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We Encourage Clinicians in Practice to Submit Questions

Research

Feel free to submit questions now before the program
begins and throughout the program.
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Meet The Professor with Dr Wakelee

Module 1: Case Presentations — Part 1

Module 2: Current and Emerging Immunotherapeutic Strategies for
Metastatic Non-Small Cell Lung Cancer (mNSCLC)

Module 3: Case Presentations — Part 2

Module 4: Antibody-Drug Conjugates and Other Management Approaches
for mMNSCLC without Actionable Genomic Alterations

Module 5: Case Presentations — Part 3




Meet The Professor with Dr Wakelee

Module 1: Case Presentations — Part 1

* Dr Mulherin: 59-year-old man with metastatic carcinoma of the lung, no AGA, PD-L1-negative
* Dr Patel: 62-year-old man with metastatic squamous cell carcinoma of the lung, PD-L1-negative

* Dr Rudolph: 67-year-old man presenting with metastatic adenocarcinoma of the lung, multiple
bone metastases, no AGA; PD-L1 20%; enrolled on ECOG-EA5163
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Case Presentation: 59-year-old man with metastatic

carcinoma of the lung, no AGA, PD-L1-negative

Dr Brian P Mulherin
(Indianapolis, Indiana)

Case Presentation: 62-year-old man with metastatic
squamous cell carcinoma of the lung, PD-L1-negative

g
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Dr Taral Patel
(Columbus, Ohio)
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1% line freatment*

Pemetrexed 500 mg/m? IV over 10 min

Arm A Pembrolizumab 200 mg IV over 30 min followed by
* | onday 1 of each cycle (every 3 weeks) T ™| Carboplatin AUC 5 IV over 30 min on day 1
R Repeat for 4 cycles or until disease progression
A
N X
D ) 2™ line treatment®*
Stratification 0 1% line reatment*
» PD-L1 status ® ArmB _ Pembrolizumab 200 mg IV over 30 min
(tumor proportion | , | Pembrolizumab 200 mg IV over 30 min , | followed by
score 1%49% —+ W on day 1 of each cycle (every 3 weeks) Pemetrexed 500 mg/m? IV over 10 min
vs = 50%) A followed by
* Smoking status T Carboplatin AUC 5 IV over 30 min on day 1
(ever vs never) I 1% fine treatment Repeat for 4 cycles or until disease progression
o
N Induction (4 cycles max Maintenance** 1 '
Pembrolizumab 200 mg IV Pembrolizumab 200 mg IV S L
ArmC over 30 min followed by over 30 min followed by "
" | Pemetrexed 500 mg/m2IV | " | Pemetrexed 500 mg/m2 IV . Not specified
over 10 min followed by over 10 min on day 1
Carboplatin AUC 5 IV
Accrual goal = 600 patients over 30 min on day 1

Cycle = 3 weeks (21 d)
*Repeat until progression or maximum of 2 years. If maximum treatment duration is reached prior to PD, or freatment is discontinued for any other reason, patient will remain

in observation until progression. If patient doesn't continue onto 2™ line treatment, he/she will proceed to long-term follow-up.

§Following completion of 2™ line treatment, patient will proceed to long-term follow-up.

tAfter cycle 4, pemetrexed can be given alone as maintenance until disease progression or unacceptable toxicity per standard of care.

tAfter cycle 4, pembrolizumab and pemetrexed should be given as maintenance until disease progression or 2 years of treatment for pembrolizumab in total across 1% and 2 line

treatment. If disease progression is not seen after 2 years, pemetrexed alone may continue until progression per standard of care.

TIf disease progression occurs prior to the completion of 4 cycles, patients should instead enter long-term follow-up and continue to 2% line treatment off-study, per standard of care.

"Patient enters long-term follow-up and receives 2nd line treatment off-study, per standard of care.

**Repeat for 2 years of total treatment across induction and maintenance, or until disease progression. If after 2 years there is no progression, pemetrexed will continue per standard of care.

AUC = area under curve; PD = progressive disease

https://ecog-acrin.org/wp-content/uploads/2021/03/EA5163-pocket-reference-card.pdf.



Case Presentation: 67-year-old man presenting with metastatic
adenocarcinoma of the lung, multiple bone metastases, no

AGA; PD-L1 20%; enrolled on ECOG-EA5163

Dr Priya Rudolph (Athens, Georgia)
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Case Presentation: 67-year-old man presenting with metastatic
adenocarcinoma of the lung, multiple bone metastases, no

AGA; PD-L1 20%; enrolled on ECOG-EA5163 (continued)

Dr Priya Rudolph (Athens, Georgia)
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CheckMate 227: 6-yr clinical update + HRQoL
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100 (n = 396) (n = 396) (n = 397)
Median 0S,P mo 17.1 15.7 14.9
HR vs chemo 0.78 0.91 B
80— (95% Cl) (0.67-0.91) (0.78-1.06)
. 60—
S
(V4]
(@]
40— ‘
20— : ] : ] .
0 I I T i I i I i I i T i I I 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
No. at risk Months
NIVO + [Pl 396 296 246 192 154 134 123 116 104 99 90 88 80 36 4 0
NIVO 396 299 220 176 139 119 108 91 75 66 60 56 52 23 3 0
Chemo 397 306 218 166 126 98 80 72 63 56 50 46 45 16 1 0

* In an exploratory analysis of OS by histology in patients with tumor PD-L1 > 1%, 6-year OS rates with NIVO + IP|
vs chemo were 25% vs 16% (NSQ) and 14% vs 5% (SQ)4

Minimum/median follow-up for 0S: 73.5/78.8 months.
aNIVO + IPI vs NIVO OS HR was 0.86 (95% Cl, 0.74-1.01). ®PMedian OS 95% Cls were 15.0-20.2 (NIVO + IPl), 13.3-18.1 (NIVO), and 12.7-16.7 (chemo). <6-year OS rate 95% Cls were 18-26 (NIVO + IPI),
12-19 (NIVO), and 10-17 (chemo). ¢NIVO + IPI vs chemo OS HRs were 0.83 (95% ClI, 0.68-1.00; NSQ) and 0.70 (95% Cl, 0.53-0.92; 5Q).

Courtesy of Edward B Garon, MD, MS. Ramalingam et al. WCLC 2023;Abstract OA14.03.



