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Current Era = Precision Medicine
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Why the CROWN Trial Earned Big Applause

Patient Power
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Very impressive HR of lorlatinib versus crizotinib

Lorlatinib (n = 149) Crizotinib (n = 147)

Events, n 55 115
PFS, months, median NR (64.3 to NR) 9.1 (7.4 to 10.9)
(95% CI)

HR (95% CI) 0.19 (0.13 to 0.27)
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TABLE 2. Summary of AEs
Lorlatinib Crizotinib
Safety Population n=149) (=142
Treatment-related AEs, No. (%)
Any grade 145 (97) 133 (94)
Grade 3/4 99 (66) 55 (39)
Grade 5 2(N 0
Serious 14 (9) 9 (6)
Leading to temporary drug discontinuation 58 (39) 51 (36)
Leading to dose reduction 31 (21) 19 (13)
Leading to permanent drug discontinuation 8 ( 8 (6)




ALK+ NSCLC

The Rich (treated with 1L lorlatinib) Get Richer  HEALTH | CANCER CENTER

PFS2: Does the benefit of the 1L treatment carry
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over into the next line of treatment?

\K\_\—L Lorlatinib
T !
1 37% Crizotinib
Lorlatinib Crizotinib
(N=149) (N=147)
PFS2, median NR 37.9
(95% Cl), months (NR-NR) (27.4-50.1)
HR (95% Cl) 0.43 (0.30-0.62)
T T T T T T T T T T T T T T T T T T T
o 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
Month

Most patients with progression on crizotinib
received 2L alectinib, not lorlatinib

First subsequent systemic Lorlatinib Crizotinib
anticancer therapy, n (%) (n=38) (n=109)
ALK TKI 23 (61) 101 (93)
Alectinib 12 (52) 68 (67)
Crizotinib 4(17) 5(5)
Ceritinib 3(13) 3(3)
Lorlatinib 3(13) 4(4)
Brigatinib 1(4) 21(21)

Chemotherapy * anti-angiogenic

13(34) 4(4)

COMPREHENSIVE

NVL-655 Is a Selective and Brain-

Penetrant Inhibitor of Diverse ALK-Mutant
Oncoproteins, Including Lorlatinib-Resistant
Compound Mutations =

Any prior ALK TKI +/- chemotherapy: ORR 38%
>3 prior ALK TKI, including 2G and lorlatinib: ORR 37%

G1202R ALK mutation: ORR 76%
Compound (= 2 mutations): ORR 58%

Treatment-Related Adverse Events (TRAEs) in 2 10% of Patients
All Treated (N =133)

Grade 1 Grade 2 Grade 3 Grade4 Any Grade

Preferred Term n (%) n (%) n (%) n (%) n (%)

ALT increased 21 (16%) 6 (5%) 17 (13%) 1(1%) 45 (34%)
AST increased 21 (16%) 7 (5%) 12 (9%) - 40 (30%)
Constipation 15(11%) 6 (5%) a - 21 (16%)
Dysgeusia 15 (11%) 2 (2%) - - 17 (13%)
Nausea 15 (11%) 1(1%) - - 16 (12%)

2% discontinued due to TRAE
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Preliminary Activity: Radiographic Tumor Response Across
Previously Treated Patients with ROS1+ NSCLC

Any Prior ROS1 TKI (range 1-4) 2 2 prior ROS1 TKis <
B b R ROS1 G2032R Resistance Mutation - . el
S u
Evaluable Patients Repotrectinib- -_— Prior Repotrectinib- ROS1 TKI
+ chemotherapy naive Prior Repotrectinib- Lorlatinib ek (crizotinib)
Repotrectinib naive
RECIST 1.1 ORR % | 44% 51% 38% 72% 41% 44% 47% 73%
(n/n) (31/71) (27/53) (3/8) (13/18) (21/51) (17/39) (17/36) (8/11)
CR 2 2 - 2 2 2 2

2 confirmed CRs ongoing with DOR 19.3+ and 26.3+ months. 5 additional CRs observed among patients without measurable disease (2 prior ROS1 TKIs [n=2], 1 prior ROS1 TKI (crizotinib [n=1],
entrectinib [n=2])), all ongoing with DOR 3.6+, 3.7+, 13.8+, 13.9+, and 18.5+ months.

