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At 60.2 Months of Median Follow-Up, Median PFS by
Investigator Was Still Not Reached With Lorlatinib

1004 Lorlatinib Crizotinib
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80 4 Events, n 55 115
704 ; PFS, median NR 9.1
o 607 : ! ! . (95% Cl), (64.3-NR) (7.4-10.9)
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OS follow up is ongoing
HR, hazard ratio; NR, not reached; OS, overall survival, PFS, progression-free survival. W|th Base"ne Brain Metastases
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Without Baseline Brain Metastases

Lorlatinib Crizotinib
(n=114) (n=109)
Events, n 39 81
PFS, median NR 10.8
(95% Cl), months (64.3-NR) (9.0-12.8)

HR (95% CI)
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TRIDENT 1: Repotectinib in advanced ROS1 or NTRK1-3 NSCLC
Phase 1/2

patient eligibility ROS1+ advanced NSCLC
* Locally advanced or
metastatic solid tumors Phase 1° dose RP2D EXP-1 EXP-2 EXP-3 EXP-4
harboring ROS1 or escalation 160 mg QD x 14 days, # ROS1 TKI-naive 1 prior ROS1 TKI 2 prior ROS1 TKis 1 prior ROS1 TKI
1 prior platinum- no prior chemo no prior chemo
» Asymptomatic CNS based chemo
metastases allowed (n = 60)¢ (n = 40)¢ (n = 60)¢
a Phase 2 (ROS1+ advanced NSCLC cohorts) )
Primary endpoint Key secondary endpoints

cORR by BICR using RECIST v1.1 DOR,f CBR, TTRf

* cORRe in TKI-pretreated patients harboring ROS7 G2032R

» PFS,f0S
* icORR by mRECIST v1.1 in patients with measurable brain metastases
\ » Safety, patient-reported outcomes /

* Primary efficacy population includes patients pooled from phase 1¢ and 2 who began repotrectinib treatment
approximately 14 months prior to data cutoff date of December 19, 2022

Data cutoff date: December 19, 2022.

3ROST or NTRK1-3 gene fusions were identified by tissue-based local testing using NGS, qPCR, or FISH with prospective confirmation by a central diagnostic laboratory. ®PPhase 1 primary endpoints:
DLT, MTD, RP2D. <Based on tolerability. 9Trial design includes 2 additional cohorts of patients with NTRK fusions (not presented here). eN’s for expansion cohorts indicate enrollment targets. By
RECIST v1.1. ¢Patients from phase 1 received 40 mg QD to 240 mg QD and 200 mg BID.
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TRIDENT 1: Phase 12 Reprotectinib

B Progression-free Survival in Cohort with No Previous ROS1 TKI Therapy (N=71) approval
No. of 6/13/2024

Patients Median
No.of with Data Progression-free
Events Censored Survival (95% CI)

FDA

77

g 100+ A 70 B 43 35.7(2";1—NE)

g e e, Most common adverse effects

‘;" = * Dizziness - 62%

S 2 : e Grade 3+in 3%

g gL Y T YT R O SO S R ey S S S g gy  11% dose reduction, 8% dose interruption
Months since First Dose ° DysgueSia- 53%

NooatRalr 7Y G458 S2: 47 &2°2A 23''18 W 9 5. 1 % 1 .V 0

e Constipation - 38%

D m:\-hf;z;u(zi:asls;n Cohort with One Previous ROS1 TKI Therapy and e Anemia - 38%
No. of * Paresthesia - 34%
Patients Median

No.of with Data Progression-free
Events Censored Survival (95% CI)

— L Most common grade 3 AEs:
§ 80 e 29% overall
41 . .
g 60 (95% CI, 27-56) * 5% neuro, 4% anemia, CK elevations
40
§ 204
b
= c T | T ] T 1 T T 1
0 3 6 9 12 15 18 21 24 27
Months since First Dose
No. atRisk 36 40 3o 22 17 13 11 6 3 0 w
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2 Encorafenib plus binimetinib