CheckMate 227: 6-yr clinical update + HRQoL

OS in patients with tumor PD-L1 < 1%?2

NIVO + IPIP NIVO + chemo Chemo
100—4 (n = 187) (n=177) (n = 186)
" Median 0OS,< mo 17.4 15.2 12.2
HR vs chemo 0.65 0.79 _
80— (95% CI) (0.52-0.81) (0.64-0.98)
. 60—
&
é 23%
407 13% 19% 16%¢
10% 12; 10%¢
20— : ’ 5% NIVO + IP|
i i : i EBEEDO0—@-a NIVO s chemo
E : : : T =+—— Chemo
0 | | T | T ] | | | ] T ] | | 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
No. at risk Months
NIVO + [Pl 187 142 110 88 74 67 59 49 41 38 33 30 27 11 3 0
NIVO + chemo 177 139 102 78 60 42 34 27 22 19 17 17 16 5 0 0
Chemo 186 135 92 62 41 33 27 22 18 16 12 11 9 5 1 0

* In an exploratory analysis of OS by histology in patients with tumor PD-L1 < 1%, 6-year OS rates with NIVO + IPI
vs chemo were 15% vs 6% (NSQ) and 18% and 4% (SQ)®

Minimum/median follow-up for 0S: 73.5/78.8 months.

a6-year OS rates in the combined tumor PD-L1 = 1% and < 1% population were 20% (95% Cl, 17-23; NIVO + IPI) and 11% (95% Cl, 8-13; chemo). PNIVO + IPI vs NIVO + chemo OS HR was 0.80
(95% Cl, 0.64-1.00). “Median OS 95% Cls were 13.2-22.0 (NIVO + IPI), 12.3-19.8 (NIVO + chemo), and 9.2-14.3 (chemo). 96-year OS rate 95% Cls were 11-22 (NIVO + IPl), 6-15 (NIVO + chemo), and

3-9 (chemo). eNIVO + IPI vs chemo OS HRs were 0.69 (95% Cl, 0.54-0.89; NSQ) and 0.52 (95% Cl, 0.34-0.82; SQ).

Courtesy of Edward B Garon, MD, MS.

Ramalingam et al. WCLC 2023;Abstract OA14.03.



CheckMate 9LA: 5-Year Update

OS in subgroups by PD-L1 expression

PD-L1 > 1%
100 -
\ NIVO + IPl + chemo Chemo
‘ (n = 204) (n = 204)
80 Median 0S,= mo 15.8 10.9
HR (95% Cl) 0.73 (0.59-0.90)
65%
60 - ;
£ :
3 N\
40 : !
NIVO + IPI + chemo
— E 28% E ; ‘ . /
1 ' Q9 » : ". :
E E ; E 1% ; Chemo
0 T ; ] ; 1 ; T ; T ; 1 L}
0 6 12 18 24 30 36 42 48 54 60 66 72
Months
204 166 133 97 83 ry 58 51 A1 37 25 7 0

Courtesy of Edward B Garon, MD, MS.

PD-L1 < 1%

100 -
NIVO + IPl + chemo Chemo

(n =135) (n =129)
Me dian OS £ mo 17.7 9.8

HR (95% Cl)

0.63 (0.49-0.83)

0S (%)

NIVO + IPl + chemo
s 23% 229

13%: —9-10600~-0—©

' Lt

v 8%°+ Chemo
T T T T T 1

No. at risk

+ Pl + chemo 135 107 85 66 50 40 34 32 31 30 22 6 0

Reck M et al. ASCO 2024:Abstract 8560.



- Johnson ML. ASCO 2021
POSEIDON StUdy DeS|gn Courtesy of Edward B Garon, MD, MS.

Phase 3, global, randomized, open-label, multicenter study

BIVE I ERE o e je Wl | Primary endpoints

Durvalumab 1500 mg +

» + pemetrexed? * PFS by BICR (D+CT vs CT)
. Stage IV CT*a3w (4 cycles) until PD - OS (D+CT vs CT)
NSCLC
* No EGFR or Key secondary endpoints
ALK alterations Durvalumab 1500 mg q4w « PFS by BICR (D+T+CT vs CT)
) Durvalumab 1500 mg + + tremelimumab 75 mg + OS (D+T+CT vs CT)
ECOGPSOorl .
. tremelimumab 75 mg + (week 16 only)* « OSin patients with bTMB
* Treatment-naive CT*q3w (4 cycles) + pemetrexed? >20 mut/Mb (D+T+CT vs CT)
for metastatic Stratified b until PD
. ratified by:
disease . PD.LL Additional secondary endpoints
N=1013 expression * ORR, DoR, and BOR by BICR
randomized TC 250% vs : « PF 12 h
( ) (<50%) Platinum-based CT* Pemetrexedt . HR%ET_ months
. Disease stage gy (U io G ereles) Uil ED . Safety and tolerability
(IVA vs IVB)
» Histology

*CT options: gemcitabine + carboplatin/cisplatin (squamous), pemetrexed + carboplatin/cisplatin (non-squamous), or nab-paclitaxel + carboplatin (either histology);
TPatients with non-squamous histology who initially received pemetrexed during first-line treatment only (if eligible); *Patients received an additional dose of tremelimumab post CT (5th dose)

BICR, blinded independent central review; BOR, best objective response; bTMB, blood tumor mutational burden; D, durvalumab;

IA-SLC 2021 World Conference on Lung Cancer DoR, duration of response; ECOG, Eastern Cooperative Oncology Group; HRQoL, health-related quality of life; Mb, megabase;

mut, mutations; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival;

wcbe{ () -
/| SEPTEMBER 8-14, 20211 WORLDWIDE VIRTUAL EVENT PS, performance status; q3w, every 3 weeks; q4w, every 4 weeks; T, tremelimumab; TC, tumor cell




Durvalumab + Tremelimumab + CT vs CT: 5-year OS
T+D+CT vs CT

T+D+CT CT
Events/patients, n/N (%) 279/338 (82.5)  304/337 (90.2)
mOS, months (95% CI) 14.0 (11.7-16.1) 11.6 (10.5-13.1)
HR* (95% Cl) 0.76 (0.64-0.89) —

1.0

0.8 1

0.6+

0.4 -
32.8%

Probability of OS

24.9Y%
° 20.9%

0.2- 21.8% \Hm 15.7%
13.3% i o

8.5% 6.8%

OO 1 1 | | | | ]
0 6 12 18 24 30 36 42 48 54 60 66 72
Time from randomisation (months)

No. at risk
T+D+CT 338 256 183 136 108 88 81 71 66 56 47 21 3

CT 337 235 188 110 70 B0 42 31 25 21 20 10 2

Courtesy of Edward B Garon, MD, MS. Peters et al. ESMO 10 2023;Abstract LBA3.



- |
HARMONI-2: Phase 3 Study of lvonescimab vs. Pembrolizumab as
1L Treatment for PD-L1-positive Advanced NSCLC - Study Design

lvonescimab (AK112/SMT112) is an anti-PD-1/VEGF bispecific
antibody displaying cooperative binding characteristics.

A randomized, double-blind, phase 3 study?

Patient Population Ivonescimab
h— Anti-VEGF — ‘ Stage I1IB-IV aNSCLC 20 mo/k Q3W (NZI 98) Treatment until
. : : &/Kg no clinical
% { *  No prior systemic therapy benefit
* No EGFR mutations or ALK unacceptable
__ Engineered rearrangements toxicity or up to
MY - ECOGPSOorl - Pembrolizumab _ | 24 months
N=398
PD-L1 TPS >1% 200 mg Q3W (N=200)
‘(\ / . . ( )
N T Stratification Endpoints
s * Clinical stage (IIIB/C vs. IV)
Anti-PD-1 _ s Primary: PFS by blind IRRC per RECIST v1.1
* Histology (SQ vs. non-SQ) Secondary: OS, PFS assessed by INVs, ORR, DoR, TTR and safety
* PD-L1 TPS (>50% vs. 1-49%) \Exploratory: QoL )

Zhang L et al. ASCO 2024;Abstract 8508.
Zhou C et al. WCLC 2024:Abstract PL02.04.