Best Change in Measurable Treatment-Related Adverse Events (TRAEs) in 2 10% of Patients
- Intracranial Lesions All Treated (N = 104)
NVL-520 induced W=t i
. . e Preferred Term Grade 1 Grade 2 Grade 3 Any Grade
intracranial responses § ° . T SR T No TRAES lod n (%) n (%) n (%) n (%)
. . E® 0 -2 ‘ - - . -
following prior BE - % % % ° =S 1€ .to Oedema peripheral 15 (14%) 5 (5%) - 20 (19%)
treatment with brain-  ®: - % / discontinuation
FE- i / / ALT increased 11 (11%) : : 11 (11%)
penetrant ROS1 TKls 3 60| é /
g . / :
80 — / AST increased 11 (11%) - - 11 (11%)
100 /A
ICCBOR: PD SO SD SD* PR PR PR PR Weight increased 7 (7%) 3 (3%) 1(1%) 11 (11%)
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Antibody Drug Conjugates and Bispecific Antibodies

Datopotamad (DS-10623)
MK-2870

e

Datopotamab Deruxtecan (Dato-DXd)

sactuzumab govitecan

Disitamab vedotin

Trastuzumab Denatecan (DS-8201a)
RC48-ADC Disitamab vedotin
el HER3 ‘ Patritumab deruxtecan

el CMET e T

W Folate Recepior Aloha (FR0) |  F o¢Iot2umab Ectorbuin

W AXL I CAB-AXL-ADC, MECBOTAMAB VEDOTIN

W Nectin4 L¥4101174
Membrane-bound
oell surface receptor! Factor |1l IR XB002/ Tissue Factor (TF)
1 RO e

R CAB-ROR2-ADC. OZURIFTAMAB VEDOTIN

ADC

|
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[225ACHFPI-2068
EGFR x cMET g (2172t

MCLA-129

SLB001

TAK 186

MCLA-128 (Zenocutuzumab)
XmADES08
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SI-8003

PD1 x CTLA4 I Cadeailmab

AK104

NI-1801

|

EGFR x HER3
EGFRxCD3
HERZ and HER3
B7-H3 x CO28
B7-H4 x CD3

I

- X047
B PD1x VEGF i
m— PD-1 X ILT4 e

W ED:E X LAY i ROT247669
PD-1xTIM-3

AZD7789
PDLT x hu 4.1
DLEztiatn £188 INBRX-105

P 41
D-L1x4-168 I GEN1046

PD1xPDL1 181318
PDLY x CD47 IMM2520
RORTxCD3 NVG-111
W TIGIT x PDLY e HLX 301

B TIGIT x PO-1 [

SR A2D2936

|
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ADCs:

Trastuzumab deruxetecan: advanced
NSCLC with HER2 driver mutations
Datopotamab deruxetecan: TROP2 ADC
Sacituzumab govitecan: TROP2 ADC

Bispecifics:
Amivantamab: EGFR and MET

lvonescimab: VEGF and PD-1

... much more to come

Kumar et al., Clinical Lung Cancer, 2024
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Discovery of EGFR mutations
dramatically changed lung
cancer treatment




EGFR+NSCLC

FLAURA2 - 1L Stage IV EGFR

Addition of platinum chemothera

to osimertinib improves PFS

Median (95% Cl)
mo

Osimertinib+Platinum—Pemetrexed 25.5 (24.7-NC)

£ 1.0- Osimertinib 16.7 (14.1-21.3)
z 0.9 difference, 8.8 mo
@ [}LE— Hazard ratio for disease progression or death,
E ‘ 0.62 (95% Cl, 0.49-0.79); P<0.001
0.7+
_E 0.6 57% Osimertinib+
@ . platinum—pemetrexed
Eﬂ 0.5 Osimertinib !
& 0.4+ |
% 0.34 !
£ 02 !
RS :
E 0.0 | | | I | | I : | | | |

18 21 24 27 30 33 36

Months since Randomization

Probability of Progression-free Survival

Probability of Progression-free Survival
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Greatest benefit for those with
baseline CNS metastases

Baseline CNS metastases

Median (35% Cl)
mo

Osimertinib+Platinum—Pemetrexed 24.9 (22.0-NC)

1.0- Osimertinib 13.8 (11.0-16.7)

0.9 Hazard ratio for disease progression or death,
0.47 (95% Cl, 0.33-0.66)

0.84

0.7

0.6 Osimertinib+

0.5 platinum-pemetrexed

0.4+ Osimertinib

0.34

0.24

0.14

0.0 T T T T T T T T T T T 1

Months since Randomization

Witho_ut Baseline CNS metastases

Median (95% Cl)
mo

Osimertinib+Platinum—Pemetrexed 27.6 (24.7-NC)

1.0
0.94
0.8
0.74
0.6
0.5
0.44
0.3
0.2
0.14
0.0 T T T

Osimertinib

Osimertinib 21.0 (16.7-30.5)

Hazard ratio for disease progression or death,
0.75 (95% CI, 0.55-1.03)

Osimertinib+
platinum-pemetrexed

T T
12 15

Months s

T T T T T T 1
18 21 24 27 30 33 36

ince Randomization
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Can we use cfDNA to identify who would benefit from
treatment intensification with chemotherapy?