129292920929 Co
i “&‘\3‘ ‘“ membrane

PHAROS: Encorafenib + Binimetinib for BRAF V6OOE gy

reversible small uncompetitive, reversible
molecule RAF kinase inhibitor of MEK1
inhibitor L crar and MEK2 activation

Growth
factor

Cell growth Gene expression Migration
Nucleus

Proliferation Survival

Differentiation

Single-arm, multicenter, open-label study

Screening period
metastatic NSCLC

+ECOG PS 0 or 1

eNo EGFRm, ALK fusion, or ROS1
rearrangement

+«No more than 1 prior line of treatment
in the advanced setting

«No prior treatment with BRAFi + MEKIi

«No symptomatic brain metastases

Radiographic disease
assessments until PD

Overall survival

BRAF mutation testing OR
* Determined I.ocally by PCR or NGS- Treatment naive or second-line Primary endpoint: ORR (by IRR)
based assay; sent to central laboratory L, treatment (BRAF mutations other Secondary endpoints: ORR (by investigator); DOR, DCR, and PFS (all by IRR and

s Pleural fluid, fresh tissue, archived, FNA than BRAFV6F) investigator); OS; incidence of AEs
(n=10)

l
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A 100 - Overall (N = 98)
90 AE Preferred Term Any Grade Grade 3 Grade 4
80 4 Any TRAEs, No. (%) 92 (94) 37 (38) 3(3)¢
. Nausea 49 (50) 3(3) 0 FDA approval
N Diarrhea 42 (43) 44 0 10/11/2023
3 Fatigue 31 (32) 2(2) 0
@ %01 Vomiting 28 (29) 1(1) 0
40 1 Anemia 18 (18) 3(3) 0
30 - Vision blurred 17 (17) 1(1) 0
20 - Constipation 13 (13) 0 0
i ALT increased 12 (12 5 (5) 0
AST increased 12 (12) 7(7) 0
O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 Pruritus 12 (12) 0 0
Time (months) Blood creatine phosphokinase 11 (11) 0 0
No. at risk: increased
Treatment-naive 59 54 45 38 36 33 30 26 25 19 14 14 12 8 7 7. 2 0 Peripheral edema 1 (.I .I) O 0
B 100 Abdominal pain 10 (10) 0 0
90 Alopecia 10 (10) 0 0
- Asthenia 10 (10) 3(3) 0
Dry skin 10 (10) 0 0
70
ey 60 - -
= Dabrafenib Encorafenib +
> 0 - o +Trametinib Binimetinib
30
o Grade 3 or 4 69% 41%
- AE leadingto D/C 22% 15%
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 AE leading to 399% 249%,
Time (months) .
Mo dose reduction

Previously treated 39 27 23 18 15 12 10 7 6 6 4 4 3 3 2 2 0 0
| .

(0) (0)
FIG 2. PFS by independent radiology review in (A) treatment-naive patients and (B) previously PyreXIa ’ a ny 64 /O 22 /O

treated patients. PFS, progression-free survival.
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HER2 mutated and IH3+ aoon

DESTINY-Lung 1
Open label basket trial, phase 2 designh n=91 w/ NSCLC
HER2 mutation
* RR 55%, mPFR 8.2 m, mDOR 9.3
« Safety: Discontinuation in 25% - pneumonitis in 26%

All HER2+ (IHC3+) solid tumor with prior systemic therapy
DESTINY-PanTumorO2 (ORR 51.4%, mDOR 19.4m)
DESTINY Lung (ORR 52.9%, mDOR 6.9m)
DESTINY-CRCO2 (ORR 46.9%, mDOR 5.5m)
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Small Cell Lung Cancer

ADRIATIC Platinum/Etoposide w

+ Durvalumab ‘
(CASPIAN) l | |

Tarlatamab

BCL2i AURKI EP PARPI ICI
aDLL3 Tx aSSTR2 Tx a-metabolite BTKi

(LS-SCLC)

|
Pembrolizumab + Durvalum
(ADRIATIC);