HARMONI-2: Phase 3 Study of lvonescimab vs. Pembrolizumab as
1L Treatment for PD-L1-positive Advanced NSCLC — Response

100

80

N
)

ORR, DCR (%)
s

20

89.9%
DCR

Ivonescimab

70.5%
DCR

Pembrolizumab

Ivonescimab Pembrolizumab
(n=198) (n=200)
ORR, % 50.0 38.5
95% CI) (42.8,57.2) (31.7,45.6)
DCR, % 89.9 70.5
95% CI) (84.8,93.7) (63.7,76.7)
Median DoR, mos NR NR
95% CI) (NE, NE) (8.28, NE)

ORR and DCR were higher with ivonescimab vs.

pembrolizumab.

Zhou C et al. WCLC 2024:Abstract PL02.04.



HARMONI-2: Phase 3 Study of lvonescimab vs. Pembrolizumab as
1L Treatment for PD-L1-positive Advanced NSCLC - PFS
Primary endpoint: PFS per IRRC

Ivonescimab Pembrolizumab
(n=198) (n=200)
100 — mPFS, mos 11.14 5.82
(95% CI) (7.33,NE) (5.03,8.21)
207 Stratified HR 0.51
80 (95% CI) (0.38, 0.69)
70 p-value <0.0001
< 60 — 9-mo: 56% (47, 64)
5 50 --- ====
=) 1 i
40 : E
30 - E 9-mo: 40% (32, 48) 1‘ ) E
20 - E E
+ Censor : X
10 - Ivonescimab : | Median Follow-up: 8.67 months
o Pembrolizumab : :
(I) i é ; :1 ; é 'I/ sla 9 1|o 1|1 1I2 1|3 1I4

Time (months)
Number at risk (Events)

Ivonescimab 198(0) 189(3) 175(13) 156(26) 148(32) 128(44) 99(50) 68(60) 59(67) 38(68) 14(71) 11(71) 3(72) 2(72) 0(72)
Pembrolizumab 200(0) 187(9) 141(52) 121(69) 119(70) 103(81) 74(95) 53(101) 45(102) 25(106) 9(112) 5(112) 0(112)

Ivonescimab demonstrated a statistically significant improvement in PFS vs. pembrolizumab with HR = 0.51,
and a 5.3 months improvement in mPFS.
Zhou C et al. WCLC 2024;Abstract PL02.04.



HARMONI-2: Phase 3 Study of lvonescimab vs. Pembrolizumab as
1L Treatment for PD-L1-positive Advanced NSCLC — Subgroups

Key PFS Subgroup Analyses

PD-L1 Low (TPS 1-49%) PD-L1 High (TPS >50%)

100 100 =
920 1 90 - :
Stratified HR 0.54 Stratified HR 0.46
80 80+
(V) (V)
m (95% CI) (0.37,0.79) o 95%C (0.28,0.75
oy 60 - o 60
PD-L1 expression ; ¢
5 50 E 50
40 40 -
30 30
20 2
+ T + C T
10 Ivonescunab 10 | = Ivonescimal b
Pembrolizumab Pembrolizumab
vvvvvvvvvvvvvvvv 0 T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 0 1 2 3 4 5 6 T 8 9 10 11 12 13 14
Time (months) Time (months)
Numbe k (E ) nmber at nsk (E )
escunal 15(0) 112(1) 102(8) 90(15) 84(20) 67(30) 54(34) 34(41) 28(46) 15(47) 6(47) 4(47) 2(47) 1(47) 0(47) Ivonescimab  83(0) 77(2) 73(5) 66(11) 64(12) 61(14) 45(16) 34(19) 31(21) 23(21) 8(24) 7(24) 1(25) 1(25) 0(25)
Pembrolizumab  115(0) 108(4) 72(37) 62(47) 61(47) 50(54) 37(58) 24(63) 21(63) 13(63) 2(67) 1(67) 0(67) Pembrolizumab  85(0) 79(5) 69(15) 59(22) 58(23) 53(27) 37(37) 29(38) 24(39) 12(43) 7(45 5) 0(45
04 Squamous 10 Non-Squamous
90 90 R
" Stratified HR 0.48 Stratified HR 0.54
9 (95% CI) ( )
(95%CID) (031, 0.74) 95% C 0.36, 0.82
NSCLC Histol E = ¥ &
istology : P w
40 40
30 30
20 20
+ +  C
10 I b 10 o = Ivone b
embrolizumab e Pembrolizumaby
................................
1 3 5 6 9 1 11 1 13 1 0 1 3 4 5 6 7 8 9 10 1n 1 13 1
Time (months) Time (months)
ber at sk (Events) Numb sk (Events)
Ivonescumab 2) 79(7) 71(12) 70(13) 63(17) 49(20) 37(27) 32(32) 21(32) 8(35) 5(35) 1(35) 1(35) 0(35) Ivonescumab | 2(1) 96(6) 8S(14) 78(19) 65(27) 50(30) 3 2 1 6(36) 2(37) 1
Pembrolzumab  91(0) 87(3) 65(24) 56(32) 55(32) 51(35) 32(46) 25(49) 20(49) 13(51) 2(56) 1(56) 0(56) Pembrohzumab  109(0) 100(6) 76(28) 65(37) 64(38) S2(46) 42(49) 28(52) 25(53) 12(55) 7(56) 4(56) 0(56)

Ivonescimab showed meaningful improvement in PFS vs. pembrolizumab in patients with both low and high PD-L1,
with squamous or non-squamous advanced NSCLC.

Zhou C et al. WCLC 2024:Abstract PL02.04.



HARMONI-2: Phase 3 Study of Ivonescimab vs. Pembrolizumab as
1L Treatment for PD-L1-positive Advanced NSCLC — Safety

TRAES The Most Common TRAESs (incidence >10%)
Ivonescimab Pembrolizumab i ;
Safety S 'y, n (% = = Ivonescimab Pembrolizumab
el S, [ (20) (n=197%) (n=199%) Total 898 294 15.6 81.9
TRAE:s (all grades) 177 (89.8) 163 (81.9) Proteinuria 315 30 10.1
Grade>3 58 (29.4) 31(15.6) Aspartate aminotransferase increased 19.8 05 15.6
Serious TRAEs 41 (20.8) 32 (16.1) Hypercholesterolacmia 16.2 10.1
. . ) ) Blood bilirubin increased 15.7 10jfos 116
Leading to discontinuation 3(1.5) 6 (3.0) i
] Hypertension 157 5.1 b 25
Leading to death 1(0.5) 2(1.0) Alanine aminotransferase increased 147 0005405 121
Ivonescimab showed a manageable safety profile, Hypothyroidism 142 95
which was consistent with previous studies. Anaemia 132 R 05 146
Hypoalbuminaemia 1.7, 05 11.1
TRAES in SQ Subgroup Amylaso increased R
- - Hyperglycaemia 112, 05ft0 116
Safety Summary, n (%) I‘,?Illlf;lolgl)ab Pem(]:lrgl;zll:;n ab Blood uric acid increased 10.7 8.0
Arthythmia 102 106 B Ivonescimab, >=grade 3
TRAEs (all grades) 77(85.6) 73(80.2) Hypertriglyceridaemia 10220005 7.0 O Ivonescimab, all grades
E Pembrolizumab, >=grade 3
Grade>3 2022.2) 17787 Rash 76 [0S 141 O Pembrolizumab, all grades
Serious TRAESs 17 (18.9) 17 (18.7) T T T T T T T T 1 T T T T T T T T 1
. . . . 100 90 80 70 60 50 40 30 20 10 O 10 20 30 40 50 60 70 80 90 100
Leading to discontinuation 2(2.2) 3(3.3)
_ Patients (%)
Leading to death 0 1(1.1)
Ivonescimab also demonstrated a tolerable safety The differences in AEs were predominantly proteinuria, hypertension,
profile in SQ patients. and laboratory abnormalities.