Plasma EGER End of Trial R Osimertinit? 80mg
testing ‘ PO daily

l Negative
" 1:1
Cycle 1 Cycle 2 Cycle 3 lﬂ» R

Osimertinib 80mg PO daily

Osimertinib 80mg
PO daily

+
Carbo/pemetrexed

Memorial Sloan Kettering
Cancer Center
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MARIPOSA - 1L Stage IV EGFR

Percentage of Patients

Percentage of Patients Alive
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Amivantamab-Lazertinib improves PFS compared to osimertinib

Median Progression-free
Survival (95% Cl)

23.7 (19 127, 7)
16.6 (14.8-18.5)

Amivantamab-Lazertinib
Osimertinib

Amivantamab-lazertinib

Hazard ratio for disease progression or death,
0.70 (95% Cl, 0.58-0.85)
P<0.001

Osimertinib

T | | | | | T | T | |
12 15 18 33

Months

o
W
=)
L]

Median Overall

Survival (95% Cl) Table 3. Adverse Events.*
mo

Overall survival data are immature
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Amivantamab

EGFR
binding

(2
R\

Amivantamab—Lazertinib Could not be estimated

Osimertinib Could not be estimated Amivantamab-Lazertinib Osimertinib
1004 Event (N=421) (N=428)
\\‘ﬁ%—“\“&%‘: All Grade =3 All Grade =3
80- Amivantamab-lazertinib
number of patients (percent)
Any event 421 (100) 316 (75) 425 (99) 183 (43)
60 Osimertinib
Any serious event 205 (49) 143 (33)
Any event resulting in death 34 (8) 31(7)
404
Event leading to interruption of any trial agent 350 (83) 165 (39)
Event leading to dose reduction of any trial 249 (59) 23 (5)
20 agent
Event leading to discontinuation of any trial 147 (35) 58 (14)
Hazard ratio for death, 0.80 (95% ClI, 0.61-1.05) agent

3 6 9 12 15 18 21 24 27 30 33
Months
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Stage IV Classical EGFR Mutations, 1L  HEALTH | CANCER CENTER

orR  ElalP mos
ensorr IS

Efficacy of first-line treatment options in advanced EGFR-mutated NSCLC

3G vs. 1G EGFR TKI Overall EGFR ex19del EGFR L858R

——  Osimertinib37.3839 18.9m? 21.4m » 14.4m » s
Aumolertinib>-46 19.3m? “ 20.8m n 13.4m 'll:’ 29.0m >
Lazertinib4°>0 20.6m?® n 20.7m » 17.8m »
Furmonertinib*748 20.8m “ Unknown Unknown
Befotertinib®? 22.1m “ Unknown Unknown

N\
NR /

Combination vs. 3G EGFR TKI

Osimertinib +
T platinum- D ¢ T - I - 502w >‘

Pemetrexed>>5°

e
—_— Laz?mmb . 23.7m “ Unknown Unknown Unknown
Amivantamab

Saw et al., ASCO Educational Book, 2024
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EGFR Exon 20 Insertions,

1L
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Table 3. Adverse Events.*