_ pleleeaalb
Carbo/Etoposide
+ Atezolizumab
Trilaciclib

(IMPower133)
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ADRIATIC: Phase Ill Study Design

T Durvalumab Dual primary endpoints:
(stage I/ll inoperable) 1500 mg Q4W
WHO PS 0 or 1 N=264 * Durvalumab vs placebo
Had not progressed =89
following cCRT* N=730 — PFS (by BICR, per RECIST v1.1)
PCI* permitted before Placebo Key secondary endpoints:
permit fR't\ y ry endp
randomization Q4w

* Durvalumab + tremelimumab vs
N=266 placebo

- OS
— PFS (by BICR, per RECIST v1.1)

N

¢CRT components Stratified by:

+ Four cycles of platinum and Disease stage
etoposide (three permittedT) (1711 vs 1) )15 a Q4W + T 75 mg Q4 4 doses .
— , : 2 o Other secondary endpoints:
. RT 60-66 Gy QD over 6 weeks | PC! (yes vs no) followed & )0 mg Q4\ !
or 45 Gy BID over 3 weeks N=20 * OS/PFS landmarks
+ RT must commence no later + Safety

Treatment until investigator-determined progression or

than end of cycle 2 of CT ; i ’
intolerable toxicity, or for a maximum of 24 months

cCRT = concurrent chemoradiation therapy; PCl = prophylactic cranial irradiation; RT = radiation therapy

Spigel DR et al. ASCO 2024;Abstract LBAS. Bio Ascend” w
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ADRIATIC: Overall Survival (Dual Primary Endpoint)

1.0

Durvalumab Placebo
L (n=264) (n=266)
Events, n (%) 115 (43.6) 146 (54.9)
0.8 7 mOS, months (95% Cl) 55.9 (37.3-NE) 33.4 (25.5-39.9)
- | 68.0% HR (95% ClI) 0.73 (0.57-0.93)
o | bl 56.5% p-value 0.0104
s 06 - : ;
= - == { A5 YT AT SRR TR
= 1 58.5% Igp. - LS )|
g 04 - E 1 Tom ‘ +'H_+-H'
s -  47.6% RGNV W S —
s s a '
02 - E i
E i
O | 1 1 1 | | 1 i 1 1 | i | | 1 | 1 1 | 1 1

0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57/ 60 63
Time from randomization (months)

mOS = median overall survival

Spigel DR et al. ASCO 2024;Abstract LBA5S. Bio Ascend” w
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ADRIATIC: Progression-Free Survival (Dual Primary Endpoint)

L Durvalumab Placebo
(n=264) (n=266)
Events, n (%) 139 (52.7) 169 (63.5)
0:d- mPFS, months (95% Cl) 16.6 (10.2-28.2) 9.2 (7.4-12.9)
& HR (95% ClI) 0.76 (0.61-0.95)
-value 0.0161
& 06 o 2
= 28BN apoy
2 : :
= @ ' |
9 ! ' : M : : 4
= ' 36.1% ! S ety o -~
02 - I
O 1 | | 1 | ll 1 ll 1 | | 1 | 1 | | 1 | | 1 |

0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 67 60 63
Time from randomization (months)

mPFS = median progression-free survival

Spigel DR et al. ASCO 2024;Abstract LBA5S. Bio Ascend” w
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Dellphi-301: Tarlatamab for ES-SCLC

Part 1:
Dose Evaluation
Key Inclusion Criteria Tarlatamab 10 mg
(n = 88)
« ES-SCLC
* Previous treatment with 1 mg on Day 1, followed by 10 mg
2 2 nes (including on Days 8, 15, and Q2W thereafter
platinum-doublet)
« ECOGPS0-1