Zhou C et al. WCLC 2024:Abstract PL02.04.



Acasunlimab (DuoBody PD-L1-4-1BB) alone or in
combination with Pembrolizumab in pre-treated NSCLC

Conditional
4-1BB agonist Key inclusion criteria
activity + Age>18years

+ mNSCLC with disease
progression after 21 prior
anti-PD-L1 treatment

+ Laboratory-confirmed PD-L1
expression*

Acsunlimab « ECOGPSO-1

* Adequate hematologic and

renal/hepatic function
PD-L1—expressing cell
(eg, tumor cell, antigen-presenting
cell, or immune cell)

Aerts J et al. ASCO 2024.

Uva—gOUZ>=l

Acasunlmab 100 mg IV CBW cycles 1-2,

then 500 mg IV Q6We

Acasunlimab 100 mg IV +
pembrolizumab 400 mg IV Q6WH

STUDY DESIGN

Treatment continued Primary Endpoint: ORR by
until RECIST v1.1 per investigator
* Progressive disease,
unacceptable toxicity, Key Secondary Endpoints:
or other reason for DOR, PFS, 0, AEs, and
discontinuation; or laboratory abnormalities
+ £35 doses (Q3W) or
<18 doses (Q6W) of Sele.cted Explgratory
pembrolizumab Endpoints: PK, biomarkers

Courtesy of Luis Paz-Ares, MD, PhD



Acasunlimab (DuoBody PD-L1-4-1BB) alone or in combination
with Pembrolizumab in pre-treated NSCLC (PD-L1 + subset)

Acasunlimab

Acasunlimab +

Acasunlimab +

Monotherapy Pembro Q3W Pembro Q6W
Unconfirmed ORR, % (n/n) 31.3(5/16) 20.8 (5/24) 29.6(8/27)
Confirmed ORR, % (n/n) 12.5(2/16) 18.2 (4/22) 16.7 (4/24)
Confirmed DCR, % (n/n) 50.0 (8/16) 59.1(13/22) 75.0 (18/24)
Median DOR, mo (95% Ci) 2.0 (L6-NR) 5.2 (3.5-NR) NR (NR-NR)
6-month PFS rate, % 0 14 34
12-month OS rate, % (95% Cl) 30 (9-54) 26 (6-52) 69 (43-85)
KR, not reached. Data cutoft: March 22, 2024, Centrally confirmed PD-L1* patients are shawn.
Antitumor activity by confirmed best overall response
100 - Mono, TPS 1-49% 1 Mono, TPS 250%
mm Combo Q3W, TPS 1-49% 1 Combo Q3W, TPS 250%
5] # Combo Q6W, TPS 1-49% M Combo Q6W, TPS 250%
& 50 -
&
b ;
=R | [T
2 il
&
£ 0
T 0050, il 11 TIHITTIBTT
i =L [
§ -25 D095,
8 L [ S
& D000pg i I‘{ 11 [
c = .
E Z g PRSDpp 1 |
D750 Psosopg |
b |
75 | ol
PRHS,
-100 - ey

Aerts J et al. ASCO 2024.

Overall survival (%)

Acasunlimab monotherapy
<%= Median 5.5 months
(95% Ci, 3.0-NR)

Acasunlimab + pembro Q3W
= Median 8.6 months
(95% Cl, 3.3-NR)

Acasunlimab + pembro Q6W
== Median 17.5 months

(95% Cl, 6.9-NR)
| ¥ SEEEE S W
20
- T T T T T T T 1
z i A, 3 12 15 18 21 24 27 30
Patients at risk Time (months)

Acasuniimab 1% 1 2 1 ) 0 0 ]
manotherapy

Acasuniimab + 25 % (1] a o

pembro O3W = - ]

Acasunilimab + 38 20 3 2 1 1 1 1

pembro QW

TRAEs Reported in 25% of Patients in Any Treatment Group

j—— = —— IRl
Liver-related events* e | 286
VYIS 104
U — 227
Asthenia 119
ey I 122
. 45
Fatigue 14
== w82
182
Diarrhea 119
I 102
182
Nausea
Anemia
Thrombocytopenia :
Arthralgia =
Blood alkaline phosphatase inareased 24
. 2.0
. 91
Decaeased appeche —_— 6‘17'1 Mono, Grade 1-2
D s 24 e # Mono, Grade 23
B 20 o Combo Q3W, Grade 1-2
Cough s 1 & Combo Q3W, Grade 23
) i Combo Q6W, Grade 1-2
Pyrexia
S 63 B Combo Q6W, Grade 23
0 5 10 15 20 5 30 3

Courtesy of Luis Paz-Ares, MD, PhD



Meet The Professor with Dr Wakelee

Module 3: Case Presentations — Part 2

* Dr Rudolph: 63-year-old African American man with 6.2-cm squamous cell carcinoma of right upper
lung receives neoadjuvant treatment as per CheckMate 816

* Dr Lamar: 69-year-old man with pT2aNO invasive adenocarcinoma of the right lower lung, no AGA;
PD-L1 5%



Case Presentation: 63-year-old African American man with
6.2-cm squamous cell carcinoma of right upper lung receives

neoadjuvant treatment as per CheckMate 816

Dr Priya Rudolph (Athens, Georgia)

RTP

RESEARCH
YO PRACTICE



Case Presentation: 69-year-old man with pT2aNO invasive
adenocarcinoma of the right lower lung, no AGA; PD-L1 5%

Dr Zanetta S Lamar (Naples, Florida) RTP

RESEARCH




Meet The Professor with Dr Wakelee

Module 1: Case Presentations — Part 1

Module 2: Current and Emerging Immunotherapeutic Strategies for
Metastatic Non-Small Cell Lung Cancer (mNSCLC)

Module 3: Case Presentations — Part 2

Module 4: Antibody-Drug Conjugates and Other Management Approaches for

MNSCLC without Actionable Genomic Alterations

Module 5: Case Presentations — Part 3

RESEARCH
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TROPION-Lung01: Dato-DXd vs Docetaxel in Previously
Treated Advanced NSCLC With or Without AGAs

* Global, randomized, open-label phase Il trial

Dato-DXd
Patients with previously 6 mg/kg Q3W
treated™ stage IlIB, IIIC, or IV / (EPLL)
NSCLC; no prior docetaxel;
ECOG P50-1 \ Docetaxel
(N = 604)

