturate around
90%. She had lost 30 pounds and had a severe cough. At this outside hospital, she was put on hospice without any tissue
diagnosis. After a few months she had a family friend suggest she reach out and was seen at my office while still on
hospice.

Obviously, my concern at this time was for a possible sensitizing mutation lung cancer.

She underwent tissue biopsy as well as liquid biopsy that showed a lung adenocarcinoma and she was positive for EGFR
exon 19 deletion mutation.

She revoked her hospice and | immediately started her on osimertinib.

4 weeks later, she was completely off of oxygen and clinically doing great. She had the standard incredible response to
osimertinib. However, about 4 weeks later, she started requiring oxygen again and became short of breath and had a
cough. She ended up in the emergency room with hypoxia, cough, and new atrial fibrillation. Her imaging showed the
previous sites of cancer had improved drastically, however she developed a new pneumonitis bilaterally. She required IV
antibiotics and intravenous steroids and slowly improved.

My question:
Osimertinib induced pneumonitis or interstitial lung disease is relatively uncommon but a serious complication. We are
used to dealing with this with immunotherapy.

In this case, for a patient that is frail, and her cancer is having a remarkable response to her EGFR targeted therapy, once
the patient has improved, would experts rechallenge her? Would they use osimertinib again at a reduced dose? Would
they leave on a small steroid dose in the beginning? Would they reach for another EGFR TKI?

Unfortunately she is not a great candidate for systemic chemotherapy and my understanding is these patients do not do
as well on immunotherapy.

Happy to provide more details or info at request!

Thank you
Eric Fox, MD
Philadelphia, Pennsylvania
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ADAURA trial: Overall Survival

Patients with completely resected
stage* IB, I, IIIA NSCLC, with or without

Planned treatment duration:
3 years

Osimertinib 80 mg,

adjuvant chemotherapy'

once daily
Treatment continued until:

recurrence
't completion
scontinuation criterion met

Key inclusion criteria

=18 years (Japan / Taiwan: 220)

WHO performance status 0/ 1

Confirmed primary non-squamous NSCLC
Ex19del / L858R!?

Brain imaging, if not completed pre-operatively Follow-up:

Complete resection with negative margins* = Until recurre 12 and
Maximum interval between surgery and s to
randomization: 5 5 yearly

= 10 weeks without adjuvant chemotherapy = After recurrenc
+ 26 weeks with adjuvant chemotherapy

Stratification by
Stage (IB vs Il vs llIA)
EGFRm (Ex19del vs L858R)
Race (Asian vs non-Asian)

Randomization

(N-é82)

every 24 weeks
for 5 years, then yearly

Endpoints
= Primary endpoint: DFS by investigator assessment in stage |I-llIA patients
+ Key secondary endpoints: DFS in the overall population (stage IB-IlIA), landmark DFS rates, OS, safety, health-related quality of life

ADAURA updated DFS analysis3* (stage IB—IlIIA)T
JCO January 2023

1.0

0.8 —
0.7 —
0.6 —
0.5 —
0.4 —
0.3 —
0.2 —
0z H

Median DFS, months (95% CI)
Osimertinib 65.8 (61.7, NC)

DFS probability

Placebo 28.1 (221, 35.0)

HR (95% CI) 0.27 (0.21, 0.34) Maturity: 45%

osimertinib, 28%; placebo, 62%
0.0 T T T T T T T T T T T 1

[} 6 12 18 24 30 36 42 48 54 60 66 72
Time from randomization (months)

No. at risk

Placebo 333 288 230 08 181 12 137 115 sa 48 25 4 o
Subsequent treatments, n (%)
Patients who received subsequent anti-cancer treatment* 76 (22) 184 (54)
EGFR-TKIs 58 (76) 162 (88)

Osimertinib 31 (41) 79 (43)

Other EGFR-TKIs 28 (37) 114 (62)
Chemotherapy 20 (26) 46 (25)
Radiotherapy 30 (39) 53 (29)

Other anti-cancer treatments 12 (16) 29 (16)

S-year OS rate, % (95% Cl)

1.0 t fee—ticht =+ 9
i I osimertinio (n=233) 65 (79, 89)
0.6 | . Placebo (n=237) 73 (66, 78)
2 08— ] I I
= : 80% | : Overall OS HR 0.49 (0.33, 0.73);
o ) 0, =i
§ 0.7 ! ! 73% ! (95.03% Cl) p=0.0004
S 06 ! | ! Maturity: 21%
- : : ! osimertinib 15%, placebo 27%
2 05 | | :
S ! I I Median follow-up for OS* (censored patients).
2 04 - \ : : osimertinib 61.7 months, placebo 60.4 months
®
G 03— : : :
6 1 ! |
0.2 — I | |
1 I I
| | |
0.1 1 ! !
| | |
00 T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time from randomization (months)
No. atrisk

Osimertinib 233 229 224 224 221 214 208 205 200 170
Placebo 237 232 226 221 210 202 190 182 1M 138

Courtesy of Luis Paz-Ares, MD, PhD

115
94

69 33 9 0 »
53 25 8 2 0

Herbst et al. ESMO 2023



ADAURA trial: Overall Survival

OS across subgroups: patients with stage IB / Il / llIA disease

Subgroup No. of events / patients HR 95% CI
. . Overall (N=682) Stratified log-rank 124 | 682 —— 0.49 0.34, 0.70
overa" surV|va| by dlsease stage Unadjusted Cox PH 124 | 682 = 0.48 0.33, 0.70
Sex Male 42 1 204 e 0.62 0.33,1.13
Female 82/ 478 [— 0.41 0.25, 0.66
i Stage IB o, Stage IB Stage Il Stage llIA _— R bt na— - SRR
> 5 0S rat 265 years 64 / 302 —_— 0.42 0.24, 0.69
% 08 I year rate, Smoking history Yes 34/ 194 —_— 0.45 0.22, 0.89
- I 88% % (95% c|) No 90 / 488 —_— 0.49 0.31, 0.76
o [ Race Asian 73/ 434 —— 0.61 0.38, 0.97
S 0.6 | . Ry Non-Asian 51/ 248 —_— 0.33 0.17, 0.61
: . B osimertiib  94(66,97)  8507.9) 85069 e o —— e
é - | 1 46 / 236 —t 0.63 0.34, 1.12
A4 | A 54/ 234 ———— 0.37 0.20, 0.64
; . Placebo 88(80,93)  78(69,85) 67 (57,75) S Sl . i
T [ L858R 59 / 304 ———e 0.68 0.40, 1.14
8 0.24 :
E : Overall HR 0.44 0.63 0.37 Adjuvant Yes 74 1 410 . 0.49 0.30, 0.79
0 0 chemotherapy  No 50 1 272 —_— 0.47 0.25, 0.83
3 (95% CI) (0.17,1.02) (0.34,1.12) (0.20, 0.64) N = =
6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 ’ HR for overall survival (85% Cl) ;
g Time from randomization (months) aoravors osimettinib_Favors placebo
Osimeftinib 106 103 101 100 98 97 9% 9% 94 8 61 39 17 6 0 -
Placebo 106 106 106 105 104 102 100 99 96 85 70 44 19 9 1 0 . _ - -
Sl Stage llIA With adjuvant chemotherapy Without adjuvant chemotherapy
5 107 age 5 5 107 2y 2 1.0 10+
£ % = = 2 87% Osimertinib 2 men
5 08 2 08 z z
5 2o | 5 08 | 8 0.8 4 : H 0.8 :
0 | 0 |
s Y & 4 177% 2 !
3 067 [ = 06 \67% 5 05, | Pacsbo & 06 o
- ] - | 4 4 | 4 4 ]
§ 0.4 : E 04 I 3 : 3 :
£ 92 | B g : § 024 Overall HR (95% CI) ; £ 027 Overall HR (95% Cl) ;
> >
o : o : 6 D'o o.4l9 (0:30"0'79) Al Al Al T T E T T L) L} 1 5 0‘0 °'4l7 (0;25"0.83‘) T T T T T ; T T T T 1
0.0 T T T T T T T T T T T T O T 1 0.0 T T T T T T T T T T T T T 1 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 Toe s : i
5 i Time from randomization (months) Bl Time from randomization (months) No: at ek me from randomization (months) Motk Time from randomization (months)
- ; Osimertinib 203 200 197 197 198 192 188 185 182 155 104 58 25 7 0 . Osimertinb 136 132 128 127 123 119 116 116 112 97 72 50 25 8 0
glz?e%gmb Hg 113 ﬂ? 113 % 18? lgj lgg 155)40 33 gg gg 12 3 3 0 Sfa‘?eiﬂ”‘b HS Hi 1552; 133 188 19055 ?64 1705; 17070 23 §§ 33 194 ? 8 Placebo 207 204 200 197 189 182 174 166 150 133 62 48 18 7 2 0 Placebo 136 134 132 120 125 122 116 115 108 80 72 49 25 10 1 0

Courtesy of Luis Paz-Ares, MD, PhD Herbst et al. ESMO 2023



ALINA trial: Adjuvant Alectinib

Disease-free survival: stage lI-llIA*

Resected Stage IB (24cm)-llIA W 100 + 93.6%
ALK+ NSCLC Alectinib .
1
per UICC/AJCC 7t edition 600 mg BID Recurrence 50 . ! Alectinib
= I
Other key eligibility criteria: 2 years Further s !
« ECOG PS 0-1 treatments at g 60
K A - 1
o Eligible to receive platinum-based R lnves.tlgator’s - : Chemotherapy
chemotherapy 11 choice and g [ ro-------s-- R g
« Adequate end-organ function } fs::rvwal § 40 1 .
« No prior systemic cancer therapy Platinum-based e 2 DFS HR 0.24(0.13,043)
- chemotherapyt Recurrence S ol (95% CI) pt<0.0001
Stratification factors: Q3W; 4 cycles ] 7
o Stage: IB (= 4cm)vs Il vs llIA ' E E
« Race: Asian vs non-Asian ' H .
* 0 T T T T T T T T T
CNOS'DFS HR 0.22 0 6 12 18 24 30 36 42 48 54
. . (95% CI) ] (0.08, 0.58) Time (months)
Primary endpoint Other endpoints No. at risk
: . . . ) - - Alectinib 130 123 123 118 74 55 39 22 10 3
+ DFS per investigator,* tested hierarchically: + CNS disease-free survival Chemo 127 112 o8 89 b o >7 8 " 5
. Stage II-IIIA — ITT (Stage IB—IIIA) - 0S
- Safety Median survival follow up: alectinib, 27.8 months; chemotherapy, 28.4 months
Sites of disease recurrence (ITT)
Subgroup No. of events / patients DFS HR (95% CI)
100 = 98.4% 05.5% Alectinib 100% All patients 65 /257 —— 0.24 (0.14-0.43)
—‘:—\—L:'—“F‘L_L ectin s s -l . oo e ——— SO
) ! 90% recurrence recurrence =65 22/ 61 - 0.24 (0.08-0.71)
& 801 ' 85.8% Chemotherapy (n=115) (n=77) Sex Male 35 /123 —_— 0.26 (0.11-0.60)
3 | : 70.7% 80% Female 30 /134 <—.i—- 022 (0.10-0.50)
H : A 70% Race Asian 31 /143 ——.— 0.36 (0.17-0.79)
» 604 | | Non-Asian 34 /114 —-—— 0.16 (0.06-0.38)
E : 2 6% ECOG Ps at 0 32 /137 ——— 0.20 (0.09-0.46)
@ * seline 1 33 /120 —_—-— 0.31 (0.14-0.69)
§ 401 CNOS-DFS AR 0.22 % 50% Toba Never 37 /1154 -—E-—- 0.27 (0.13-0.55)
2 (95% CI) (0.08, 0.58) & history Current o/ 8 ! TOONE
2 7 40% Previous 28 / 95 —— 0.22 (0.08-0.57)
G 207 | i 4 o Stage” Stage IB 6 / 26 - 0.21 (0.02-1.84)
| | 30% New primory. - - Stage Il 22/ 92 0.24 (0.09-0.65)
! ! umfl,:j"\“r (22 Stage IIIA 37 /139 . _— 0.25 (0.12-0.53)
0 T T T g T T T T T 20% - Regional lymph NO 11/ 39 H 0.19 (0.04-0.88)
0 6 12 18 2 30 36 42 48 54 . node status N1 20 / 88 I 034 (013-0.89)
Time (months) 10% 4l Localiregional N2 34 /130 4—.—:—1 0.21 (0.09-0.47)
No. at risk Distant (n=3) L r — 1
Alectinib 130 124 124 18 74 55 39 2 10 3 0% o1 03 1.0 390
Chemo 127 13 98 90 57 43 27 18 1 2 Alectinib Chemotherapy! Alectinib better chemothe:apv better