* Measurable disease

» Trealed and stable
bran melastases
allowed

Tarlatamab 100 mg
(n = 88)

1 mg on Day 1, followed by 100 mg
on Days 8, 15, and Q2W thereafter

Dose

Selection’|

Part 2: Part 3:
Dose Expansion Reduced Inpatient
Monitoring Peniod

Tarlatamab 10 mg Tarlatamab 10 mg
(n=12) (n = 34)

Same dosing as in Part 1 Same dosing as in Part 1

Primary Endpoint: ORR per RECIST v1.1 by BICR, TEAEs, tarlatamab serum concentrations

Secondary Endpoints Included: DOR, DCR, PFS per RECIST v1.1 by BICR, OS

LEAD2024: Leadership, Empowerment, and Development
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DeLLphi-301.: Efficacy Analysis Set per ITT Analysis

FDA

approval
5/16/2024

Tarlatamab
10mg
(n = 100)

Median OS

Tarlatamab Tarlatamab
10 mg 100 mg
(n=100) (n=88)

10+ Median PFS aMma &Y 208 44 10+ e -
I&S"\ Cl) 49296 3926 44) q::-\ ‘95‘.‘. C” 143(108, NE NE (124, NE)
08+ _ o8 \'\5\_—\\_ ’
\x 10 mg 100 mg

-
o4 &-month PFS = 40 4%,

€85
¥
2% = 100)* (n = 88)*
% % 18] - (n = 100)
3 :':\b-:__ ORR, % (97.5% Cl) 40.0 (29.1—51.7) 31.8 (21.1—44.1)
gy PRESTRTTS - Complete response, n (%) 1 (1.0) 7 (8.0)
o Partial response, n (%) 39 (39.0) 21 (23.9)
0 3 6 9 | Stable disease, n (%) 30 (30.0) 27 (30.7)
e e T " J‘"""’"‘ . Progressive disease, n (%) 20 (20.0) 13 (14.8)
Toatamat 100 m &4 “ 2 " 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% ClI) 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 Bio Ascend” ugbk

LEAD2024: Leadership, Empowerment, and Development AVaniam Group Company

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

Nebraska Medicine



Tarlatamab Adverse Effects

Part1+2 Part 1 Part3 Part1+2 Part 1 Part 3
Tarlatamab Tarlatamab Tarlatamab Tarlatamab Tarlatamab Tarlatamab
10 mg 100 mg 10 mg Most Common TEAEs in 10 mg 100 mg 10 mg
TEAEs, n (%) (n=99) (n=87) (n=34) 2 20% of Patients, n (%) (n=99) (n=87) (n=34)
Any grade 96 (97) 87 (100) 34 (100) CRS 49 (49) 53 (61) 19 (56)
2 Grade 3 57 (58) 56 (64) 22 (65) Grade 1-2 49 (49) 48 (55) 18 (53)
Related to tarlatamab, any grade 89 (90) 81 (93) 29 (85) 2 Grade 3 0 5 (6) 1(3)
2 Grade 3 29 (29) 29 (33) 5(15) Decreased appetite 25 (25) 38 (44) 13 (38)
Fatal 0 0 1(3)! Pyrexia 38 (38) 29 (33) 8 (24)
:;:::irlunght:nizj‘ M 14 (14) 25 (29) 3(9) Constipation 28 (28) 22 (25) 8 (24)
4 Anemia 26 (26) 22 (25) 9(26)
i 4(4 ]
Leading to discontinuation (4 3(3) 0 Asthenia 20 (20) 21 (24) 10 (29)
Dysgeusia 24 (24) 12 (14) 14 (41)
Fatigue 21(21) 17 (20) g (26)
Additional Interventions for CRS:
Patients receiving 100 mg
tarlatamab, n (%) (n=87)
locikizumab 7(5) ) (10)
Supplemental oxygen 11 (8) 8(9) )
Bio Ascend
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So many updates in lung cancer,

so little time...
Thank you!

University of Nebraska
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