PAPILLON: PFS T
_— Adverse Events (N=151) (N=155)
Ami b + 1004
miva nta ma All Grades Grade =3 All Grades Grade =3
c h em Ot h era py 90+ number of patients (percent)
" 804 Any event 151 (100) 114 (75) 152 (98) 83 (54)
“E Any serious event 56 (37) 48 (31)
_E 70 Any event resulting in death 71(5) 4(3)
E 60 Any event leading to interruption of any agent 104 (69) 56 (36)
Interruption in dose of amivantamab
s 50 Any 97 (64)
a 0T S T T A or ~1 K& T TTTTTTTT
Eﬂ- 40 6.7 mo Ilg 5% Cl - Am ivaﬂtamab— Related to amivantamabt 63 (42)
= 5.6-7. _{] 1 Any event leading to reduction of any agent 73 (48) 35(23)
=
[-T] ! ChEmOtherapy Reduction in dose of amivantamab
2 301 : 11.4 mo (95% ClI Any 54 (36)
u . . - 1]
o 204 Hazard rﬂtl? ﬁ)r dgliseaie g8-1 3?} Related to amivantamabi 54 (36)
progression or eat ! Any event leading to discontinuation of any agent 36 (24) 16 (10)
104  0.40 (95% CI, 0.30-0.53) Chemotherapy S ——————
! ! . . A 17 (11
0 P -=:D.0O|1 T T T T T T T " o
Related to amivantamabt 10 (7)
Z hou et al N EJ M 2023 0 3 6 S 12 15 18 21 24 Discontinuation of all agents because of adverse events:: 12 (8) 12 (8)
" ’ Months since Randomization
Furmonertinib
R > 240mg QD
FURMO-004: (n=125)
Furmonertinib versus Patients with previously- | — Global, Phase 3 trial
untreated, locally advanced or 111 . +  Disease progression
Chemothera py ) metastatic NSCLC ) — Furmonertinib . |* Intolerable toxicity . Long Ter:'n IS OngOlng
with EGFR Exon' 20 Insertion * 160mg QD + Initiation of new therapy Susviva
Mutations (n=125) *  Withdrawal of consent |_Follow-up
N =375
Crossover is permitted for patients on the
Platinum Chemotherapy + chemotherapy control arm following progression
» Pemetrexed* and meeting crossover eligibility criteria
(n=125)
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Stage IV Classical EGFR Mutations, 2L+ HEALTH

MARIPOSA-2:
Amivantamab + chemotherapy

ESMO 2024 Median OS from 1A2
Ami-chemo: 17.7 months

Chemo: 15.3 months

Numerically improved with ami-chemo, did
not yet meet prespecified significance

Amivantamab + chemotherapy very
promising in the 2L+ setting.

Too much toxicity when Lazertinib

is added to the amivantamab +
chemotherapy

Passaro et al., Annals of Oncology, 2024

Patients who are progression-free (%)

COMPREHENSIVE
CANCER CENTER

Median progression-free
n survival, months (95% CI)

100 - Amivantamab-chemotherapy 131 6.3 (5.6-8.4)
Amivantamab-lazertinib—chemotherapy 263 8.3 (6.8-9.1)
Chemotherapy 263 4.2 (4.0-4.4)
Amivantamab—chemotherapy versus chemotherapy:
80 Hazard ratio for disease progression or death, 0.48 (95% Cl 0.36-0.64)
P=0.001
Amivantamab—lazertinib—chemotherapy versus chemotherapy:
60 - Hazard ratio for disease progression or death, 0.44 (95% CI 0.35-0.56)
P<0.001
40 - Amivantamab-lazertinib—chemotherapy
- e " L._J_,_‘_‘ Amivantamab-chemotherapy
Chemotherapy
U 1 | | | | |
0 3 6 9 12 15 18

Table 3. Treatment-emergent adverse events

Event, n (%) Chemotherapy (n = 243) Amivantamab— Amivantamab—lazertinib—
chemotherapy [n = 130) chemotherapy (n = 263)
Any event 227 (93) 130 (100) 263 (100)
Grade >3 117 (48) 94 (72) 242 (92)
Any serious event 49 (20) 42 (32) 137 152)
Any event resulting in death 3 (1) 3(2) 14 (5)
Any event leading to:
Interruptions of any study agent 81 (33) 84 (65) 202 (77)
Reductions of any study agent 37 (15) 53 (41) 171 (65)
Discontinuations of any study agent 9 (4) 24 (18) 90 (34)
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HARMONI-A:
Ivonescimab + chemotherapy P

rogression Free Survival

Locally advanced or

. 100+
metastatic non-squamous Group A Group A Treatment Until
NSCLC: Ivonescimab 20 mg/kg Q3W Ivonescimab 20 mg/kg Q3W Intolerable toxicity Hazard ratio, 0.46 (95% Cl, 0.34-0.62)
. +Pemetrexed 500 mg/m? Q3W +Pemetrexed 500 mg/m? Q3W N 80+
" - +Carboplatin AUC 5 Q3W : : o clinical benefit e
— Positive sensitive é A (o Maintenance Period (Investigator assessment) T';
EGFR mutation © e =
N Initiation of a new S o
Progressed on 1¢t/2" g anti-tumor therapy a
generation EGFR-TKI with 2 o
negative T790, or on 31 S Group B Group B Complete 24 months of T lvonescimab
generation EGFR-TKI Placebo Q3W Placebo Q3W treatment S 40
} +Pemetrexed 500 mg/m? Q3W } +Pemetrexed 500 mg/m? Q3W g
ECOC = Uicnt +Carboplatin AUC 5 Q3W Maintenance Period §
Regardless of PD-L1 N~420 el B S & 204 ] s
expression Placebo ——
A - 0 T r T - T T T T r T - )
Primary Anti-VEGF 0 1 2 3 4 5 6 7 8 9 10 11 12
* OS, PFS assessed by irRC Fallow-1in. ma
Secondary
* ORRby irRC, DoR, safety and tolerability % y/