75 mg/m? Q3W
(n =305)

* Dual primary endpoints: PFS (BICR), OS
= Secondary endpoints: ORR (BICR), DoR (BICR), safety

Lisberg. ESMO 2023. Abstr LBA12. Courtesy of Luis Paz-Ares, MD, PhD




TROPION-Lung01: Efficacy by Histology

Nonsgquamous Squamous
100 (with and without AGAs) 100- (with and without AGAs)
Dato-DXd Docetaxel Dato-DXd Docetaxel
T 80+ mPFS, mo 5.6 3.7 801 mPFS, mo 2.8 3.9
> HR (95% CI) 0.63(0.51-0.78) 9 HR (95% CI) 1.38(0.94-2.02)
5 607 ORR, % 312 128 2097 ORR, % 9.2 12.7
-rlg DoR, mo 7.7 5.6 2 DoR, mo 5.9 8.1
= 40- 2 40+
(a8 o
w a
(72
% 20- % 20-
+ Censored . + Censored
O | | | | | | | | | | | | | | | | O | | | | | | | | | | | | | | | | | |
Patients at O 2 4 6 . 8 10 . 12. 14 16 18 pientsat © 2 4 6 _ 8 10 . 12_ 14 16 18
Risk, n Mo Since Randomization Risk, n Mo Since Randomization

Dato-DXd 229 178 134 86 68 41 20 7 1 0 Dato-DXd 70 38 22 10 6 5 4 3 1 0
Docetaxel 232 135 90 50 32 14 10 4 0 0 Docetaxel 73 51 30 13 10 5 4 3 0 0

HR for PFS for nonsquamous without AGAs: 0.71 (0.56-0.91)

Lisberg. ESMO 2023. Abstr LBA12. Courtesy of Luis Paz-Ares, MD, PhD



M | 2024 World Conference | SEPTEMBER 7-10, 2024 HWCLC24

on Lung Cancer ' SAN DIEGO, CA USA wclc2024.iaslc.org

Overall survival: ITT TROPION-Lung

100- o Dato-DXd
Overall survival N=299
80 Median (95% CI), months 12.9 (11.0-13.9) 11.8 (10.0-12.8)
HR (95% CI) 0.94 (0.78-1.14)
P value 0.530
— _ 0
L 60 53.8% Pre-specified boundary 0.045
~ : (2-sided) '
n |
O 404 |
20 | i
— Dato-DXd ! !
0 | | | | | i | | | | | i | | | | |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. at risk: Months
Dato-DXd 299 272 242 213 190 168 151 124 106 84 71 51 35 22 16 5 1 0

aMedian (95% CI) OS follow-up was 23.1 (22.0, 24.8) months for Dato-DXd and 23.1 (21.7, 24.2) months for docetaxel. PAt primary OS analysis (data cutoff: March 1, 2024), 433 OS events (IF) were observed.
Cl, confidence interval; Dato-DXd, datopotamab deruxtecan; HR, hazard ratio; IF, information fraction; ITT, intention to treat; OS, overall survival.

Jacob Sands, MD | Final Overall Survival from TROPION-Lung01 Courtesy of Luis Paz-Ares, MD, PhD



M | 2024 World Conference | SEPTEMBER 7-10, 2024 HWCLC24

" | on Lung Cancer ' SAN DIEGO, CA USA wclc2024.iaslc.org

L]

Overall survival by histology TROPIO N-tungor

Nonsquamous Sgquamous
Overall survival Overall survival
100 - Median (95% CI), months 14.6 (12.4-16.0) 12.3 (10.7-14.0) 100- Median (95% CI), months 7.6 (5.0-11.0) 9.4 (7.2-12.5)
HR (95% ClI) 0.84 (0.68-1.05) HR (95% CI) 1.32 (0.91-1.92)
80 - 80 -
E\i 60 - : e\i 60 -
%) ! %)
O 40 | O 404 i
i i
1 1
20 | — Dato-DXd : : 20 —— Dato-DXd :
1
1 1 1 Sy
1 1 1 13.7% 1 T ~+
0 — T T T T T T T T T T T T T 0 | N S S S P S S I I S S B R S E— —
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
No. at risk: Months Months
Dato-DXd 234 220 200 180 161 141 130 112 97 76 63 46 31 20 15 4 1 0 65 52 42 38 29 27 21 12 9 9 9 5 4 2 1 1 0 0

* In patients with NSQ histology, 16% risk reduction for death and 2.3-month improvement in median OS with Dato-DXd

* OS improvements were seen regardless of actionable genomic alteration status?:
* Present: 15.6 vs 9.8 months (HR [95% CI], 0.65 [0.40-1.08]); Absent: 13.6 vs 12.3 months (HR [95% CI], 0.89 [0.70-1.13])

Data cutoff: March 1, 2024.
aPercentages are based on the number of patients in the respective actionable genomic alteration subsets. Values were calculated based on patient data in the electronic case report forms.

Cl, confidence interval; Dato-DXd, datopotamab deruxtecan; HR, hazard ratio; NSQ, nonsquamous; OS, overall survival.

Jacob Sands, MD | Final Overall Survival from TROPION-Lung01 Courtesy of Luis Paz-Ares, MD, PhD



Datopotamab Deruxtecan: New Biologics License Application
Submitted for Accelerated Approval for Previously Treated Advanced
NSCLC with EGFR Mutations

Press Release: November 12, 2024

“[The manufacturers] have submitted a new Biologics License Application (BLA) for accelerated approval in
the US for datopotamab deruxtecan (Dato-DXd) for the treatment of adult patients with locally advanced or
metastatic epidermal growth factor receptor-mutated (EGFR) non-small cell lung cancer (NSCLC) who have
received prior systemic therapies, including an EGFR-directed therapy.

The companies have voluntarily withdrawn the BLA in the US for datopotamab deruxtecan for patients
with advanced or metastatic nonsquamous NSCLC based on the TROPION-Lung01 Phase lll trial.

The decision to submit a new BLA for EGFR-mutated NSCLC and withdraw the previously submitted BLA for
nonsquamous NSCLC was informed by feedback from the US Food and Drug Administration (FDA).

The new BLA is based on results from the TROPION-Lung05 Phase Il trial and supported by data from the
TROPION-LungO01 Phase Il and TROPION-PanTumor01 Phase | trials.”

https://www.astrazeneca.com/media-centre/press-releases/2024/dato-dxd-new-bla-submitted-nsqg-bla-withdrawn.html



TROPION-Lung02: Datopotamab deruxtecan (Dato-DXd) plus
pembrolizumab +/- chemotherapy as 1L therapy for NSCLC

Key eligibility criteria

« Advanced/metastatic - Dose expansion
NSCLC « <1 line of platinum CT (cohorts 1 and 2)¢

- Dose escalation®; - Treatment-naive (cohort 2; enrollment after
<2 lines of prior therapy® June 30, 2022)¢

« Treatment-naive (cohorts 3-6)°

Data cutoff: October 31, 2023.