Courtesy of Luis Paz-Ares, MD, PhD

Solomon et al. ESMO 2023
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CheckMate 816: efficacy results with 3 years follow-up

Pathological outcomes EFS and OS outcomes?$

PCR rate (%)

40 -

20 -

MPR rate (%)

n/N

OR 13.94 (99% Cl 3.49,
55.75)*
P<0.0001

Difference
240 218%
%

2.2%
NIVO + chemo Chemo
43/179 4/179
OR 5.70 (99% CI 3.16,
10.26)t
| Difference
36.9 28.0%
o)
8.9%
NIVO + chemo Chemo
66/179 16/179

NIVO + chemo  Chemo
(n=179) (n=179)
100 Median EFS, mo NR 211
(95% CI) (31.6-NR)  (14.8-42.1)
HR (95% Cl) 0.68 (0.49-0.93)
80
s = 7%"
g —8 NIVO + chemo
o b —a
w — 4 % %%——_m
% s 43%° Chemo
20
0 I I I I I I I I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No.a€risk Months from randomization
NIVO +chemo 179 152 136 125 119 108 104 100 97 94 8 69 5 38 20 13 6 5 0
Chemo 179 146 128 110 95 84 79 72 67 62 60 48 39 27 15 13 4 4 0

NIVO + chemo  Chemo
(n=179)  (h=179)
Median 0S, mo NR IR
(95% Cl) (NR-NR)  (46.8-1R)
100 -¢ HR (99.34% CI) 0.62 (0.36-1.05)
90% P value 0.01242
0 B . 78%°
! ! SReacg, p VO + chemo
| : ‘ | 860
o~ 607 | i 64%¢! .
) : ! g Chemo
v ! | |
° 4 i ! !
20 | | |
| | |
0 T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Noist ik Months from randomization

NIVO +chemo 179 176 166 163 158 151 149 146 145 141 137 136 117 95
179 173 166 162 155 149 134 124 119 112 109 106 95 75 %2

67 4 B3 14 6 2 0

Chemo B 2 14 4 1 0

Courtesy of Luis Paz-Ares, MD, PhD

‘;H Hospital Universitario
suvess 12 de Octubre

Spicer J, et al. Oral presentation at ASCO 2021 (Abstract 8503); Girard N, et al. Oral presentation at AACR 2022 (Abstract CT012); Forde PM, et al. N Engl J Med 2022;386:1973-1985; Forde ELCC 2023



CheckMate 816 trial:
Neoadjuvant CT+Nivo by PD-L1 status

50

pPCR

Difference

30.3%2

40

PD-L1 +

pCR rate (%)

32.6%°

2.2%°
NIVO + chemo Chemo
n/N 29/89 2/89
pCR
50 —
40 —
PD'L1 - = 50 Difference
o 14.1%2
3
4
S
e 20k 16.7%"

NIVO + chemo
13/78

n/N

Courtesy of Luis Paz-Ares, MD, PhD

Chemo

EFS
NIVO + chemo Chemo
(n = 89) (n = 89)
Median EFS, mo NR 26.7
(95% ClI) (44.4-NR) (13.4-NR)

HR (95% CI)

0.46 (0.28-0.77)

Oos
NIVO + chemo Chemo
(n = 89) (n = 89)
Median OS, mo NR MR
(95% ClI) (NR-NR) (45.1-NR)

HR (95% Cl) 0.37 (0.20-0.71)

1009 100_“—:.': S 88% f
83% 76% 91% ° 85%' NIVO + chemo
80 7 2%d 80
o
l NIVO + chemo 71% “‘1——*%
— 60 ] , T 6 6%:2
= o 62% _K‘-"""—:_ = c0 66 Chemo
S y . S
= 52% ) Chemo o
40 47%e Chemo 40 -
20 20
o T T T T T 1 o T T T T T T 1
o 6 12 18 24 30 36 42 48 54 o 6 12 18 24 30 36 42 48 54 60
Months from randomization Months from randomization
No. at risk
MNIVO + chemo 89 69 65 60 58 53 37 11 2 o 89 84 82 79 77 76 66 37 13 4 o
Chemo 89 45 39 35 31 19 7 1 o 83 68 61 57 51 27 10 o 0
NIVO + chemo Chemo NIVO + chemo Chemo
(n=78) (n=77) (n =78) n=77)
Median EFS, mo 26.4 20.8 Median OS, mo NR NR
(95% CI) (14.8-NR) (13.9-42.1) (95% CI) (48.6-NR) (31.2-NR)
HR (95% CI) 0.87 (0.57-1.35) HR (95% Cl1) 0.81 (0.48-1.36)
100 100 )
89%
o, 79%
80 80 - 87%
72% e 71%*°
. 70% M,
— 60 66% 52% __ 60+ S he NIVO + chemo
& R 60%2
o ; 42%¢ b c
W o 43% | ’ fs—q NIVO + chemo 40
Gk oze e
i 3 » Chemo
20 20
o T T : T T T 1 o T T T T T T 1
o 6 12 18 24 30 36 42 48 54 o 6 12 18 24 30 36 42 48 54 60
Months from randomization Months from randomization
No. at risk
57 46 37 33 30 18 8 4 o 78 71 §6 62 60 54 46 26 8 2 o

NIVO + chemo 78

Chem 59 45 36 28 18

77 72 66 59 51 45 37 22 11 3 0

Pulla MP et al. ESMO 2023



CheckMate 816 trial:
Neoadjuvant CT+Nivo by PD-L1 status

Tumor PD-L1 2 1% Tumor PD-L1 < 1%

NIVO + chemo NIVO + chemo

Disease stage prior to definitive surgery,® %

l1A 14 14 15 10

1B T 6 12 9

1A 48 48 45 46
Underwent definitive surgery,® % 84 74 81 77
Cancelled definitive surgery, % 16 24 17 20

Disease progression 6 9 6 12

AE 1 1 1 0

Other¢ 9 14 9 8
Surgical approach,d %

Minimally invasive 39 21 19 19

Thoracotomy 57 65 64 63

Minimally invasive to thoracotomy e 14 18 19
Extent of resection,d¢ %

Lobectomy 79 59 81 64

Pneumonectomy 17 24 1 22
Completeness of resection,df %

RO 91 82 79 76

Courtesy of Luis Paz-Ares, MD, PhD Pulla MP et al. ESMO 2023
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PACIFIC-6 trial — Durvalumab following sequential CT/RT

Cohort 1500 mg IV Q4W for up Endpoints
114 patients © 2% GreEs Primary: Incidence of Grade 3
or 4 PRAEs* within 6 months

Stage I,
unresectable NSCLC

No evidence of

progression following | of starting durvalumab
platinum-based
SCRT* WHO/ECOG PS 2 Durvalumab econday RS, SR, Ton
Cohort 1500 mg IV Q4W for up (all investigator-assessed per
N=117 3 patients to 24 cyclest \RECIST v1.1), OS, and safety/
(@ 153 PFS by investigator
1.0+ (all patients) sl (all patients)
0.9 0.9-
0.8 1 0.8-

0.6 - 1-yr OS:
83.5%
i 2.yr OS:
67.2%

30.6% !

Probability of OS
o
(4]
|
Probability of PFS
(=]
)]
1

3-yr OS:
56.5%

1
1
1
0.2 Median follow-up : ] el : 2?;:3 I;"I;os:
0.1 - (censored patients) 1 1 § i by : T~
a = 32 6 months* 1 1 1 1
0.0 L] L] L] L] L] L] I. 1 L] T : T 1] T L] 0'0 ) 2 ! J } > 1 g 2 J 3 8 2 I d
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 4 ¢ 3 '® 39 #2713 I8 24 2% 2 30 3% 90 39° A2 93
Time from start of Tx (months) Time from start of Tx (months)
Atnsk 117 113 106 101 94 88 81 75 73 63 53 36 26 12 7 1 0 Atrisk 117 90 72 61 55 48 45 40 35 28 25 14 6 4 1 0
Endpoint All patients (N=117) PS 0/1 cohort (n=114)F
- Median, months (95% CI) 39.0 (30.6-NC) 39.0 (30.6-NC)
3-yr rate, % (95% CI) 565 (46.4-65.5) 57.2 (46 .9-66.2)
: : Median, months (95% CI) 13.1 (7.4-19.9) 13.1 (7.4-199)
PFS by investigator
2-yr rate, % (95% CI) 353 (26.5-44.3) 354 (26.4-44.5)
) a n (%) 24 (205 24 (21 1)
Confirmed ORR by investigator
[95% CIJ$ [13.6-29.0] [14.0-297]

Courtesy of Luis Paz-Ares, MD, PhD Garassino et al. ESMO 2023



PACIFIC-R — Durvalumab following sequential CT/RT in
EGFR mutant stage lll NSCLC

Median PFS*
(95% Cl), months

EGFR-mutated  10.6 (8.7-27.3)
EGFR-wildtype 26.4 (20.5-35.7)

_ "]

2-yr PFS: 52.5%!
(95% CI: 47.6-57.1)

. Total death events: 446/1154 (38.6%) ET 0.6 3.yr PFS: 45.0%
1.0 Median: not reached (95% Cl: 46.3 months—NE)* P ACI FlC_R fu” g MM (95% CI: 40.0-49.9)
a
0.8 9 C n
g | analysis set £ e e
o o -yr : 38.6"
z 06 : | (N:1 1 54) (gsy% Cl: 245-52.6)
E 0.41 I " 3-yr PFS: 29.0%!
° 2-yr 0s: 72.3%* 3'yf 0S: 63.2%* ’ (95% CI: 16.4-42.8)
& 0o (95% CI: 69.7-74.8) (95% Cl: 60.3-65.9)
i ’ ‘ " 0 ‘ 12 1 u M 36 o “ 5 o
0.0 o é 1.2 1.8 2.‘4 3.0 25 4-2 4.8 5-4 6‘0 No. at risk Time from index date (months)*
. Time ﬁ,om inde)( date (months)’ \ EGFR»m-utated 44 32 21 18 16 11 6 1 0 0 0
No. at risk EGFR-wildtype 420 336 m 235 209 183 89 15 0 0 0
1154 1097 1001 905 815 743 562 157 5 0 0 K
nown EGFR Unknown
status EGFR status |
= = 95% Cl: 64.4-88.8) % Cl), months
(n-466) (n_688) ; EGFR-mutated  46.3 (46.3-NE)
Total PFS events: 666/1154 (57.7%) ) 08 (39;’02%?6 %2) EGFR-wildtype  NR (NE-NE)
1.07 Median: 24.1 months (95% Cl: 20.2-27.8)¢ | 241 08: 167%
0.8 1 | ‘ Z os- (95% CI- 724-805) ‘ '
n 0. 3
: : s 08; 4%
g 0.6 8 0.4 - (95% CI: 48.6-77.3)
3 o) |
g 0.2 [ 2-yr PFS: SO.1% } 3-yr PFS: 42.2%" EGFR EGFR | ‘
2 0, . ! - . .
(95% Cl: 47.2 53I.0) ool 202151 m utated W"dtype .
0.0 = . . 1 . - - ! T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 (”-44) (n-422) £ f B 8B =2 B B0 B W =
. ) T Time from index date (months)
No. at risk Time from index date (months)® ) ) EGFR-mutated 44 @2 a0 37 3 EE] » 12 0 0 0
EGFR-wildtype 422 408 379 344 316 295 228 61 2 0 0

1154 902 723 627 547 462 225 37 0 0

o

Courtesy of Luis Paz-Ares, MD, PhD Peters et al. ESMO 2023



Earlier Use of Durvalumab with Chemoradiotherapy Fails in Lung

Cancer Study
Press Release — November 14, 2023

“[The manufacturer] announced Tuesday that the Phase Ill PACIFIC-2 study of durvalumab
in patients with unresectable, Stage Ill non-small-cell lung cancer (NSCLC) failed to meet
its primary endpoint of progression-free survival (PFS). The trial investigated concurrent
durvalumab administration with chemoradiotherapy (CRT), with the aim of addressing
patients who progress or discontinue treatment during CRT.