Engineered
Fc-Null Region

Promising results with ivonescimab in
the 2L+ setting in China.
U.S. -based study is ongoing

Linkers

Anti-PD-1

Fang etal., JAMA, 2024



NSCLC without EGFR/ALK

PFS (%)

HARMONI-2: Ivonescimab in NSCLC without

EGFR or ALK, 1L

Patient Population
Stage IIIB-IV aNSCLC

No prior systemic therapy

No EGFR mutations or ALK
rearrangements

ECOGPSOor1
PD-L1 TPS >1%

N=398

Stratification

* Clinical stage (IIIB/C vs. IV)
* Histology (SQ vs. non-SQ)

» PD-L1 TPS (=50% vs. 1-49%)

Primary endpoint: PFS per IRRC

100
90 —
80
70
60 —

50

+ Censor
Ivonescimab
Pembrolizumab

T T

Ivonescimab
- Treatment until
20 mg/kg Q3W (N=198) 10 clinical
benefit,
unacceptable
toxicity or up to
Pembrolizumab 24 months
200 mg Q3W (N=200)
N
Endpoints
Primary: PFS by blind IRRC per RECIST v1.1
Secondary: OS, PFS assessed by INVs, ORR, DoR, TTR and safety
Exploratory: QoL

o ! 9.mo: 40% (32, 48) ;I

Ivonescimab Pembrolizumab
(n=198) 1)
mPFS, mos 11.14 5.82
(95% CI) (7.33, NE) (5.03, 8.21)
Stratified HR 0.51
95% CI) (0.38, 0.69)
p-value <0.0001

9-mo: 56% (47, 64)

Comparator arm was

pembrolizumab alone (no

chemotherapy)

Time (months)

Median Follow-up: 8.67 months

COMPREHENSIVE
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PFS Benefit Observed Across PD-L1
Subgroups

PD-L1 Low (TPS 1-49%)

%] Stratified HR 0.54
N (95% CI) (0.37, 0.79)
Time (months)
N PD-L1 High (TPS >50%)
0 Stratified HR 0.46
o (95% CI) (0.28, 0.75)

Tirme (months)

Zhou etal., World Lung, 2024



NSCLC without EGFR/ALK
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squamous NSCLC, 1L

- D

» Untreated metastatic squamous NSCLC Group A / \
+ ECOGOorl (N=400) Ivonescimab + carboplatin + Group A ) . C
AL PD-L1 D : P Ul Treatment until: &
Stratification factors paclitaxel (or nab-pacltaxel) Ivonescimab q3w « Intolerable @
SLIng‘Ou Ps +  Sex (female vs male) Q3w (Maintenance up to 24 months) toxicity. of =
includ ed Age (\65 vs =65 YEI‘II'S) (4 C}"Cles: 3 “?ee‘ka‘CyCle) . NO C]i]dlica] %-
*  Geographic region: East Asia vs Rest of World benefit. or .’g
« Liver or brain metastases at study entry (present vs absent) > « Initiation of a 5
\ / Group B new anti-tumor f-;
: . therapv, or o
( Study Endpoints N Pembrolizumab + carboplatin + Group B ) 1111())?1ths of =
P S aclitaxel (or nab-paclitaxel Pembrolizumab q3w - =
Primary endpoints: OS p . p . q treatment =
Secondary endpoints: PFS, ORR, safety and W ‘ (Maintenance up to 24 months) =
_ tolerability ) (4 cycles: 3 weeks/cycle) - \ /

Anti-VEGF

N
N @€ !
Randomizationis 1:1 compared to
chemotherapy + pembrolizumab

Engineered
Fc-Null Region

Phase 3 clinical trial is ongoing

Anti-PD-1




NSCLC without EGFR/ALK
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PRAGMATICA: A New Approach to Clinical Trials