1L Patients Only Dato-DXd N Pembro N Platinum CT
IV Q3W IV Q3W IV Q3W
Cohort 1 (n=2): 4 mg/kg + 200 mg
Doublet
Cohort 2 (n=40): 6 mg/kg + 200 mg
Cohort 3 (n=14): 4 mg/kg + 200 mg + carboplatin AUC 5 I
Cohort 4 (n=26): 6 mgl/kg + 200 mg + carboplatin AUC 5 Triplet
— Triple
Cohort 5 (n=8): 4 mg/kg + 200 mg + cisplatin 75 mg/m? »
Cohort 6 (n=6): -

Courtesy of Edward B Garon, MD, MS. Levy BP et al. ASCO 2024



Best Overall Tumor Change From Baseline in 1L
Patients- Datopotamab Deruxtecan + 10 regimens
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Patients with no baseline target lesions or no postbaseline tumor assessments were excluded from the waterfall plot.

Courtesy of Edward B Garon, MD, MS.

Levy BP et al. ASCO 2024



TROPION-Lung08: A Phase Il Study of Datopotamab Deruxtecan
and Pembrolizumab as First-Line Therapy for Advanced NSCLC

Patient population (N = 740)

Stage llIB, lIC, or IV NSCLC

No actionable genomic alterations
(documented EGFR/ALK/ROS1 negative)

No previous systemic therapy for adv/met NSCLC®
ECOGPSOor1
Central PD-L1 TPS 250%

s

Stratified by:

* Histology (squamous vs nonsquamous)
* Geography (East Asia vs rest of world)

* Smoking status (former/current vs never)
* ECOGPS(0vs 1)

o

Levy BP et al. Future Oncol 2023;19(21):1461-72.

Dato-DXd 6 mg/kg IV Q3W

+
r Pembrolizumab 200 mg IV Q3W

R
1:1

L Pembrolizumab 200 mg IV Q3W

Treatment until:

Occurrence of progressive disease by

BICR, unacceptable toxicity, or other
discontinuation criteria

Completion of 35 cycles of pembrolizumab
(no maximum limit for Dato-DXd)

RTP

RESEARCH
1O PRACTICE



EVOKE-01: Sacituzumab Govitecan vs Docetaxel in
Adv NSCLC Previously Treated With Platinum and ICI

* Open-label, multicenter, randomized phase Ill trial'?

Stratified by histology (sq vs nonsq), response to last prior immune therapy (PD/SD vs CR/PR),
receipt of prior targeted therapy for AGA (yes vs no)

Adults with stage IV NSCLC with EVOKE-01 did not meet its

P pp——

platinuzfjtla;)f:j pé"TCaF;?j ElaétliLerapy- Sacituzumab Govitecan primary endpoint of OS,
o1 targeted tx for AGAS: ’ 10 mg/kg IV onDay1, 8 but did show
== targeted e ior > / 21-day cycle ool
testing for EGFR, ALK, PD-L1 required, numerical improvement,
testing for other AGAs recommended; including in both nonsq and
ECOG PS 0/1; no active CNS metastases \ sq disease as well as those
and/or carcinomatous meningitis nonresponsive to last prior
(N =520) therapy3

Tx continued until PD or unacceptable toxicity.

" Primary endpoint: OS
= Secondary endpoints: PFS, ORR, DoR, DCR by inv per RECIST v1.1, safety, QoL

1. Garassino. ASCO 2023. Abstr TPS9149. 2. NCT05089734.
3. Press release (Jan 22, 2024); data presentation at upcoming medical meeting awaited. Courtesy of Luis Paz-Ares, MD, PhD



A | 2024 World Conference | SEPTEMBER 7-10, 2024 #WCLC24

on Lung Cancer ' SAN DIEGO, CA USA wclc2024.iaslc.org

Background: EVOKE-01 Primary Results?

* There was a clinically meaningful OS improvement favoring SG over docetaxel patients with mNSCLC non-
responsive (SD/PD) to their last anti-PD-(L)1—containing regimen
= Here we discuss this subgroup

OS: ITT OS: Key Subgroups
100 A
— DBECEVE Subgroup Hazard ratio HR (95% CI)
(N=299) (N =304)
90 - - - Overall (N = 603) . 0.84 (0.68—1.04)
Median, months 111 9.8 :
! Histology
- 95% CI 4-12. .1-10.
= 80 (95% Cl) ® 3) (817108 Squamous (n = 164) —— 0.83(0.56-1.22)
9\_, 70 HR (95% ClI) 0.84 (0.68-1.04) Nonsquamous (n = 439) - 0.87 (0.68-1.11)
> 1-sided P-value? 0.0534 Best response to last anti-PD-(L)1-containing
= 60 7 regimen
38 - [ SD/PD (nh =383, 63.5%) = 0.75(0.58-0.97) |
o CR/PR (n = 219) [ P— 1.09 (0.76-1.56)
o 40 Received prior therapy for AGA
(% No (n = 559) 1 0.89 (0.72-1.11)
o 307 36.7% + Yes (n = 44) — 0.52 (0.22-1.23)
20 - Age group
< 65 years (n = 297) —— 0.80 (0.59-1.08)
1077 sC > 65 years (n = 306) 1 0.90 (0.68—1.20)
0 Docetaxel Baseline ECOG PS
I I I I I I I I I _
0 2 4 6 8 10 12 14 16 18 20 2 (n= ﬁg) = é-gi’ (8-22‘1-82)
Patients still at risk, N (events) Time (monthS) (0= ) T T T | T T — (0.64-1.04)
SG 299 (0) 275 (23) 234 (63) 212 (83) 175 (112)140 (137) 76 (150) 40 (162) 17 (166) 10 (167) O (168) 0125 025 05 1 2 4 8

Docetaxel 304 (0) 277 (23) 234 (65) 201 (98) 158 (131)128 (151) 64 (178) 41 (184) 15(187) 7(187) 2 (187)

al-sided P-value for significance was P < 0.0223. AGA, actionable genomic alteration; Cl, confidence interval;, CR, complete response; ECOG PS, Eastern Cooperative Onoology Group performance status; HR, hazard ratio; [TT, intent-to-treat; MNSCLC,
metastatic non-small cell lung cancer OS, overall survival; PD, progressive disease; PD-(L)1, programmed death (igand) 1; PR, partial response; SD, stable disease; SG, sadtuzumab govitecan. 1. Paz-Ares LG, et al. J Clin Oncol. 2024; JCO.24.00733

DOI:10.1200/JCO.24.00733. Courtesy of Luis Paz-Ares, MD, PhD

Marina Garassino | Sacituzumab Govitecan vs Docetaxel in Patients With mNSCLC Non-Responsive to Last Anti-PD-(L)1-Containing Regimen: EVOKE-01



Sacituzumab Govitecan + Pembro + Carboplatin in 1L mNSCLC

EVOKE-02: A Global, Open-Label, Multicohort Phase 2 Study

Key eligibility criteria

\ 4

+ Stage IVNSCLC
* Measurable disease?