Durvalumab sequentially administered after platinum-based CRT is the established, global
standard of care for the treatment of unresectable, Stage 11l NSCLC based on results from
the Phase Il PACIFIC study. ‘Our goal with the PACIFIC-2 trial was to address a remaining
unmet need for patients in this setting by introducing immunotherapy even earlier and
concurrently administering durvalumab with chemoradiotherapy,” remarked Susan
Galbraith, executive vice president of oncology R&D.”

https://firstwordpharma.com/story/5800631?aid=5800631



DUART Trial
Durva following RT in stage lll NSCLC ineligible to CT

¢ All patients had past/present medical conditions, mostly vascular (76.5%), metabolic (53.9%), respiratory (53.9%), or
cardiac (52.0%) disorders

Cohort A Cohort B
(standard RT; n=59) (palliative RT; n=43)

Characteristic

Cohort A

Patient Population d 2\ A Median (range), years 78.0 (43-87) 80.0 (66-87) 79.0 (43-87)
Stage Illunresectable S Endpoints aeiss S 22 et
NSCLC 60 Gy £ 10%r N Male 895 744 716
% : Durvalumab Primary. Incidence of grade Sex, %
nlighefor CTpe bl o 34 PRAES' vithin 6 monts e 08 %8 284
invesfigator assessment : 12‘9 o of durvalumab niiaion White 95 9.0 047
Rlaie 2o Up 012 months Race, %" Other 18 0 14
LY Cohort B N=102 Secondary: PFS, ORR, DoR Unk 16 50 42

freatment per local SoC o linvesfiaalor assessed: L : : :
: : Palliative RT (ol imvestigeorassessed, 0 26 70 1838

No biomarker selection RECIST v1.1), 08, and safety -

40to<b4 Gy or 5 ECOG PS, % 1 1707 16.7 733
ECOGPS (-2 equivalent BED T J 2 1.7 163 19
Study [I1A 61.0 60.5 60.8
enfoment Disease stage, %" 113 39 302 24
pR e i 51 70 59
_ o TC <1% 142 452 448
PD-L1 expression, % TC21% 535 184 514
Current 27 163 206
Smoking status, % Former 644 121 67.6
Never 19 116 118

Courtesy of Luis Paz-Ares, MD, PhD Filippi et al. WLCC 2023



DUART Trial

Durva following RT in stage lll NSCLC ineligible to CT

Cohort A

Endpoint

Confirmed ORR*, % (95% CI)t

(standard RT; n=59)
28.8 (17.842.1)

PFS

Cohort A
(standard RT)

Cohort B
(palliative RT)

Cohort B
(palliative RT; n=43)

23.3 (11.8-38.6)
oS

Total
(N=102)

26.5 (18.2—36.1)

Total

No. events / no. patients (%)
Median PFS (85% CI)", months
12-month PFS rate (95% CIT, %

26/59 (44 1)
9.0 (5.6-NC)
40.2 (23.6-56.3)

25/43 (58.1)
76 (5.3-11.0)
29.3 (13.8-46.7)

51/102 (50.0)
80 (7.0-9.7)
34.8 (23.0-46.9)

Cohort A
(standard RT)

Cohort B
(palliative RT)

Total

No. events / no. patients (%)
Median OS (95% CI)*, months
12-month OS rate (95% CI)T, %

16/59 (27.1)
NC (14 5-NC)
67.0 (50.1—79.2)

19/43 (44 2)
14.8 (10.1—-NC)
56.3 (37.3-71.6)

35/102 (34.3)
15.9 (11.5-NC)
622 (49.8 72.4)

1.0 1.0
0.9 0.9
. 0.8 0.8
- w -
w 07 ~.°_ 07 62 2%
s 0.6 =3 0.6
— =
= 0.5 § 0.5+
E 04 - 34 8% = 0.4
£ 034 £ 034
0.2 0.2+
0.1 0.1+
oo T T T T T T T T oo T T T T T T
o 3 6 9 12 15 18 21 24 27 3 6 9 12 15 18 21
Time from start of treatment, months Time from start of treatment, months
No. at risk: No. at risk:
Total 102 76 a7 28 3 2 2 2 o Total 102 93 78 54 27 15 7 4

Cohort A

All-cause AEs

24

27

Cohort B Cohort A Cohort B
(standard RT; n=59) (palliative RT; n=43) (standard RT; n=59) (palliative RT; n=43)
Any AE, n (%) 56 (94.9) 43 (100) 99 (97.1) 40 (67.8) 21 (48.8) 61 (59.8)
Grade 3/4 25 (42 4) 15 (34.9) 40 (39.2) 9 (15.3) 3(7.0) 12 (11.8)
Within 6 months —_ —_ —_ 7 (11.9) 3 (7.0) 10 (9.8)
SAE 25 (42 4) 13 (30.2) 38 (37.3) 7(11.9) 247 9 (8.8)
Outcome of death* 5(8.5) 24.7) 7 (6.9) 1(1.7) 0 1(1.0)
Leading to Tx
discontinuation 11 (18.6) 7 (16.3) 18 (17 .6) 7(119) 3(7.0) 10 (9.8)
Leading to Tx
interruption 31 (52.5) 17 (39.5) 48 (47 1) 8 (13.6) 5(11.6) 13 (12.7)

Courtesy of Luis Paz-Ares, MD, PhD

Filippi et al. WLCC 2023




Osimertinib v Durvalumab v Observation

following CT/RT in EGFR mutant stage Ill NSCLC

Multi-institutional retrospective analysis
including 24 institutions

Fmultivariable including nodal status (N stage), stage Ill A/B/C AJCC 8th, and age

N

nclusion Criteria:

Fe
)

2)

3)

“)

= age 18 treated years 2015 or
later

Stage Ill, locally advanced,
unresectable NSCLC with
EGFR-sensitizing mutation
Received =2 cycles of
platinum-based concurrent
chemoradiation

No disease progression at time
of initiation of consolidation
treatments

\

ot

Consolidation

Osimertinib

Consolidation

Durvalumab

Observation

Co-primary endpoints: Disease-free survival (DFS) and overall
survival (OS)#
Secondary endpoints: Consolidation treatment-related adverse
events (tIrAE), central nervous system disease-free survival (CNS

DFS)

Baseline characteristics

A) Disease-Free Survival B) Overall Survival
J ~ Osimertinib Consolidation — Osimertinib Consolidation
1.0 ! == Durvalumab Consolidation 1.0 == Durvalumab Consolidation
| — Observation = Observation
0.9 | 0.9
0.8 0.8
2 01 > 07
:5 =
= 0.6 § 0.6
g 0.5 o 051
o 047 T g4
(7]
5 03 O 03
02{ p<0.0001 I 0.2
0.11 | 0.1-
0.0 ! 0.0
0 12 24 38 48 60 0 12 24 38 48 60 72 84 96
Time (months) Time (months)
Number at risk Number at risk
Osimertinib | 33 21 1 3 1 0 Osimertinb |23 22 13 4 1 0 0 0 0
Durvalumab | 58 31 17 10 [ 2 Durvalumab| 56 53 43 24 18 4 0 0 0
Observation | 47 18 12 8 2 2 Observation[47 42 33 26 20 11 8 2 1
0o 12 24 38 48 60 0 12 24 38 48 60 72 84 08
Time (months) Time (months)

Courtesy of Luis Paz-Ares, MD, PhD

Total Osimertinib Durvalumab Observation P-value
(N=136) (N=33) (N=56) (N=47)
Age — Median (IQR) 66 [57. 72] 65 [60, 72] 67 [56. 71] 64 [57. 72] o8
Sex — Female 88 (64.7%) 22 (66.7%) 34 (60.7%) 32 (68.1%) 0.7
R\?Vc:ite 88 (64.7%) 22 (66.7%) 33 (58.9%) 33 (70.2%) o=
Asian 36 (26.5%) 9 (27.3%) 20 (35.7%) 7 (14.9%)
Black 6 (4.4%) 1 (3.0%) 2 (3.6%) 3 (6.4%)
Smoking 0.06
Former/Current 55 (40.4%) 10 (30%) 32 (1.8%) 27 (57.4%)
Never 81 (59.6%) 23 (69.7%) 38 (67.9%) 20 (42.6%)
PD-L1 TPS* 04
<1% 35 (37 .2%) 10 (40%) 15 (31.3%) 10 (47 .6%)
=1% 59 (62.8%) 15 (60%) 33 (68.8%) 11 (52.4%)
Stage 0.31
HA 52 (38.2%) 11 (33.3%) 20 (35.7%) 21 (44.7%)
mB 68 (50.0%) 15 (45.5%) 30 (53.6%) 23 (48.9%)
mc 16 (11.8%) 7 (21.2%) 6 (10.7%) 3 (6.4%) S ,
Osimertinib (N=33) Durvaluma (N=56) SUbsequer,‘t SYStemlc therapy after .
consolidation treatment or observation
Anygrade  Grade23  Anygiade  Grade23
Any trAE* 168%  2(61%  27(46%)  10(16% Subsequent systemic therapy
Rash Te0%) 0%  1(18%  00%
Peumonitis* S(15%)  1030%  14(5%)  7(13%) | Am EGFR 10 Other  Total
Diarrhea 160%  0(0%  206%  1(18%) TKI
Endocrine 0(0%) 00%  58%)  0(0%) o
ASTALT elevation~~ 1(30%)  0(0%)  2(36%)  1(1.8%) Osimertinb  1(3%)  1(3%) 13%) 3
(3.7%)
?A"E"mm — O, . s Durvalumab 37 (66%) 1(1.8%) 3 #
discontinuation Al 15(2r%) (54%) (51%)
Steroid use Observation  35(74%) 1(22%) 1 37
7(21% 20 (%%
il o 22%  (46%)
*qrade 3 myocardtis
A Does not include radiation pneumonitis TOtaI 73 (%%) 3 (37%) 56 2% 81
#Consolidation treatment-related adverse events ( - )

Nassar et al. WLCC 2023



Dr Paz-Ares: Clinical Case — Non-SCC
NSCLC T1N3

« 42 yo male
 Heavy smoker — 63 py
« PMH
» Pneumothorax: right lung (1993 - drainage), bilateral
(2013 — resection )
» Migraine

« Current Problem

» March 2015: Right supraclavicular lymph node
» Diagnosed of RUL Squamous Cell Carcinoma T1N3MO0

Courtesy of Luis Paz-Ares, MD, PhD



Dr Paz-Ares: Clinical Case — Non-SCC
NSCLC T1N3

« 42 yo male
 Heavy smoker — 63 py
« PMH
» Pneumothorax: right lung (1993 - drainage), bilateral
(2013 — resection )
» Migraine

* Current Problem
» March 2015: Right supraclavicular lymph node
» Diagnosed of RUL Squamous Cell Carcinoma T1N3MO0
> PD-L1 ??

Courtesy of Luis Paz-Ares, MD, PhD



Dr Paz-Ares: Clinical Case — Non-SCC
NSCLC T1N3

« 42 yo male
 Heavy smoker — 63 py
« PMH
» Pneumothorax: right lung (1993 - drainage), bilateral
(2013 — resection )
» Migraine

* Current Problem
» March 2015: Right supraclavicular lymph node
» Diagnosed of RUL Squamous Cell Carcinoma T1N3MO0
» PD-L1 + (5% of cells)

Courtesy of Luis Paz-Ares, MD, PhD



Baseline PET/TC
March 2015

Courtesy of Luis Paz-Ares, MD, PhD



Chemo/xRT Treatment
Cb-Pem x3/xRT (60Gy)

Courtesy of Luis Paz-Ares, MD, PhD



Chemo/xRT Treatment
Cb-Pem x3/xRT (60Gy)

Courtesy of Luis Paz-Ares, MD, PhD



EC PACIFIC

C1 Durvalumab 30/06/15

C5 Durvalumab 24/08/15

26/8/15 Admission due to Gl bleeding

Courtesy of Luis Paz-Ares, MD, PhD



EC PACIFIC

C1 Durvalumab 30/06/15

C5 Durvalumab 24/08/15

26/8/15 Admission due to Gl bleeding

Courtesy of Luis Paz-Ares, MD, PhD



Grade lll Jejunitis

Courtesy of Luis Paz-Ares, MD, PhD



After Prednisolone 1mg/kg
At discharge on 10/9/19

Courtesy of Luis Paz-Ares, MD, PhD



CT Scan in Sept 2015

P T 44

S e @ i

Courtesy of Luis Paz-Ares, MD, PhD




No rechallenge to Durvalumab
After tapering steroids:
New episode of Gl inflammation in Oct 2015

Courtesy of Luis Paz-Ares, MD, PhD



More than 8 years later...
CT Scan in June 3, 2023

Courtesy of Luis Paz-Ares, MD, PhD
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Management of NSCLC with classical EGFR mutations