S1800A: Combination of anti-VEGF (ramucirumab) + PD-1 inhibitor

(pembrolizumab) improves OS among patients previously treated
with PD-(L)1 inhibitors

100 4
Median 80%
No. Events jn Months cl
RP 69 45 14.5 13.9 to 16.1
75 SOC (investigator's choice) 67 51 11.6 9.9 to 13.0
=
= HR (80% Cl): 0.69 (0.51 to 0.92)
= Standard log-rank P value: .05
E 50 Weighted log-rank P value: .15
w
©
-~
@
3
25 +
|
0 I T T T 1 T T 1 T T
0 3 6 9 12 15 18 21 24 27 30

Time Since Substudy Random Assignment (months)

Reckamp et al., JCO, 2022

PRAGMATICA Clinical Trial

Patients with Stage IV or recurrent non-small cell lung cancer

v

Randomization

Arm A Arm B

Primary outcome: OS
All imaging assessments
per investigator

Ramucirumab +
Pembrolizumab

Investigator’s Choice
of Standard of Care A

Monthly Planned and Actual Accrual to S2302
Lung-Pragmatica — as of 5/31/2024

600

500

400

300

200

100

0 Eal
Ma4r—2023 Apr‘]-3023 May-2023 Jun-2023 Jul-2023 Aug-2023 Sep-2023 Oct-2023 Nov-2023 Dec-2023 Jan-2024 Feb-2024 Mar-2024 Apr-2024 May-2024

w=Planned == Actual
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Stage Il Stage Il Stage IV

Bringing therapeutic advances to earlier stages to potentially
increase chances of providing a cure.
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Osimertinib after chemoRT for unresectable, locally advanced NSCLC

LAURA Phase 3 double-blind study design (NCT03521154)

. . K L Treatment until BICR-assessed PD (per RECIST v1.1), .. . . .
Patients with locally advanced, Osimertinib 80 mg, L. . . B - _ |_| m Ited P FS N la ce b oarm h | h |.I h ts
unresectable stage IllI* EGFRm NSCLC with toxicity, or other discontinuation criteria met 1.0 p g g

no progression during / following upen-iapel OSIMErtnio OTTerea to0 DOotn treatment C ha lle nges W|th provid in g a cure W|th
definitive CRT" ization 2: arms after . . .
e T o gy BICR-confirmed PDS 0.8 chemoRT for patients with Stage Ill disease
* 218 years old (Japan: 220 years) N E \ 65%
« WHOPSO/1 Stratification by: Tumor assessments a. E
* Confirmed locally advanced, CCRT vs sCRT * Chest CT / MRI and brain MRI T 06 : i
unresectable Stage IIIA vs stage IIB / 1IC - Baseline, Q8W to Week 48, then Q12W until BICR- 2 |
stage III* NSCLC China vs non-China assessed progression = ! : x w
* Ex19del / L858R* | 044 : ! L, s
* Max 6 weeks from last dose of CRT to 2 1 !
randomization —> . Safety assessments 2 : :
* Patients with asymptomatic radiation + Baseline, Weeks 2, 4 and Q4W to Week 24, Q8W 02 : '
pneumonitis / pneumonitis to Week 48, ' . !
LA L then Q12W until treatment discontinuation E :
Endpoints o Reporting of AEs and causality were 0.0 : T T | T T T I| T 0 0 0 0 0 0 0 0 i i i !
* Primary endpoint: PFS assessed by BICR per RECIST v1.1 e 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
« Secondary endpoints included: OS, CNS PFS, safety » All AEs, SAEs and AESIs reported from screening to . . .
28-day follow-up post-discontinuation No. at risk Time from randomization (months)

Osimertinib 143 127 114 109 99 96 83 76 69 61 49 37 28 16 9 6 4 2 2 2 1 0

* Also, trend for improved OS with osimertinib, but data not mature
* Incidence of Grade >3 adverse events: 35% osimertinib versus 12% in placebo group

Lu etal., NEJM 2024



EGFR=NSCLC COMPREHENSIVE
This was a big year for EGFR... HEALTH | CANCER CENTER

Classical EGFR Mutations EGFR Exon 20 Insertion

Stage lll | * Indefinite osimertinib after
chemoradiation

 Osimertinib * Amivantamab + chemotherapy
Stage IV | * Osimertinib + chemotherapy * Furmonertinib*
1L Setting * Osimertinib + chemo based on cfDNA*
* Amivantamab + Lazertinib
Stage IV | © Amivantamab + chemotherapy * Zipalertinib*