\ 4

Cohort A
PD-L1 TPS =2 50%; NSQ or SQ =
n= 30

Cohort B
PD-L1 TPS < 50%; NSQ or SQ —
n =60

SG 10 mg/kg on D1 and D8P +
Pembro 200 mg on D1¢
(21-day cycles)

* No known AGAs
« ECOG PS 01

* No prior systemic
treatment for
metastatic NSCLC

\ 4

Safety Run-in
Any PD-L1 TPS
(n=29)

Cohort C
NSQ
(n=54)

SG RP2D on D1 and D8® +
Pembro 200 mg on D1¢
+ Carbo AUC5 on D14
(21-day cycles)e

Data cutoff: 03 June 2024

Courtesy of Edward B Garon, MD, MS.

Follow-up, median (range),

months

Cohort C (NSQ)
(n = 51)3

14.5 (12.2-22.3)

14.2 (11.0-23.0)

End points
Primary
+ |IRC-ORR!
* DLTs in safety run-in
Secondary

RPEST

« OS

« DORf

+ DCRf

» Safety and tolerability

Gray et al. WCLC24,
Abstract OA-08-07.



EVOKE-02: Sacituzumab + Pembro + Carboplatin — Efficacy

Follow-up, median (range), months

Cohort C (NSQ)
SG + CP

(n=51)

14.5 (12.2-22.3)

14.2 (11.0-23.0)

ORR, % (95% Cl)

45.1 (31.1-59.7)

39.0 (24.2-55.5)

Partial response, n (%) 23 (45.1) 16 (39.0)
Stable disease, n (%) 16 (31.4) 17 (41.5)
Progressive disease, n (%) 5(9.8) 3(7.3)
Not evaluable, n (%) 7(13.7) 5(12.2)
Time to response, median (range), months 2.7 (1.2-7.2) 1.5 (1.2-5.8)
DOR, median (95% CI), months NR (3.2-NR) 11.5 (5.6-NR)
PFS, median (95% Cl), months 8.1 (5.2-15.0) 8.3 (4.3-11.2)

PFS rate at 6 months, % (95% CI)

53.7 (37.8-67.2)

64.6 (46.0~78.2)

PD-L1 TPS 1-49%
SG + CP

(n = 36)

PD-L1 TPS 2 50%
SG + CP
(n=12)

ORR, % (95% Cl) 43.2 (28.3-59.0) 33.3(18.6-51.0) 66.7 (34.9-90.1)

Partial response, n (%) 19 (43.2) 12 (33.3) 8 (66.7)
Stable disease, n (%) 15 (34.1) 16 (44.4) 2 (16.7)
Progressive disease, n (%) 3(6.8) 4(11.1) 1(8.3)
Not evaluable, n (%) 7 (15.9) 4(11.1) 1(8.3)

Gray et al. WCLC24,
Abstract OA-08-07.

Courtesy of Edward B

PFS, median (95% CI), months
Garon, MD, MS.

8.3 (5.2—15.0) 6.8 (4.0-10.7) NR (1.9-NR)




EVOKE-03: An Open-Label, Multicenter, Phase Ill Randomized Study of
Pembrolizumab with Sacituzumab Govitecan versus Pembrolizumab
Monotherapy as First-Line Treatment for PD-L1 TPS 250% mNSCLC

P Sacituzumab govitecan® 10 mg/kg IV " Pembrolizumab® 200 mg IV
DAY 1 AND DAY 8 OF 21-DAY CYCLE DAY 1OF A 21-DAY CYCLE |
Patients
with Stage IV Post-treatment
mMNSCLC; no prior 1:1 Randomization GRSl e
treatment; PD-L1 { | and long term
TPS >50% survival follow-up
N~614
Pembrolizumab® 200 mg IV T
ArmB

DAY 1 OF A 21-DAY CYCLE

RTP

RESEARCH
1O PRACTICE

https://www.gileadkiteoncology.com/ash23/pdf/US/EVOKE-03.pdf



FDA Approves Tumor Treating Fields for the Treatment of

Metastatic NSCLC
Press Release: October 15, 2024

The FDA has approved tumor treating fields (TTFields) for concurrent use with PD-1/PD-L1 inhibitors or
docetaxel in the treatment of metastatic NSCLC in adult patients who have experienced disease progression
on or after a platinum-based regimen.

Approval was based on results of the Phase Ill LUNAR trial that compared TTFields concurrent with
PD-1/PD-L1 inhibitors or docetaxel (experimental arm) to PD-1/PD-L1 inhibitors or docetaxel alone
(control arm) for patients with metastatic NSCLC progressing during or after platinum-based therapy.

The primary endpoint of the study was achieved demonstrating a statistically significant and clinically
meaningful 3.3-month (p = 0.04) extension in median overall survival (OS) for patients who received TTFields
concurrently with a PD-1/PD-L1 inhibitor or docetaxel (n = 145). The group treated with TTFields
concurrently with a PD-1/PD-L1 inhibitor or docetaxel had a median OS of 13.2 months (95% Cl, 10.3 to 15.5
months) compared to a median OS of 9.9 months (95% Cl, 8.2 to 12.2 months) in the group who received a
PD-1/PD-L1 inhibitor or docetaxel (n = 146).

https://www.novocure.com/fda-approves-novocures-optune-lua-for-the-treatment-of-metastatic-non-small-cell-lung-cancer/




Tumor Treating Flelds (TTFields): Mechanism of Action
r—> C/ .(ﬂ .\ R
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Hottinger AF et al. Neuro Oncol2016;18(10):1338-49. Courtesy of Ticiana Leal, MD



LUNAR: A Phase |ll Study of TTFields for Metastatic Non-Small Cell
Lung Cancer (IMNSCLC) Progressing on Platinum

Key eligibility criteria
« 222 years of age
» Metastatic NSCLC

» Progression on/after
platinum-based therapy

« ECOG PS 0-2

TTFields therapy*

and SOC
N=276 (Investigator’s choice
: ICIt or docetaxel)

Randomized

Baseline (121)
evaluation
(incl. MRI)

Stratified by region,
SOC treatment, and SOC

histology (Investigator’s choice
ICIt or docetaxel)

SOC = standard of care; ICl = immune checkpoint inhibitor

Leal T et al. ASCO 2023;Abstract LBA9005. Leal T et al. Lancet Oncol 2023;24(9):1002-17.