1st Line Exon20_— |

Current OSIMERTINIB!
SOC (mPFS 18.9 mo, oral therapy, well-tolerated)
TKI + Chemotherapy . Osimertinib + gtznggzin/Pemetrexed
TKI + Bispecific Antibody — e e oM
TKI + anti-VEGF therapy o OSimggli;m R eumab

1. FLAURA Soria NEJM 2018 Courtesy of Zofia Piotrowska, MD, MHS



FLAURAZ - Outcomes in pts with baseline CNS mets

With CNS Mets

mPFS 13.8 vs. 24.9
HR 0.47 (0.33,0.66)

Probability of
progression-free survival

OSIMERTINIB WITH THE ADDITION OF CTx DEMONSTRATED A HIGH
PROPORTION OF COMPLETE RESPONSES IN THE CNS BY CNS BICR

T

80 Osimertinib + platinum-pemetrexed (CEFR; n=38*) 80

0 T T T T T T T T T T
0 3 6 9

12 15 18 21

24 27 30 33 36

Osimertinib monotherapy (cEFR; n=38)

5
ﬁ A -
Z 60 Median best percentage change from baseline 60 Median best percentage change from baseline
. i s Lo - in CNS target lesion size: -94% (range -100 to +7) E in CNS target lesion size: -61% (range -100 to +68)
Time from randomization (months) FRE 40+
No. at risk: = b -
(= - -
l 116 101 98 93 8 77 70 58 34 19 8 0 g 7] 21
110 95 84 73 60 50 37 32 21 13 5 0 E 0 0 BoR:
g 20 BCR
5 - g PR
_ Without CNS Mets g e i
¢ 1.0 8 - - BINE
2 mPFS 21 vs. 27.6 :;i- 07 -0+ R Prar NS
- - iotherapyt
05 08 HR 0.75 (0.55, 1.03 8 o
¥ 75 (0.55, 1.03)
=8 064 cFAS (n=222) cEFR (n=78)
ﬁ g ’ Measurable + non-measurable BM Measurable BM
R}
[ g 0.4 - CNS responset Osi + CTx (n=118) Osi mono (n=104) Osi + CTx (n=40) Osi mono (n=38)
o e CNS ORR, % (95% Cl) 73 (64 to 81) 69 (59 to 78) 88 (73 to 96) 87 (72 to 96)
g 0.2
S
o
0 T T T T T T T T T T T 1

Time from randomization (months)

163 153 143 132 123 110 95 75 50 23 13
168 151 143 130 118 98 82 62 46 35 16

Janne P, WCLC 2023 and Planchard D, ESMO 2023.

These exploratory analyses suggest that patients with baseline CNS metastases may

u have particular benefit from addition of chemotherapy to osimertinib.

Courtesy of Zofia Piotrowska, MD, MHS



MARIPOSA

( Key Eligibility Criteria\

Locally advanced or
metastatic NSCLC

Treatment-naive for
advanced disease

Documented EGFR
Ex19del or L858R

ECOG PSOor 1

Stratification Factors

EGFR mutation type
(Ex19del or L858R)

Asian race (yes or no)

History of brain

Serial brain MRIs were required for all patients?

1074)

2:2:1 Randomization (N

Amivantamab + Lazertinib
(n=429; open-label)

Osimertinib

(n=429; blinded)

Lazertinib
— )

\ metastases? (yes or ncy

Dosing (in 28-day cycles)

Amivantamab: 1050 mg (1400 mg if 280 kg) weekly for the first 4 weeks, t|

Lazertinib: 240 mg daily
Osimertinib: 80 mg daily

Overall Survival (Interim Analysis:)
HR 0.80 (95% Cl, 0.61-1.05), p=0.11

Landmark 2-year survival: 74% vs 69%

Cho BC, ESMO 2023, Abstract LBA14.

Courtesy of Zofia Piotrowska, MD, MHS

Primary endpoint of progression-free
survival (PFS)° by BICR per RECIST v1.1:

Amivantamab + lazertinib vs osimertinib

Secondary endpoints of
amivantamab + lazertinib vs osimertinib:

e Overall survival (OS)°
Objective response rate (ORR)
Duration of response (DoR)
PFS after first subsequent therapy (PFS2)

Primary Endpoint: Progression-free Survival by BICR?

MARIPOSA

"

Amivantamab + lazertinib reduced the risk of progression or death by 30% and improved median PFS by 7.1 months

100 -

80 -

Patients who are progression-free (%)

60 1

73%

Median PFS
(95% CI)
23.7 mo (19.1-27.7)
16.6 mo (14.8-18.5)

Median follow-up: 22.0 months

Amivantamab + Lazertinib
Osimertinib

HR, 0.70 (95% CI, 0.58-0.85); P<0.001

L‘_'u_ﬁ.n_A_-_A Amivantamab + Lazertinib

40 4
b w1 Osimertinib
20 4
0 L] L] L] L] L] L] L] L] 1
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. at risk
Amivantamab + Lazertinib 429 391 357 332 291 244 194 106 60 33 8 0
Osimertinib 429 404 358 325 266 205 160 90 48 28 10 0




MARIPOSA

Most common TEAEs (220%)
by preferred term, n (%)

Safety Profile

1%

15%

Related to EGFR Paronychia
inhibition Rash
Diarrhea

Dermatits acneiform

Stomatitis

Pruritus

Related to MET Hypoalbuminemia
inhibition Peripheral edema
Other IRR

ALT increased
Constipation
AST increased
COVID-19

Decreased appetite

2%
8% AV 13%
1% 28% AV 0.2%
0.5% RV WA 0.2%
43% 6%

2% BEEEZEA 6%

13%

W 1%
22% I
16% K
VAL 2%

< 0.2%

2% % 8%

Anemia
B Amivantamab + Lazertinib: grade 1-2
M Amivantamab + Lazertinib: grade >3 Nausea
M Osimertinib: grade 1-2 .
M Osimertinib: grade 23 Hypocalcemia
Cough
r
100%

Cho BC, ESMO 2023, Abstract LBA14.

50% 0% 50%

Amivantamab/Lazertinib:

» 83% Interruption

« 59% Dose reduction (any agent)
« 35% Discontinuation (any agent)

Osimertinib:

* 39% Interruption

5% Dose reduction (any agent)
14% Discontinuation (any agent)

» 37% patients had VTE on Ami/Lazertinib
(median onset 84 days)

« Prophylactic anticoagulation is now
recommended for the first 4 months of
treatment with amivantamab + lazertinib

Courtesy of Zofia Piotrowska, MD, MHS



MARIPOSA

Clinical Implications:

« Amivantamab + Lazertinib extends PFS (7.1 month PFS gain, HR 0.70) compared
to osimertinib, but requires IV g2 week infusions and increases toxicities
(dermatologic, IRRs, VTE).

« |f approved, Ami/Lazer will represent another first-line treatment option to be
discussed with patients, but given toxicity concerns and lack of OS benefit with
either MARIPOSA or FLAURAZ thus far, osimertinib monotherapy remains a
reasonable first-line option.

Future Directions:

 OS data are needed
* Better biomarkers and risk stratification strategies are needed.

Courtesy of Zofia Piotrowska, MD, MHS
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Managing Progression on EGFR TKls

Exon 19

Deletions

Resistance Mechanisms to First-Line Osimertinib Ot

(G719, L861Q,

Exon 19 Insertions) e

Exon20_— |
Insertions
(4-10%)

(%2) syzLO 8493

Treatment Options for Patients with no Targetable Resistance

e, el Mechanisms:
o ) g « MARIPOSA-2 (Chemo + Amivantamab +/- Lazertinib)
- o « HERTHENA-Lung 01 - Patritumab Deruxtecan (HER23 ADC)

Treatment Options for Patients with MET Amp after Osimertinib

e  Tepotinib + Osimertinib (Final Analysis of INSIGHT-2)

Tissue Biopsies

Piotrowska Z, ASCO 2023 Abstract 9108 Courtesy of Zofia Piotrowska, MD, MHS



MARIPOSA-2 - Summary

Clinical Implications:

 Adding Amivantamab or Ami/Lazertinib to Carbo/Pem post-TKls improves ORR, mPFS and
intracranial PFS, but also increases toxicities.

« |f approved, Amivantamab/Chemotherapy will be a post-TKI option, and will be particularly
appealing for high risk patients (e.g., CNS mets, high disease burden)

Future Directions:
* A delayed regimen with Lazertinib added after carboplatin is complete is being evaluated.
« Biomarker analyses will be important for patient selection.

Courtesy of Zofia Piotrowska, MD, MHS



HERTHENA-LungO1: Patritumab Deruxtecan

Patritumab Deruxtecan: HER3-directed ADC with Topoisomerase | Inh payload
Derutecan™ Prior EGFR TKI and PBC (n=225):
NSV };«NYJ%»WVJ 3 ‘ Confirmed ORR: 29.8% (23.9-36.2)
e O s mPFS: 5.5 months (5.1-5.9)

Cleavable tetrapeptide-based linker

¢
Topoisomerase | inhibitor

payload (OXe) HER3-DXd 5.6 mg/kg (N=225)2

80.0 Confirmed best overall response (BICR)

mCR ®PR SD mPD mNE

60.0 + Ongoing treatment

S
o
o

n
o
o

- + + + + + o+ - H+ o+

from baseline, %
o o
o

o
1 L

'
N

Best change in sum of diameters (BICR

Eg £| dependentd

Dfé EGFR- ‘
5%: independent

u.J_E %

Snapshot data cutoff, 18 May 2023.
Median study follow-up, 18.9 (range, 14.9-27.5) months.

Courtesy of Zofia Piotrowska, MD, MHS Yu HA, WCLC 2023



HERTHENA-Lung01: CNS Outcomes

Patritumab Deruxtecan appears to have intracranial activity, with a CNS ORR 33%, and may delay intracranial progression.

All patients
with baseline BM No Radiotherapy to , _ :
by CNS BICR the Brain History of brain metastasis
Responses by CNS BICR (n=95) (n=30) Site of first PD (by BICR) Yes (n=115) No (n=110) Al patients (N=225)
(o) (o) =

CNS cORR, n (%) [95% CI] 19 (20.0) [12.5, 29.5] 10 (33.3) [17.3-52.8] Al sites, n (%) 75 (65) 67 (61) 142 (63)

CR, n (%) 15 (15.8) 9 (30.0)°

PR, n (%) 4 (4.2) 1(3.3) Non-CNS, n (%) 63 (55) 65 (59) 128 (57)

SD/non-CR/non-PD, n (%) 57 (60.0) 13 (43.3) CNS, n (%) 23 (20) 3(3) 26 (12)

PD, n (%) 13 (13.7) 4 (13.3)

CNS and non-CNS, n (%) 11 (10) 1(1) 12 (5)

NE, n (%) 6 (6.3) 3(10.0)
CNS DCR (95% Cl), % 80.0 (70.5, 87.5) 76.7 (57.7-90.1) 80% of patients with a history of brain metastasis did not have progression in the brain
CNS DOR, median (95% CI), mo 9.2 (8.1-11.1) 8.4 (5.8-9.2) . . . . L L. .

97% of patients without a history of brain metastasis did not have progression in the brain

Snapshot data cutoff, 18 May 2023.
Median study follow-up, 18.9 (range, 14.9-27.5) months.

Among 8 pts with CR, 8 had non-target lesions.

Courtesy of Zofia Piotrowska, MD, MHS Johnson M, ESMO 2023



HERTHENA-Lung 01 - Summary

Clinical Implications:

« Patritumab deruxtecan has broad activity in EGFRm NSCLC post-TKI and post-
chemotherapy, including patients with various resistance mechanisms.

* Intracranial responses have been observed, which will be important as post-osimertinib
options with CNS activity are very limited.

« |f approved, this drug will represent a new post-TKI treatment option for EGFRm lung
cancer.

Future Directions:
 Combination studies of Patritumab +/- Osimertinib are ongoing in the first and second line.

Courtesy of Zofia Piotrowska, MD, MHS



Key inclusion criteria

+ Locally advanced/metastatic EGFRm NSCLC
+ Acquired resistance to 1L osimertinib
+ METamp by:

- TBx FISH (GCN 25 and/or MET:CEP7 22)

-

INSIGHT 2

and/or
LBx NGS (22.3 Archer®)

+ ECOGPSofOor1

Osimertinib + Tepotinib — ORR 50%, mPFS 5.6 mos

)
)

Tepotinib 500 mg QD

Osimertinib 80 mg QD

+

Tepotinib
monotherapy
500 mg QD*

Tumor shrinkage (n=98%)

100
80+
60+
40
20+

-204

Best change in
sum of target lesion diameters (%)
o

-40-
-60+
-80-

-100+

Courtesy of Zofia Piotrowska, MD, MHS

Primary endpoint
+ Objective response by IRC in patients with TBx FISH
METamp

Selected secondary endpoints

+ Objective response in patients with « 0S
LBx NGS METamp * HRQoL
« DOR + Safety
+ PFS + Biomarkers
Selected tertiary endpoints
+ RANO-BM J

Outcomes were similar whether MET amp was
detected by tissue testing (FISH) or ctDNA
(NGS), with highest response rates observed
in patients with high-level MET amp.