2L + Setting | * vonescimab + chemotherapy*

*Denotes approaches currently in clinical trials

Discovery of EGFR mutations
dramatically changed lung

cancer treatment




ALK+ NSCLC

COMPREHENSIVE
ALINA Clinical Trial HEALTH | CANCER CENTER
Marked PFS benefit with adjuvant alectinib compared to chemotherapy after resection of Stage IB-IlIA NSCLC
- Alectinib
= 90-
]
v 80
E § 70 Median Disease-free
e a | Survival (95% Cl)
w60
20
S g 50+ mo
= = 40- Alectinib Not reached
%g . Chemotherapy Chemotherapy 41.3 (28.5-NE)
‘g 20 Hazard ratio for disease recurrence
g or death, 0.24 (95% Cl, 0.13-0.43)
P 104 P<0.001
O | | | | I | | | I
0 6 12 18 24 30 36 42 48 54

Months since Randomization

I ALINA ADAURA

Disease

Treatment

Resected stage IB-IlIA ALK rearranged NSCLC Resected Stage IB-IIIA EGFR mutated NSCLC
Alectinib (2 years) without chemotherapy Osimertinib (3.years); 60% received chemotherapy

Should we be giving adjuvant chemotherapy before alectinib?
Wu et al., NEJM 2024



NSCLC without a driver

COMPREHENSIVE
Neoadjuvant versus Perioperative HEALTH | CANCER CENTER
| PERIOPERATIVE STRATEGY J
| NEOADJUVANT STRATEGY ] [ ADJUVANT STRATEGY ]
r N ( )
IMpower 010: CT > Atezolizumab 1 year s .
SURGERY | P =
KEYNOTE 091: CT (Optional) 2 Pembrolizumab 1 year
. J \ y . AftercT
CheckMate 816 : Nivolumab + CT x 3 cycles SURGERY 3 HOW Cl‘ltlc.al Is this
\ ‘ PD-L121% adjuvant nivolumab
) N 7 ~\ in the perioperative
CheckMate 77T : Nivolumab + CT x 4 cycles Nivolumab 1 year approach?
N———————————————————————————————————————
KEYNOTE 671: Pembrolizumab + CT x 4 cycles Pembrolizumab 1 year % .
AEGEAN: Durvalumab + CT x 4 cycles SURGERY Durvalumab 1 year
NEOTORCH: Toripalimab + CT x 3 cycles Toripalimab + CT x 1 - Toripalimab 1 year
RATIONALE 315: Tislelizumab + CT x 3-4 cycles Tislelizumab 1 year

Lavaud et al., Cancers 2024



COMPREHENSIVE

Perioperative versus neoadjuvant nivolumab ~ "FAMTH | CANCER CENTER

Surgery

Analysis patient populations

: These are different populations
CheckMate 8161 |Neoadjuvant NIVO + chemo Patients who had surgery

(3 cycles) - patients who received 1 dose
: f adjuvant nivolumab wer
CheckMate 77T2 [Ne“d]”"a“t NIVO + Che"“’] : Patients who had surgery and of adjuva olumab were
(up to 4 cycles) ! received > 1 dose of adjuvant NIVO well enough after surgery to

receive treatment

Endpoint
EFS (BICR) landmarked from time of surgery

Landmark EFS from Definitive Surgery

100~
80 Periop NIVO2
(CheckMate 77T)
g o0 Weighted (ATE)b
v
L 40 Periop
NIVOa
. (n = 139.4¢)
HR (95% Cl) 0.61 (0.39-0.97)
0 T T | I | | I |
0 6 12 18 24 30 36 42 48

Forde et al., World Lung, 2024



COMPREHENSIVE

HEALTH CANCER CENTER

Small Cell Lung Cancer: New Hope, New Challenges

2L+ SCLC Durations of Response Across Clinical Trials Tarlatamab (AMG 757) is a
. Bispecific T Cell Engager (BIiTE)

Ty . AMG 757

-_—

-E

o

E T cell

(= =

o

=]

=

2

=]

E MNumber of patients :
Lurbinectidin > ‘

57 ) ‘ Topotecan DLL3$/L/— ey
Amirubicin TARLATAMAB
Nivolumab (BITE molecule) “’ @ }
Lurbinectidin/doxorubicin ’w\/__/ SCLC "
Pembrolizumab
@ AMG 757
Liposomal irinotecan
Temozolamide
ME620Vtopotecan
0 .
0 10 20 30 40 10

ORR (%]