Q6W follow-up
until progression

Q6W follow-up
until progression

3 post-
progression

follow-up visits Survival

follow-up

Courtesy of Ticiana Leal, MD



LUNAR: Response and Progression-Free Survival Outcomes

TTFields therapy with Standard therapy group
standard therapy group (n=139)
(n=137) T
Patients with at least one post-baseline scan,n 122 127 E
Overall response, n (%; 95% Cl) 28 (20-4%; 14-0-28-2) 24 (17-3%; 11-4-24-6) 5
Best overall response, n (%) o
Y
Complete response 4 (3%) 1(1%) 5
Partial response 24 (18%) 23 (17%) @
Stable disease 67 (49%) 65 (47%) §
Progressive disease 24 (18%) 36 (26%)
Not evaluable 3 (2%) 2 (1%)
Number at risk
(number censored)
TTFields therapy with standard therapy
Standard therapy

1007 — TTFields therapy with standard therapy

90 —— Standard therapy

80

70

60

50

40

30

20—

109 HRo8s (95% Cl 0-67-1-11); p=0-23
"0 ; 5 15

Time since randomisation (months)

137 (0) 44 (17) 17 (24) 9(29)
139 (0) 40 (8) 21 (11) 9 (16)

Leal T et al. ASCO 2023;Abstract LBA9005. Leal T et al. Lancet Oncol 2023;24(9):1002-17. Courtesy of Ticiana Leal, MD



LUNAR: Overall Survival Outcomes
In the Intention-to-Treat Population

100 TTFields therapy with Standard therapy
90 - standard therapy (n=137) (n=139)
80 Median overall survival, months (95% Cl)  13-2 (10-3-15-5) 9-9 (8-1-11.5)
1-year overall survival (95% Cl)  53% (44-61) 42% (33-50)

70 - 2-year overall survival (95% Cl)  27% (19-36) 21% (14-29)
< 3-year overall survival (95% Cl)  18% (11-27) 7% (2-15)
— 60+
2
501
=
o 40+
>
S

30

20 -

—— TTFields therapy with standard therapy
10 —— Standard therapy
HR 0-74 (95% Cl 0-56-0-98); p=0-035
0 | T | T | | | | |
0 6 12 18 24 30 36 42 48 54
. Time since randomisation (months)
Number at risk
(number censored)
TTFields therapy with standard therapy 137 (0) 100 (9) 62 (15) 36 (26) 22 (30) 16 (34) 11 (35) 9 (37) 5(41) 3(43)
Standard therapy 139 (0) 96 (2) 54 (5) 32 (16) 16 (23) 7(27) 3(28) 0(30) 0 (30) 0 (30)

Leal T et al. ASCO 2023;Abstract LBA9005; Lancet Oncol 2023;24(9):1002-17. Courtesy of Ticiana Leal, MD



LUNAR: Safety Outcomes

ds + SOC SOC
(N=13% (n=134)
All grades Grade 23 All grades Grade 23
Any AE* 97% 59% 91% 56%
Most frequent AEs
- Dermatits 4% 2% 2% 0%
Fatigue
Musculoskeletal pain
Dyspnea
Anemia
Diarrhea
Cough
Nausea
Leukopenia
Pneumonia
Alopecia
Respiratory tract infection
Localized edema
Any serious AE
Any AE leading to discontinuation
Any AE leading to death

Leal T et al. ASCO 2023;Abstract LBA9005; Lancet Oncol 2023;24(9):1002-17. AE =adverse event Courtesy of Ticiana Leal, MD




LUNAR-2: Front-Line TTFields with ICl and Chemotherapy for mNSCLC
Figure 3. Study design

Induction: Maintenancef: Follow-up Q3W
pembrolizumab Pembrolizumab (QOW CT scan),
(200 mg) + platinum- (200 mg) + treatment until

based chemotherapy* pemetrexed* progression
Patients with non-driver

mutated, previously untreated follow-up
mNSCLC : Q3M
(N=734)
Induction: Maintenancef: Follow-up Q3W
TTFields (150 kHz; TTFields (150 kHz; 218 (QOW CT scan);
218 h/day) + h/day) + pembrolizumab treatment until
rStratiﬂed by: pembrolizumab (200 mg) + pemetrexed? progression

(200 mg) + platinum-
o PD-L1 TPS (<1% vs 1-49% vs 250%) based chemotherapy*
» Histology (squamous vs non-squamous)

Survival

« Prior immunotherapy

« Histologically/cytologically confirmed Primary* « OS and PFS per RECIST v1.1 as assessed by a BICR
stage IV NSCLC
* No prior systemic treatment for mMNSCLC

» Evaluable (measurable or non-measurable)
disease in the thorax per RECIST v1.1

» 218 years old (=22 years in the US)
+ ECOG PS 0-1

OS and PFS (by histology and PD-L1 TPS) per RECIST v1.1 as assessed by BICR
ORR, DoR, and DCR (all per RECIST v1.1 as assessed by BICR and by investigator)
Secondary |+ PFSrates at6, 12, 24 and 36 months per RECIST v1.1 as assessed by BICR

1-, 2-, and 3-year survival rates

Safety profile

Exploratory |+ PFS and OS according to in-field or out-of-field location of the disease

TPS =tumor proportion score; OS = overall survival; PFS = progression-free survival; BICR = blinded independent central review; ORR = objective response rate;
DoR = duration of response; DCR = disease control rate

Eaton M etal. ASCO 2024;Abstract TPS8665. Courtesy of Ticiana Leal, MD



Meet The Professor with Dr Wakelee

Module 5: Case Presentations — Part 3

Dr Rudolph: 62-year-old woman diagnosed in 2014 with metastatic adenocarcinoma of the
lung and treated on ECOG 5508 (carboplatin/paclitaxel/bevazicumab) receives nivolumab
on progression

Dr Rudolph: 81-year-old man with metastatic adenocarcinoma of the lung, PD-L1-negative,
no AGA, TMB 44 mut/Mb, is treated with carboplatin/paclitaxel/atezolizumab/bevacizumab
followed by atezolizumab/bevacizumab maintenance

RESEARCH
TO PRACTICE



Case Presentation: 62-year-old woman diagnhosed in 2014
with metastatic adenocarcinoma of the lung and treated on

ECOG 5508 (carboplatin/paclitaxel/bevazicumab) receives
nivolumab on progression

Dr Priya Rudolph (Athens, Georgia)




Case Presentation: 81-year-old man with metastatic
adenocarcinoma of the lung, PD-L1-negative, no AGA, TMB

44 mut/Mb, is treated with carboplatin/paclitaxel/
atezolizumab/bevacizumab followed by atezolizumab/

bevacizumab maintenance

Dr Priya Rudolph (Athens, Georgia)

RTP

RESEARCH




Contributing General Medical Oncologists

Zanetta S Lamar, MD
Florida Oncology and
Hematology

American Oncology Partners
Naples, Florida

Brian P Mulherin, MD
Hematology Oncology
of Indiana
Indianapolis, Indiana

-~

LIGHT THE NG

Taral Patel, MD
Zangmeister Cancer Center
Columbus, Ohio

Priya Rudolph, MD, PhD
Georgia Cancer Specialists

~ Athens, Georgia
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What Clinicians Want to Know: Addressing Current Questions
and Controversies in the Management of Hematologic Cancers

A CME Friday Satellite Symposium and Webcast Series
Preceding the 66th ASH Annual Meeting and Exposition

Friday, December 6, 2024

Chronic Myeloid Leukemia Myelofibrosis
7:30 AM -9:00 AM PT 11:30 AM-1:30 PM PT
Chronic Lymphocytic Leukemia Acute Myeloid Leukemia
7:30 AM -9:30 AM PT 3:15 PM -5:15 PM PT
CAR T-Cell Therapy and Bispecific Multiple Myeloma
Antibodies in Lymphoma 3:15 PM = 5:15 PM PT

11:30 AM -1:30 PM PT

RESEARCH




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.

Information on how to obtain CME and
ABIM MOC credit is provided in the Zoom chat room.
Attendees will also receive an email in
1 to 3 business days with these instructions.
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