Osimertinib + Tepotinib had intracranial activity

| ORR, % (95% CI) | 50.0 (39.7, 60.3) |
\ 49 (50.0) RANO-BM (IRC) TBx FISH
o 13 (13.3) (N=24)
BOR, n (%) 23 (235)
13 (13.3) Intracranial ORR % (95% CI) 29.2 (12.6, 51.1)
CR 6 (25.0)
PR 1(4.2)
Intracranial BOR, n (%) SD 12 (50.0)
PD 2 (8.3)
| I NE 3 (12.5)
Intracranial DCR % (95% CI) 79.2 (57.8, 92.9)
Intracranial mDOR Months (95% CI) ne (3.6, ne)
Intracranial mPFS Months (95% CI) 7.8 (3.9, ne)

Tepotinib monotherapy- ORR 8% (n=12)

Kim TM, WCLC 2023, Abstract OA21.05



INSIGHT 2: Summary

Clinical Implications:

« MET amplification is among the most commonly observed resistance mechanisms
to first-line osimertinib (~15-20% patients) and can be detected by tissue and ctDNA

(though ctDNA sensitivity is limited.)

* The primary results of INSIGHT 2 are consistent with other studies (TATTON,
SAVANNAH), demonstrating the efficacy of combined EGFR + MET inhibition for
patients with acquired MET amp after osimertinib.

* |f approved, combined MET + EGFR will likely become the preferred treatment for
patients with MET amp (off-label use can be considered in select patients.)

Future Directions:

* Randomized studies of EGFR/MET inhibitors vs. Carboplatin/Pemetrexed are
ongoing.

Courtesy of Zofia Piotrowska, MD, MHS



Dr Piotrowska; EGFR-mutated metastatic NSCLC

« 68yo F with no history of tobacco use, h/o mild anxiety,
presented to a local ED with several weeks of progressive
dyspnea on exertion. She was found to have a large pericardial
effusion with tamponade physiology.

 Underwent emergent pericardiocentesis.

* Pleural fluid cytology + for adenocarcinoma.

* Full staging scans:

e PET/CT: FDG-avid, 3cm RUL mass, R hilar and mediastinal
LAD, adrenal nodule.

« Brain MRI: 7mm occipital lesion, 9 mm R frontal lobe lesion.
« ctDNANGS: EGFR L858R, TP53 mutation.

« She initiated first-line osimertinib with good systemic and CNS
response.

« After 14 months, she was noted to have progressive systemic
disease with increased pericardial nodules. Brain MRI remained
stable.




Dr Piotrowska: EGFR-mutated metastatic NSCLC, continued

* Post-osimertinib ctDNA NGS: EGFR L838R, TP53
mutation and acquired EGFR L718Q, L718V

mutations. ctDNA testing after first-line osimertinib
* She initiated second-line carboplatin/pemetrexed, |

followed by pemetrexed maintenance (10 total _ Biomakert

cycles) with further disease progression in the }

thorax.

» What treatment options should be considered

now?
« Patritumab deruxtecan (if available)
 Amivantamab/Lazertinib (if available)

e Docetaxel
 Afatinib
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Management of EGFR Exon 20 Insertions

Management of EGFR exon 20 insertions pre-ESMO:

* The current first-line standard of care for EGFR exon 20
insertions is platinum-pemetrexed chemo (+/-
immunotherapy).

« Amivantamab (bispecific EGFR/MET ab) has
accelerated approval in the post-chemotherapy setting
(ORR 40%, mPFS 8.3 mo")

 Mobocertinib (oral EGFR inhibitor) is being voluntarily
withdrawn from the US market after randomized first-line
trial was stopped for futility?.

e Other new EGFR exon 20-directed TKIls are in clinical
trials.

1. Park K, et al, JCO 2021; 2. https:/lwww.takeda.com/newsroom/newsreleases/2023/Takeda-Provides-Update-on-EXKIVITY-mobocertinib/

Courtesy of Zofia Piotrowska, MD, MHS



PAPILLON: Amivantamab + Chemo for EGFR ex20ins

PAPILLON

()

PAPILLON: Phase 3 Study Design

Key Eligibility Criteria g Amivantamab-Chemotherapy Primary endpoint: Progression-free survival
. Treatment-naive 2 U (n=1 53) (PFS) by BICR according to RECIST v1.1°¢
locally a(?vanced or § Secondary endpoints:
metastatic NSCLC — + Objective response rate (ORR)°
* Documented _§  Duration of response (DoR)
EGFR Exon 2Q é Chemotherapy « Overall survival (OS)°
insertion mutations T (n=155) - PFS after first subsequent therapy (PFS2)

«  Symptomatic PFS¢
« Time to subsequent therapy

« ECOGPSO0or1

Stratification Factors Dosing (in 21-day cycles * Safety
. ECOGPS Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then
) . 1750 mg (2100 mg if 280 kg) every 3 weeks starting at week 7 (first day
» History of brain of cycle 3)
metastasesP Chemotherapy on the first day of each cycle: Optional crossover to 2nd_|ine
* Prior EGFR TKI use? * Carboplatin: AUCS for the first 4 cycles amivantamab monotherapy®
\ / «  Pemetrexed: 500 mg/m2until disease progression

PAPILLON (ClinicalTrials.gov Identifier: NCT04538664) enrollment period: December 2020 to November 2022; data cut-off: 3-May-2023.

3Removed as stratification factor since only 4 patients had prior EGFR TKI use (brief monotherapy with common EGFR TKIs was allowed if lack of response was documented).

bPatients with brain metastases were eligible if they received definitive treatment and were asymptomatic, clinically stable, and off corticosteroid treatment for =2 weeks prior to randomization.

Key statistical assumption: 300 patients with 200 events needed for 90% power to detect an HR of 0.625 (estimated PFS of 8 vs 5 months). PFS, ORR, and then OS were included in hierarchical testing.
9These secondary endpoints (time to subsequent therapy and symptomatic progression-free survival) will be presented at a future congress.

eCrossover was only allowed after BICR confirmation of disease progression; amivantamab monotherapy on Q3W dosing per main study.

ongress
MADRID m g AUC, area under the curve; BICR, blinded independent central review; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; HR, hazard ratio;
2023 NSCLC, non-small cell lung cancer; Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; TKI, tyrosine kinase inhibitor.

Girard N, ESMO 2023. Courtesy of Zofia Piotrowska, MD, MHS



PAPILLON: Amivantamab + Ch

emo for EGFR ex20ins

Primary Endpoint: Progression-free Survival by BICR

Amivantamab-chemotherapy reduced risk of progression or death by 60%

Interim Overall Survival?

Amivantamab-chemotherapy shows trend in reducing risk of death by over 30%

= 100 A Medi . Median PFS
g ledian follow-up: 14.9 months
S P (95% CI)
3 Amivantamab-Chemotherapy 11.4 mo (9.8-13.7) s
[ <
“é 80 A Chemotherapy 6.7 mo (56—73) g H Amivantamab-Chemotherapy
> L !
<) 2 , |
— 14 ' H
3 | HR, 0.395 (95% CI, 0.30-0.53); P<0.0001 g : ;
] 1 1
S 601 £ = =
o 1 ) Median OS ! :
s _g 40 Median follow-up: 14.9 months (95:,/0 cl) | :
[ 40 - ! 2 Amivantamab-Chemotherapy NE (NE-NE) ' :
g : E 20 { Chemotherapy 24.4 mo (22.1-NE) H ! Chemotherapy
1 1 Il '
_: 1 . : :
H : : Amivantamab-Chemotherapy HR, 0.675 (95% Cl, 0.42—1.09); P=0.106 : ;
7)) 1| ] Il H
€ 20 1 ) 1 0 T T T T t T T 1 71 of 107 (66%)
2 . ' 0 3 9 12 15 18 21 24 27| e
® No. at risk isease progresse:
& E : Chemotherapy Ar:\v:n:;\ab- Months crossed over to
0 . . . + t . . Chemotherapy 153 144 115 88 60 38 15 5 0 amivantamab®
0 3 6 9 12 15 18 21 24 Chemotherapy 155 153 110 85 57 37 24 6 0
No. at risk Months
Amivantamab-
Chemotherapy 153 135 105 74 50 33 15 3 0
Chemotherapy 155 131 74 41 14 2 1 0
© Amivantamab-Chemotherapy? ©
c c
g2 ¥ g2 ”
£2 20 £2 20
O w O w
E0 E0
85 01 g5 <01
[=thel el
ORR 73 vs 47% %n: 60 - 'gg f“;a: 60 'gg
&% 0 23 &7 o ig
100 4 NE/Unknown 100 4 NE/Unknown
BICR d response® Amivantamab-Chemotherapy (n=153) Chemotherapy (n=155)
Mean percent change of SoD -53%¢ -34%
ORR 73% (95% CI, 65-80) 47% (95% Cl, 39-56) f Z f P k MD MHS
: 0dds ratio 3.0 (95% CI, 1.8-4.8); P<0.0001 Courtesy of Zofia Piotrowska
Girard N, ESMO 2023. y » MD,




Amivantamab-Chemotherapy Chemotherapy
Most common AEs of any cause (n=151) (n=155)

by preferred term (220%), n (%) All grades Grade 23 All grades Grade 23 o Lazertinib adds dermato|ogic toxicities, edema’
Associated with EGFR inhibition . . .
Paronychia 85 (56) 10(7) 5 5 and increases risk of neutropenia vs.
Rash 81 (54) 17 (11) 12 (8) 0 chemotherapy.

Dermatitis acneiform 47 (31 64 5(@3 0 . : :
e = Ezsg > 21; 5 EG; = »  Dose reductions were required in 48%
Diarrhea 31(21) 5(3) 20 (13) 2(1) Ami/Chemo vs. 23% of Chemo pts.
Associated with MET inhibition . . .
Hypoalbuminemia 62 (41) 6 (4) 15 (10) 0 «  24% pts on Ami/Chemo discontinued an
Peripheral edema 45 (30) 2(1) 16 (10) 0 agent, vs. 10% on chemo.

Other

Neutropenia 89 (59) 50 (33) 70 (45) 35 (23)

Anemia 76 (50) 16 (11) 85 (55) 19 (12)

Infusion-related reaction 63 (42) 2(1) 2(1) 0

Constipation 60 (40) 0 47 (30) 1(1)

Leukopenia 57 (38) 17 (11) 50 (32) 5(3)

Nausea 55 (36) 1(1) 65 (42) 0

Thrombocytopenia 55 (36) 15 (10) 46 (30) 16 (10)

Decreased appetite 54 (36) 4 (3) 43 (28) 2(1)

Alanine aminotransferase increased 50 (33) 6 (4) 56 (36) 2(1)

Aspartate aminotransferase increased 47 (31) 1(1) 51 (33) 1(1)

COVID-19 36 (24) 3(2) 21 (14) 1(1)

Hypokalemia 32 (21) 13 (9) 13 (8) 2(1)

Vomiting 32 (21) 5(3) 29 (19) 1(1)

Girard N, ESMO 2023. Courtesy of Zofia Piotrowska, MD, MHS



PAPILLON - Summary

Clinical Implications:

 Adding Amivantamab to Chemotherapy significantly improved ORR and PFS for patients
with EGFR exon 20 insertion+ NSCLC.

« Testing for EGFR exon 20 is critical for selection of optimal therapy.

« |f approved, Chemo + Ami will likely become the preferred first-line treatment for patients
(acknowledging increased toxicities)

Future Directions:

 Multiple studies of novel, selective exon 20-specific TKls are ongoing and may change our
first-line standard of care in the future.