Desai and Thomas, JCO Oncology Advances, 2024



COMPREHENSIVE

FDA grants accelerated approval to tarlatamab- HEALTH | CANCER CENTER
dlle for extensive stage small cell lung cancer

Previous use of PD-L1 or PD-1 inhibitor

— no. (%)
Tﬂrlﬂtﬂm&b, 10' I'I"Ig (N =40] Yes 73 (73)
5 3 No T77Z7)
3 Duration of sensitivity to platinum-based treat-
1} 37 ment — no. (%)§
i: 5 <90 days 28 (28)
—F
90 to <180 days 22 (22)
P g 3 ORR of 40%
-ﬂ “ & 3 =180 days 20 (20)
5 = = - Ed Unknown 30 (30)
'ﬁ s :} 3 DLL3 expression — no./total no. (%) 80/83 (96)
o 4 =3
[
: Y 3-} Table 3. Adverse Events [Safety Analysis Population).*
u
t i = n Adverse Events Tarlatamab, 10 mg
I n Part 3, Reduced
l-. - ] Parts 1 and 2 Monitoring
l. (N=99) (N =34)
I T I I T T I 1 Cytokine-release syndromet
0 10 20 30 40 50 60 70 80 Overal 949 1959
Grade =3 severity 0 1(3)
. Serious 26 (26) 5 (15)
Duration of Treatment (weeks) Leading to tarlatamab discontinuation 0 0
4 First response (partial response or better) m Disease progression - Ongoing treatment m Death Fatal ¢ 0
ICANS and associated neurologic eventsy
Overall 7(7) 4(12)
Grade =3 severity 0 0
Serious 2(2) 2 (6)
Leading to tarlatamab discontinuation 1(1) 0
Fatal 0 0

Ahn et al., NEJM, 2023



Small cell lung cancer

COMPREHENSIVE
HEALTH CANCER CENTER

Improved Overall Survival with Consolidative Durvalumab
ADRIATIC: Phase 3, randomized, double-blind RCT 2 years of consolidative durvalumab

i -~ associated with improved OS
+ Stage HII LS-SCLC Durvalumab Dual primary endpoints: 1L
(stage Wi inoperable) — 1500 mg Q4W BEINERE 100- (T S,
« WHO PS 0 or 1 N=264 + Durvalumab vs placebo 90 L
- 08 -
" et ot progresesd - PFS (by BICR, per RECIST v1.1 4
following cCRT* N=730 (by » POt L1, 2 80—
« PCI* permitted before > Placebo Key secondary endpoints: <
randomization R Qw + Durvalumab + tremelimumab vs a 70—
N=266 placebo 5 , /
cCRT components - - 08 = 60— |
« Four cycles of piatinum and 3.2:?::;;5 b - - PFS (by BICR, per RECIST v1.1) ﬂ“.' \ \
etoposide (three permitted!) (17 vs 1) 50 58.5 !
e wu: T 0 RIPIERE ‘,C‘, -iy'e; vsno) = : Other secondary endpoints: "'6 o 1
o453 0y B0 ok Sweske : » OS/PFS landmarks & 404 (95% Cl, 52.3-64.3) | '
* RY must commence no later 1 : « Safety ﬂ ! !
than end of cycle 2 of CT reatment until investigator-determined progression or 304 ! !
intolerable toxicity, or for a maximum of 24 months 5 : : 47.6 Placebo
[¥] 1
§ 20 : | (95% Cl, 41.3-53.7)
Median 10- ! !
Overall 0 I I I I I I I I I I I I I I I I I I I I 1
No. ofDeaths[ Survival 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
Total No. (%) (95% Cl} Months since Randomization

mo

Durvalumab 115/264 (43.6) 55.9 (37.3-NR)
Placebo 146/266 (54.9) 33.4 (25.5-39.9)

Stratified hazard ratio for death,
0.73 (98.321% Cl, 0.54-0.98)
P=0.01

Desai and Thomas, JCO Oncology Advances, 2024
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Key Practice Changes in Lung Cancer  HEALTH | CANCERCENTER

This was a big year...

1L treatment of driver mutated, Stage IV NSCLC
* Lorlatinib for most people (ALK+)
 Evolving 1L treatment options other than osimertinib (classical EGFR+)
* Amivantamab + chemo (EGFR exon 20)

Osimertinib indefinitely after chemoradiation (EGFR+)

Adjuvant alectinib for 2 years after surgical resection (ALK+)

Tarlatamab 2L+ for SCLC

Consolidative durvalumab for 2 years after chemoRT (early-stage SCLC)

These advances are only possible through clinical trials
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