Courtesy of Zofia Piotrowska, MD, MHS



Agenda

INTRODUCTION
MODULE 1: Localized NSCLC

MODULE 2: EGFR-Mutated Metastatic NSCLC

MODULE 3: Other Targeted Treatment for Metastatic NSCLC
— EGFR Exon 20 Insertions

— HER2 Mutations

— RET Fusions
MODULE 4: Updates on Immunotherapy in Metastatic NSCLC
MODULE 5: Emerging Antibody-Drug Conjugates for Metastatic NSCLC

MODULE 6: Small Cell Lung Cancer

RESEARCH
TO PRACTICE




HER2-mutant NSCLC

DESTINY-Lung 01
9 DESTINY-Lung02:
« HER2-mutated cohort (N=91): Study Design
ORR 55% (95% Cl, 44-65%)
« mPFS 8.2 mo (95% Cl, 6.0-11.9 mo) Key Eligibility Criteria® S eET T Primary Endpoint
+ Metastatic HER2mP NSCLC ' * Confirmed ORR by BICR
0
] mOS 17.8 mo (95 A) Cl, 13.8_22.1 mO) o >1 prior anticancer therapy NQ=31v0v20
. . (2L+), including platinum- Secondaryv Endpoints
« Adjudicated drug-related ILD occurred in 26% pts, based chemotherapy i
: * Measurable disease
* DoR by BICR and INV
with 2/91 deaths. ber RECIST vi.1 N
. | S B BRI » PFS by BICR and INV
.BestPercentaf;—Changem Sum of Largest Tumor Diameters . . . v . OS
Location of HER2 Mutation: Kinase domain Extracellular domain Stratification Factor: . Safety
E ] * Prior anti-PD-(L)1 treatment
'g 0 ________________________________ LEEVEEEEEEEEEE e et e e eeveeee e e e e EE e e e e eeeE LT Patients and investigators were blinded to the dose level
i 4 Primary analysis data cutoff:
Q 23 December 2022
“pin 08§ B6R GEGEE B B 0 B GA8G 68 B9 § G 68 0GR B AGGGE G GGER @ GO
RN RN . I i

Vimncen B 1 G HERGE § B9 AEEA
“ e
Li B, et al, NEJM 2022 Courtesy of Zofia Piotrowska, MD, MHS Janne P, WCLC 2023, Abstract MA13.20



DESTINY-Lung02

Janne P, WCLC 2023, Abstract MA13.20

5.4mglkg

6.4mglkg

N=102 N=50 PFS T-DXd 5.4 mglkg [T-DXd 6.4 malkg
- 100 Median (95% CI) 99(5) u
Conf ORR 49% (39-59.1)  56% (41.3-70) £ L 73% oS eventsn U 44 431 20(400)
mDOR 16.8 mo NE EE 1 i 53%
(6.4-NE) (8.3-NE) e i A w—
Median PFS 9.9 mo 15.4 mo s i
(7.4'NE) (8.3'NE) ’ 0 :l ; ;3 ; ; :S l7 I8 ; 1‘0 1‘1 1'2 1'3 1‘4 1‘5 1'6 1‘7 1‘8 1‘9 2‘0 '.:1
Time, months
Median F/U 11.5mo 11.8mo

Best Percentage Change in Tumor Size by BICR With T-DXd 5.4 mg/kg (N = 102)

407 Location of HER2 mutation:

®2 = Kinase domain

o

P = Extracellular domain
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Number of prior lines of
systemic anticancer therapy |

Responses were observed regardless of HER2 mutation type, HER2 amplification status, and number or type of prior therapies

Safety in DL-02

WT-DXd54mgkg ™ T-DXd 6.4 mgikg

Drug-related TEAE, % N =1012 N =50*
Any grade 96 0 1 100.0
Grade 23 38,6 58.0
Serious

Associated with drug discontinuation
Associated with dose reduction 16.8 3210
Associated with drug interruption 26.7 480

Associated with death 10 [J20
100 50 0 50 100

Adjudicated Drug-Related ILD

T-DXd 5.4 T-DXd 6.4
Adjudicated as drug- Nrrl=g4l:)%a ':n 2’;3,
related ILD
Any grade, n (%) 13 (12.9) 14 (28.0)
Grade 1 4 (4.0) 4 (8.0)
Grade 2 7(6.9) 9(18.0)
Grade 3 1(1.0) 0
Grade 4 0 0
Grade 5 1(1.0) 1(2.0)

8/11/22: US FDA granted accelerated approval to T-DXd for NSCLC with activating HER2 mutations, who have received a prior systemic

therapy. The recommended dose is 5.4mg/kg IV q3 weeks.

Courtesy of Zofia Piotrowska, MD, MHS




CNS Outcomes with Trastuzumab Deruxtecan

Measurable BM at Baseline

. Best Overall Response (BICR)

JAC 0 o FOO0 C A 0.4 . 0
T-DXd 5.4 mg/kg DL-C DL-01 HER2m/DL-0
c Disease
£ =
28 ° —'.U IC-cORR, n (%) 7 (50.0) 9 (30.0)
£ % Cle g d ¥ s
et u ] - = 95% CI 230-77.0 147494
= g_ B Response CR 3(214) 0
g g 50 PR 4 (28.6) 9 (30.0)
:\: E B without Prior Treatment ’ SD 6 (42'9) 13 (43'3)
g g [] With Prior Treatment PD A7-1) 4 (13.3)
m Q = *Indicates Surgery NEs 0 2 (67)
Pooled T-DXd 6.4 mg/kg Missing 0 2(6.7)
- 25 n= 27C Progressive IC'DCR, n (OAI)a 13 (92.9) 22 (73.3)
2L Diacese 95% Clb 66.1-99 8 54 1-877
Es ,]Omm — —
5.9 0
a8 ] IC-DoR, months¢
£a . H Median, (95% Cl)= 9.5 (3.6-NE) 44(29-10.2)
o £-2549 i [l Partial
g‘?_. Response
5§ 5.4mglkg (DL02) Pooled 6.4mglkg
; E ol ] W?thout. Prior Treatment NO prior RX (DL_01IDL_02)
o = [C] With Prior Treatment > g
ma *Indicates Surgery N=6 No prior Rx
-10n N=16
IC -cORR 3/6 (50%) 6/16 (37.5%)
N IC- DoR, median 9.5mo 5.6 mo
Courtesy of Zofia Piotrowska, MD, MHS

Planchard D, ESMO 2023




Trastuzumab Deruxtecan in HER2-mutant NSCLC

Clinical Implications:

» DESTINY-Lung02 confirms efficacy of T-DXd in HER2m NSCLC at the approved dose of 5.4mg/kg IV q3
weeks, with lower rates of toxicities, especially ILD (12%).

 T-DXd has CNS activity with an intracranial ORR of 50% (7/14 pts) including 3 CRs at 5.4mg/m2.

Future Directions:

e Unresectable, locally advanced (not — Arm 1: T-DXdb
. DEST|NY.|_ungO4 amenable to curative therapy), or IS
metastatic nonsquamous NSCLC with 9000 ©
« HER2-selective. EGFR- HERZ2 exon 19 or 20 mutations? m - E =
] > od
¢ Naive to systemic therapy in the '§ N R 5
' locally advanced or metastatic settin m <: >1anaarg ol care
sparing TKls are also now Y 2 v platinum¢ (cisplatin or carboplatin)
_ . . e No known other targetable oncogenic — + pemetrexed
in clinical trials mutations/alterations + pembrolizumab

@ HER2 mutations may be detected in tissue or ctDNA.
b Crossover is not permitted.
¢ Investigator's choice of cisplatin or carboplatin.

Courtesy of Zofia Piotrowska, MD, MHS Li B, J Clin Oncol 40, 2022 (suppl 16; abstr TPS9137)



Dr Piotrowska: HER2-mutated metastatic NSCLC

* 65 yo F with no history of tobacco use, history of hypothyroidism who
presented with subacute cough and shortness of breath.

« Scans showed a 4cm LUL lung mass with mediastinal adenopathy and a lytic
lesion of T10. Brain MRI at diagnosis showed 3 subcentimeter metastases.

* Bronchoscopy/EBUS and biopsy of level 4L LN: lung adenocarcinoma,
PDL1 negative.

 NGS- HER2 exon 20 insertion, A775_G776insYVMA, TP53 mutation

« She received first-line Carboplatin/Pemetrexed/Pembrolizumab x 4 cycles,
followed by 6 cycles of Pemetrexed/Pembrolizumab maintenance.

* She developed progressive bone metastases, new CNS metastasis.



Dr Piotrowska: HER2-mutated metastatic NSCLC, continued

» She received SRS to the new CNS metastasis.

» She started second-line Trastuzumab
Deruxtecan, 5.4mg/kg IV q3 weeks.

» Restaging scans showed decrease in LUL
mass, stable osseous and CNS metastases.

* After 6 months on Trastuzumab Deruxtecan, she
was noted to have new groundglass opacities in
the RLL. She had no associated shortness of
breath, cough or respiratory symptoms.

 \What is the most appropriate course of action at
this point?
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LIBRETTO-431

4 Key Eligibility Criteri )
‘1Stage IIIB-IIIC", IV non-squamous NSCLC
1No prior systemic therapy for metastatic disease
IRET fusion identified via NGS or PCR
1ECOG PS 0-2
r1Symptomatic CNS metastases excluded

Stratification factors:
' Geography (East Asian vs. non-East Asian) Carboplatin (AUC 5) or Cisplatin (275 mg/m?) )
1 Brain metastases (present vs. absent/unknown)? L, + Pemetrexed (500 mg/m©) _Optional
1 Investigator’s choice of treatment with +/- Pembrolizumab (200 mg) Crossover
\pembrolizumab ) N= 102
Selpercatinib (N= 158) | Control (N=98)
ITT Population i ——
(Median follow-up of ~18 mo) Patients with and without Baseline CNS Metastases i ' —-
- (N=192) Dismhoes
HR: 0.482 (95% Cl, 0.331 - 0.700), p<0.001 = R
g " 1 Blood bilirubin increased
= 80 2 80 Cause-specific HR: 0.28 (95% Cl, 0.12, 0.68) Rash
< Selpercatinib (] Fatigue
> -~ mPFS: 24.8 mo S W Thrombocytopena
s \ (95% Cl: 17.3, NE) g —
g § 40 Control Blood creatinine increased
< 4 Control £ 12-mo CIR (95% CI): Neutopeni
S mPFS: 11.2 mo 2 20.3% (11.3, 31.1) Constipation
g (95% Cl: 8.8, 16.8) —_l—\— ERE .. e Re et R R kg e s ennrensen Selpercatinib ECG QT prolonged
g 2 5 e f—————— 12-mo CIR (95% CI): s
g ) s M 5.5% (2.2, 10.8) S
0= . , - N . 0 6 12 18 2% 30 3 Soasta
0 6 12 18 2% 30 36 ] Months m: ——
Months Selpercatinib 0 3 6 7 8 8 8
No. at Risk Control 0 B 13 13 13 13 13 [[Grade <3 [ Grade 23 [[] Grade <3 [H Grade 23
Selpercatinib 159 130 90 52 18 3 0 Any grade treatment-emergent adverse events (TEAEs) occurring in 220% of patients in either study arm
Control 102 63 33 16 7 1 0

Courtesy of Zofia Piotrowska, MD, MHS Loong H, ESMO 2023



LIBRETTO-431 Summary

Clinical Implications:

« LIBRETTO-431 confirms our practice of using selective RET inhibitors as first-line therapy
for patients with RET+ NSCLC.

« Similar outcomes were observed in the control arm, regardless of whether pembro was
given, highlighting the limited role of immunotherapy in RET+ patients.

Future Directions:

« Unclear if confirmatory, randomized studies are needed for rare patient subgroups with
highly-active TKIs.

Courtesy of Zofia Piotrowska, MD, MHS



Dr Piotrowska: Metastatic NSCLC with a RET Fusion

« 58yo M with 10 py history of tobacco use, HTN, s/p gastric
bypass presented with neck discomfort.

 CT neck/chest/abd/pelvis showed a 2.4cm LLL lung mass,
extensive L hilar, mediastinal, supraclavicular, cervical
lymphadenopathy and multiple hepatic metastases.

 Brain MRI showed a 1cm temporal lobe metastasis.
« Liver biopsy demonstrated adenocarcinoma.

* DNANGS was negative; RNANGS showed a KIF5B-RET
fusion.

 He was started on first-line selpercatinib 160mg BID.




Dr Piotrowska: Metastatic NSCLC with a RET Fusion,

continued

* Best response to selpercatinib was
stable disease, lasting 9 months.

* He received SRS to the L temporal
lesion.

« After about 9 months on selpercatinib, he
developed progressive low back pain.

* Restaging CT scans showed progressive
hepatic and LN metastases, new L5
metastasis. Brain MRI remained stable.

» What treatment options should be
considered now?

e  PostD
Selpercatinib PSR ‘

12.4%

18.4%

CDKN2A P18fs

NTRK1 Y791*

KIF5B-RET Fusion

RET V804M

KRAS G12D

MTOR S598C

BRAF G469E
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Predictive Utility of Patient-Reported Outcomes
for Survival in 1st-Line Treated Patients with
aNSCLC in EMPOWER-Lung 1 and 3
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Predictive Utility of PROs for Survival in the EMPOWER-Lung 1
and 3 Trials: Overall Survival (OS) by Physical Function at Baseline

1.0
0.9+
0.8 -
0.7 -
0.6 -

0.5
0.44 Physical functioning*

0.34 — High
0.24 —— Intermediate

0197 ——Low

0 1 1 I | 1 1 I 1 1 I | 1 1 I 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Time (months)

Probability of survival

PROs = patient-reported outcomes

Gandara D et al. WCLC 2023;Abstract MA05.11.

Patients with higher baseline
physical functioning* had more
favorable OS (high vs low,

HR [95% CI]: 0.41
[0.24—-0.72]; P=0.002). This
represents a predicted 59%
reduction in the risk of death




Cemiplimab for Advanced Non-Small Cell Lung Cancer:
Squamous Subgroup Analysis for EMPOWER-Lung 1
and 3

Makharadze T et al.
ESMO 2023;Abstract 1438P.



Subgroup Analysis for EMPOWER-Lung 1 and 3

EMPOWER-Lung1: OS
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Durvalumab = Tremelimumab + Chemotherapy in
1L Metastatic NSCLC: Characterization of Patients
with PFS 212 Months in POSEIDON

Cho BC et al.
WCLC 2023;Abstract P2.06-05.



Patients with PFS 212 Months in the POSEIDON Trial

ORR in the PFS 212 and <12 months subgroups
Patients with PFS 212 months

20 - 100 - ®m PFS 212 months
166 Y PFS <12 months
i 15.7 : m R
15 4 Qo
# 3 60 1
g 10 - =~
: &
= o 40 1
5 - 8 I I
20 A 338
0 305 226
T+D+CT D+CT CT 0 - . :
n/N= 56/338 53/338 23/337 - 279 52 278 310
T+D+CT D+CT

T = tremelimumab; D = durvalumab; CT = chemotherapy; ORR = objective response rate

Cho BC et al. WCLC 2023;Abstract P2.06-05.
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Datopotamab deruxtecan (Dato-DXd) vs
docetaxel in previously treated
advanced/metastatic (adv/met) non-small cell
lung cancer (NSCLC): Results of the
randomized phase 3 study TROPION-Lung01

Myung-Ju Ahn,'2 Aaron Lisberg,2P Luis Paz-Ares,® Robin Cornelissen,*Nicolas Girard,5
Elvire Pons-Tostivint,5 David Vicente Baz,” Shunichi Sugawara,® Manuel Angel Cobo Dols,®
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TROPION-Lung01 Study Design
Randomized, Phase 3, Open-Label, Global Study (NCT04656652)

Key Eligibility Criteria

+ NSCLC (stage IlIB, IIIC, or IV) Dato.DXd Dual Primary Endpoints
« ECOG PS of 0 or 1 Eles «  PFSbyBICR
« No prior docetaxel 6 mg/kg Q3W e 0OS
Without actionable genomic alterations? (N=299)
1 or 2 prior lines, including platinum CT and R1:1
anti-PD-(L)1 mAb therapy Secondary Endpoints
With actionable genomic alterations .
« Positive for EGFR, ALK, NTRK, BRAF, ROST, ORR by BICR
MET exon 14 skipping, or RET I « DORDbyBICR
» 1 or2 prior approved targeted therapies + o
platinum-based CT, and <1 anti-PD-(L)1 mAb Safety

Stratified by: histology,? actionable genomic alteration,°
anti-PD-(L)1 mAb included in most recent prior therapy, geography?

Enrollment period: 19 February 2021 to 7 November 2022.

BICR, blinded independent central review; CT, chemotherapy; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; mAb, monoclonal antibody; NSCLC, non-small cell lung cancer;
ORR, objective response rate; OS, overall survival; PD-(L)1, programmed cell death 1 (ligand 1); PFS, progression-free survival; Q3W, every 3 weeks; R, randomized.

aPatients with KRAS mutations in the absence of known actionable genomic alterations are eligible; must meet prior therapy requirements for patients without actionable genomic alterations. ®Squamous vs non-squamous.
°Presence vs absence. dUnited States/Japan/Western Europe vs rest of world.
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Progression-Free Survival: ITT

T — Median (95% CI), [ AaaSs
t_‘r months?
* 44(4256)  3.7(294.2)
80 b HR 0.75 (0.62-0.91)
P-value 0.004
N Prespecified
g 60- boundary (2-sided) 0.008
§ 40.8
e
- 40 — 30.1
o
28.2
20
17.8 M
0 + Censored =t
0 2 4 6 8 10 12 14 16 18
No. at risk: Time since randomization, months
Dato-DXd 299 216 156 96 74 46 24 10 2 0
Docetaxel 305 186 120 63 42 19 14 7 0 0
Dato-DXd Docetaxel
ORR (95% Cl), %® 26.4 (21.5-31.8) 12.8 (9.3-17.1)
DOR (95% ClI), mo 7.1 (5.6-10.9) 5.6 (5.4-8.1)

CR, complete response; DOR, duration of response; HR, hazard ratio; ITT, intention to treat; ORR, objective response rate; PFS, progression-free survival; PR, partial response.
aMedian PFS follow-up was 10.9 (95% ClI, 9.8-12.5) and 9.6 (95% Cl, 8.2-11.9) months for Dato-DXd and docetaxel, respectively. PIncluded 4 CRs and 75 PRs for Dato-DXd and 39 PRs for docetaxel.
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Interim Overall Survival: ITT

100

_r‘;

%M Median (95% C!), [
0 P, months? 124(10.8-14.8)  11.0(9.8-12.5)
- | HR 0.90 (0.72-1.13)
£ 60
& -
o JLL
- --~+:-»—¢-|_N_'_|_L
20 T
Information fraction
+ Censored . . .
. at interim analysis
0 2 4 5 g 10 2 14 16 18 2 2 (events/total events
1 . 0,
N . Time since randomization, months reqwred). 74 /° )
0. at risk
Dato-DXd 299 273 243 201 166 121 85 56 33 14 6 1
Docetaxel 305 273 239 193 156 115 76 42 29 13 4 1

Non-squamous HR (95% CI): 0.77 (0.59-1.01); Squamous HR (95% Cl): 1.32 (0.87-2.00)

Trial is continuing to final OS analysis

HR, hazard ratio; ITT, intention to treat; OS, overall survival.
aMedian OS follow-up was 11.8 (95% Cl, 11.3-12.7) and 11.7 (95% ClI, 10.9-12.9) months for Dato-DXd and docetaxel, respectively.
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Adverse Events of Special Interest

- Stomatitis/oral mucositis associated with Dato-DXd
: N=297 resulted in a low rate of discontinuation (0.7%)
SR EEE e * Dry eye was the most common ocular event seen with

All grades 160 (54) 59 (20) Dato-DXd (6.1%; primarily grade <2), followed by
Grade >3 19 (6) 4(1) increased lacrimation (5.4%)

Ocular events®  Seven adjudicated drug-related grade 5 ILD events
All grades 57 (19) 27 (9) * Primary cause of death in 4 out of 7 was attributed
Grade >3 5 (2) ) to disease progress:con by mvestlg(atorcy)

o Non-squamous: 4 of 232 patients (1.7%);
- d

Adjudicated drug-related ILD Squamous: 3 of 65 patients (4.6%)®
All grades 26) 124 * IRRs were observed in 8% of patients in each arm, all
Grade 23 10(3) 4(1) were grade <2 with the exception of 1 grade 3 event

Grade 5 7(2) 1(0.3) with Dato-DXd

AESI, adverse event of special interest; ILD, interstitial lung disease; IRR, infusion-related reaction; MedDRA, Medical Dictionary for Regulatory Activities; PT, preferred term; SMQ, standardized MedDRA query; SOC, system
organ class. AESIs listed in this slide are treatment emergent and include all PTs that define the medical concept.

akvents included the selected PTs oral mucositis/stomatitis, oropharyngeal pain, mouth ulceration, odynophagia, dysphagia, oral pain, glossitis, pharyngeal inflammation, aphthous ulcer, and oral mucosa erosion. ®Ocular events
included selected PTs from the corneal disorder SMQ and selected relevant PTs from the eye disorder SOC. cIncluded 4 cases of keratitis and 1 case of ulcerative keratitis. ¢ILD includes events that were adjudicated as ILD and
related to use of Dato-DXd or docetaxel (includes cases of potential ILD/pneumonitis based on MedDRA v26.0 for the narrow ILD SMQ, selected terms from the broad ILD SMQ, and PTs of respiratory failure and acute respiratory
failure). eAmong treated patients, histology information per the case report form.
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Datopotamab Deruxtecan (Dato-DXd) + Durvalumab
+ Carboplatin in Advanced/Metastatic NSCLC:
Initial Results from the Phase 1b TROPION-Lung04 Study
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TROPION-Lung04 Design: A Phase |Ib, Multicenter,
Open-Label, Dose Escalation/Confirmation and Expansion Study

TROPION-Lung04 is investigating Dato-DXd in combination with different immunotherapy agents *
carboplatin across 11 cohorts. This interim analysis reports the first data from Cohorts 2 and 4

1 Part 1: Sequential dose escalation® 2 Part 2: Dose expansion

Key eligibility
Cohort 1 Dato-DXd 4 mg/kg + durvalumab 1120 mg,

with previously &
treated or Cohort2  Dato-DXd 6 mg/kg + durvalumab 1120 mg, —, Dato-DXd 6 mg/kg + durvalumab 1120 mg,
treatment-naive (Doublet) Q3W (n=3) Q3W (n=16)

advanced or !
metastatic NSCLC?
* No actionable

. . \/
genomic alterations Cohort4  Dato-DXd 6 mg/kg + durvalumab 1120 mg Dato-DXd 6 mg/kg + durvalumab 1120 mg
« ECOG PS 0-1 Triplet)  + 4 cycles carboplatin AUC 5, Q3W (n=6) + 4 cycles carboplatin AUC 5, Q3W (n=8)

* Primary endpoint: Safety and tolerability
« Key secondary endpoints: ORR and disease control rate by investigator assessment per RECIST v1.1

Papadopoulos KP et al. WCLC 2023;Abstract OA05.06.



TROPION-Lung04: TEAEs in 215% of Patients

<«— Cohort 2 (doublet) N=19 Cohort 4 (triplet) N=14 ——— >

Stomatitis 42 57
Alopecia 53
Nausea 42
Constipation 58
Fatigue 32
Rash 42
16
Decreased appetite 32
[Thrombocytopenia | 29
Diarrhea 26
Lymphopenia
Neutropenia
Hepatic function abnormal
Hyponatraemia
Oral candidiasis

Dry eye 26

57
57
29
50
36
14

Vomiting 26
COVID-19 Max CTCAE Grade 1/2 16 Max CTCAE Grade 1/2
Dizziness 21
Pneumonia M Max CTCAE Grade 23 1 Il Max CTCAE Grade 23
Pyrexia 21
80 60 40 20 0 20 40 60

Patients with TEAE (%)
Data cut-off: March 6 2023.

TEAES by preferred term/grouped preferred term. TEAEs in 215% of patients is based on the total number of safety subjects in Cohort 2 and Cohort 4. Red boxes indicate hematological events.
CTCAE, Common Terminology Criteria for Adverse Events.

Papadopoulos KP et al. WCLC 2023;Abstract OA05.06.



TROPION-Lung04: Antitumor Activity

Response in patients in the 1L setting,? n (%) CohortN2=(1c:10ubIet) !
Objective response rate (confirmed) 7 (50.0) 10 (76.9)P
* Inthe 1L setting, ORRs were
[95% CI] [23.0, 77.0] [46.2, 95.0] 50.0% for Cohort 2 and
76.9%P for Cohort 4
Best objective response Complete response 0 0 _
* Inthe overall population
. b (1L/2L+), ORRs were 47.4%
Partial response 7 (50.0) 10 (76.9) for Cohort 2 (N=19) and
71.4%? for Cohort 4 (N=14
Stable disease 6 (42.9) 2(15.4) ° ( )
_ _ + Responses were numerically
Progressive disease 1(7.1) 1(7.7) higher with the triplet versus
doublet combination and were
Disease control rate 13 (92.9) 12 (92.3) observed across all PD-L1
expression levels
[95% CI] [66.1, 99.8] [64.0, 99.8]

Data cut-off: March 6 2023.
All subjects must have had at least one scan (6 weeks of follow-up) to be included in the ORR interim analysis set. The 2-sided 95% Cls are exact Clopper-Pearson intervals. 2 As assessed by investigator per RECIST v1.1. P One of the 10 partial
responses in Cohort 4 was confirmed after data cut-off.

Papadopoulos KP et al. WCLC 2023;Abstract OA05.06.



Agenda

INTRODUCTION

MODULE 1: Localized NSCLC

MODULE 2: EGFR-Mutated Metastatic NSCLC

MODULE 3: Other Targeted Treatment for Metastatic NSCLC
MODULE 4: Updates on Immunotherapy in Metastatic NSCLC

MODULE 5: Emerging Antibody-Drug Conjugates for Metastatic NSCLC

— Datopotamab Deruxtecan

— Sacituzumab Govitecan

MODULE 6: Small Cell Lung Cancer

RESEARCH
TO PRACTICE




2023 World Conference
on Lung Cancer

Sacituzumab Govitecan + Pembrolizumab in
1L Metastatic Non-Small Cell Lung Cancer:
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EVOKE-02: Efficacy by Investigator Assessment

100

Total

-407 m Cohort A (PD-L1 TPS = 50%)
_60-| ™ Cohort B (PD-L1 TPS < 50%)

Best percent change from baseline
o
|

Best overall response
A Partial response (n = 30)
O Stable disease (n = 20)
O Progressive disease (n = 4)

-80
~H0 Participant
Cohort A (PD-L1 TPS 2 50%) Cohort B (PD-L1 TPS < 50%) Total
SG + Pembro SG + Pembro SG + Pembro
Efficacy by INV? n=29 n=32 n =61
ORR" (95% Cl), % 69 (49-85) 44 (26-62) 56 (42-69)
PR, n (%) — confirmed and unconfirmed 20 (69) 14 (44) 34 (56)
Confirmed PR, n (%) 18 (62) 12 (38) 30 (49)
SD, n (%) 5(17) 11 (34) 16 (26)
PD, n (%) 3 (10) 2 (6) 5(8)
DCRe (95% ClI), % 86 (68-96) 78 (60-91) 82 (70-91)
Median DOR%¢ (95% Cl), months NR (5.6-NR) NR (3.5-NR) NR (7.9-NR)
DOR rate at 6 months?¢ (95% Cl), % 88 (39-98) 88 (39-98) 87 (58-97)

SG = sacituzumab govitecan; Pembro = pembrolizumab; ORR = objective response rate; DCR = disease control rate

Cho BC et al. WCLC 2023;Abstract OA05.04.




EVOKE-02: Safety Profile of Sacituzumab Govitecan/Pembrolizumab

Any-grade TEAEs reported in

»
o

Immune-mediated TEAEsS

) 60 -
2 15% of patients
3
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TEAEs = treatment-emergent adverse events

Cho BC et al. WCLC 2023;Abstract OA05.04.
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The Prognostic Value of Patient Reported Outcomes
(PROs) and Clinical/Demographic Variables in the
CASPIAN Study

Ganti AK et al.
ASCO 2023;Abstract 8516.



CASPIAN: Prognostic Value of PROs and Clinical/Demographic Variables

» Treatment-naive ES-SCLC
*« WHOPSOor1

» Asymptomatic or treated and stable
brain metastases permitted

- Life expectancy 212 weeks
» Measurable disease per RECIST v1.1
N=805 (randomized)

7-point Likert scales 4-point Likert scales

Rescaled to 0—10 (minimally important change)

Durva + EP Durva
g3w for4 cycles g4w until PD
Durva + EP 12.9 mo 17.6%
SARET D Durva* EP 10.4 mo 5.8%

+EP

q3w for 4 cycles g4w until PD

EP
g3w forup to Optional PCIf
6 cycles

EORTC QLQ-C30

1 Global heath
status/QoL scale 5 Functioningscales 3 Symptom scales 6 Single items

4-point Likert scales
Rescaled to 0—-10 (minimally important change)
Higher scores are worse

Higher scores are better

ES-SCLC = extensive-stage small cell lung cancer; Durva = durvalumab; EP = platinum-etoposide; QoL = quality of life

Ganti AK et al. ASCO 2023;Abstract 8516.



CASPIAN: Prognostic Value of PROs and Clinical/Demographic Variables

A: Baseline

only

Global health status/QoL

C: Baseline,
treatment,

C: Baseline,

B: Baseline & treatment,

A: Baseline B: Baseline &

covariates covariates

Functional scales

Physical functioning

Role functioning

Emotional functioning

Cognitive functioning

Social functioning

Symptom scales/items

Fatigue

Nausea and vomiting

Pain

Dyspnea

Insomnia

Other co-variates in
Cox Proportional Hazard
Model

Cisplatin
Carboplatin

Male vs female

265 years vs <65 years
1vs O

Yes vs no

Yes vs no

Asian vs non-Asian
llvs IV

Asia

Europe
North America/South America

Appetite loss

Constipation

Diarrhea

Financial difficulties

Ganti AK et al. ASCO 2023;Abstract 8516.
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Ifinatamab deruxtecan (I-DXd; DS-7300) in
patients with refractory SCLC: a subgroup
analysis of a phase 1/2 study
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Ifinatamab Deruxtecan

Ifinatamab Deruxtecan (I-DXd; DS-7300) Was Designed With 7 Key Attributes

« B7-H3 is overexpressed in a wide range of cancer types and is associated with disease progression and lower survival'-°

 |-DXd is a B7-H3 (CD276)-directed ADC composed of 3 parts:6-9.

- A humanized anti-B7-H3 IgG1 monoclonal antibody®
- Atopoisomerase | inhibitor payload (an exatecan derivative, DXd)

- Atetrapeptide-based cleavable linker that covalently bonds the other 2 components

Humanized anti-B7-H3
1gG1 mAb? Deruxtecan’®

L
. o} o (o} :
o H H H
N N A N_o N o
N/\/\/Y N ~
& " }:# BRI
e} O H (e}
® <3
H,C HO “~—CH,
Cleavable tetrapeptide-based linker F
Topoisomerase | inhibitor payload
(DXd)

ADC = antibody-drug conjugate

Johnson M et al. WCLC 2023;Abstract OA05.05.

Payload mechanism of action:
topoisomerase | inhibitor?2.11.

High potency of payload® b

Optimized drug-to-antibody ratio = 46-8.10.b

Payload with short systemic half-life®11.b.c
Stable linker-payload® 1.
Tumor-selective cleavable linker® "

Bystander antitumor effect?.10.11.b




DS7300-A-J101 (NCT04145622) Study Design

- |-DXd is generally well tolerated with early signs of antitumor activity'2
+ We present a subgroup analysis of patients with SCLC (N = 222) from part 1 treated with I-DXd at all doses studied
— Patients dosed at 26.4 mg/kg (n = 21) were evaluable for efficacy

— Baseline tumor biopsies were retrospectively examined for B7-H3 protein level by IHC and used for correlative analysis in
biomarker-evaluable patients dosed at 26.4 mg/kg (n = 17)

Key primary endpoints

Patients with Part 1: dose escalation Part 2: dose expansion (12.0 mg/kg)
advanced/unresectable - + |-DXd IV Q3W monotherapy for l + |-DXd IV Q3W monotherapy for selected » Dose escalation: DLTs, SAEs,
or metastatic solid advanced solid tumors® advanced solid tumors TEAEs, AESI
tumors (unselected for = * Dose expansion: ORR, DOR,
B7-H3 expression) | 160 mglkg (n=2) | Cohort 1: ESCC (n = 25) DCR, PFS, 0OS
N = 205 12.0 mg/kg (n = 8) K d dioiint

. = ey seconaary en oimnts

8.0 mokg (n = 10) Cohort 2: mCRPC (n = 40) y ry P
- PK

* Immunogenicity

6.4 mg/kg (n=1) Cohort 3: sqNSCLC (n = 20)
Minimum effective dose » 3 mg/kg (n =
3.2mg/kg (n=1)

Johnson M et al. WCLC 2023;Abstract OA05.05.



DS7300-A-J101: Ifinatamab Deruxtecan Antitumor Activity

100 —

— Active === Off treatment

* Nearly all patients with w
I

post-baseline scans had £ «-

a reduction in target i1

a= 2

lesions 44

« Median time to response &3 “;z
was 1.2 months (95% CI, & |

1.2-1.4)

e Median duration of

response was 5.9 .
months (95% Cl, 2.8-7.5); 5

Progression-Free Survival

two patients remain on g =
treatment 39S o6
E‘E 05

* Median follow-up was S 01

11.7 months (95% Cl, ol

0:1:7

40 —
Confirmed Responses by RECIST v1.1 SCL?::';:;'Q"(Q
Objective response rate, % (95% Cl) 52.4 (29.8-74.3) 20
Complete response, % 4.8 §
Partial response, % 47.6 e 0
£
o
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as
a
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0 1 2
Data cutoff: January 31, 2023.

Johnson M et al. WCLC 2023;Abstract OA05.05.
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DS7300-A-J101: Ifinatamab Deruxtecan — Most Common (210%)
All-Grade TEAEs Regardless of Causality

System Organ Class Preferred Term, n (%) SCLC (N=22)
Any Grade Grade 23
Nausea 13.(59.1) 1(4.5)
Fatigue 11 (50.0) 0 (0.0)
Anemia 6 (27.3) 1(4.5)
Vomiting B (27.3) 0 (0.0)
Decreased appetite B (22.7) 14.5)
Pyrexia 4 (18.2) 0 (0.0)
Constipation 4 (18.2) 1(4.5)
IRR 3113.8) 0 (0.0)
Diarrhea 3 (13.8) 0 (0.0)
Dehydration 3(13.6) 0 (0.0)
Dyspnea 3 (13.6) 0(0.0)
Platelet count decreased 3 (13.6) 0 (0.0)
Arthralgia 3 (13.6) 0 (0.0)
Hyponatremia 3 (13.6) 0 (0.0)

* A total of 3 patients (13.6%) experienced an interstitial lung disease (ILD) or pneumonitis event (two Grade 1, one Grade 2).
* All events were adjudicated by the ILD adjudication committee, of which one was adjudicated as drug-related ILD (Grade 2,
8.0 mg/kg), and treatment was discontinued per protocol.?
* Prophylactic premedication for nausea, vomiting and IRR (infusion-related reaction) were not permitted for primary prophylaxis
during cycle 1 of dose escalation.

JOh nson M et al WCLC 2023 'Abstra ct OAOS 05 Data cutoff: January 31, 2023.2 Outcome was reported as “not recovered” for 2 events (Gr 1, Gr2) and “recovered” for 1 event (Gr 1).
. , . .



Tarlatamab for Patients (pts) with Previously Treated
Small Cell Lung Cancer (SCLC): Primary Analysis of the
Phase 2 DelLphi-301 Study

Paz-Ares L et al.
ESMO 2023;Abstract LBA92.



DelLphi-301: Efficacy Analysis Set per ITT Analysis

10 mg 100 mg
(n = 100)* (n = 88)*
ORR, % (97.5% Cl) 40.0 (29.1—51.7) 31.8 (21.1—44.1)
Complete response, n (%) 1 (1.0) 7 (8.0)
Partial response, n (%) 39 (39.0) 21 (23.9)
Stable disease, n (%) 30 (30.0) 27 (30.7)
Progressive disease, n (%) 20 (20.0) 13 (14.8)
Not evaluable, n (%) 2 (2.0) 4 (4.5)
Death before post-baseline 6 (6.0) 13 (14.8)
scan, n (%)
No post-baseline scan, n (%) 2 (2.0) 3 (3.4)
mDoR, mo (95% Cl) NE (5.9—NE) NE (6.6—NE)
Disease control rate % (95% Cl) 70.0 (60.0, 78.8) 62.5 (51.5, 72.6)
mOS, mo (95% Cl) 14.3 (10.8—NE) NE (12.4—NE)
mPFS, mo (95% Cl) 4.9 (2.9—6.7) 3.9 (2.6—4.4)

ITT = intent to treat; ORR = objective response rate

Paz-Ares L et al. ESMO 2023;Abstract LBA92.
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Thank you for joining us!

Please take a moment to complete the survey
currently up on Zoom. Your feedback
is very important to us. The survey will remain open
for 5 minutes after the meeting ends.

CME and MOC credit information will be emailed to
each participant within 5 business days.




