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Clinical Updates in Lung Cancer 2024
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It's been an exciting year for lung cancer!

ON LUNG CANCER ®®¥00®

@ ‘ 2024 World Conference

2024 ASCO o e

ANNUAL MEETING

N\

#ASCOLung

Early Lung Cancer Focus on FDA Approvals
Metastatic end of 2023-2024

Small Cell Lung Cancer
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Stage 1A
ALK+ -> Alectinib (ALINA)
SBRT SUrgery pumm
Classical EGFRmt -> Osimertinib (ADAURA)

PDL1>/= 1%-> Atezolizumab (II-11IA)
(IMPOWER 010)

Pembrolizumab (PEARLS/ KNO91)
. Plat chemo + Nivolumab
Stage IB-IlIA Neo-adjuvant (CHECKMATE 816)

Platinum-based chemo +

Cisplatin chemo + Pembrolizumab i Optional chemo +/-RT

Stage lli - @christinemphmd
Uresecislse Concurrent platinum chemo w/ RT Durvalumab
[ ini Bio Ascendm University of Nebraska
LEAD2024: Leadership, Empowerment, and Development Osimertinib (LAURA) S S— N::;(:tl%,:lMC::t:ne




2024 AS CO Abstract 8011

ANNUAL MEETING

FDA

approval

Outcomes with Perioperative Durvalumab in Patients
8/16/2024

with Resectable NSCLC and Baseline N2 Lymph Node
Involvement (N2 R-NSCLC)

An Exploratory Subgroup Analysis of AEGEAN

John V. Heymach," Martin Reck,? Tetsuya Mitsudomi,® Janis M. Taube,* Alexander Spira,® Jamie Chaft,®
Gary J. Doherty,” Helen Mann,” Tamer M. Fouad,® David Harpole®

Durvalumab 1500 mg IV +

Study population* Durvalumab 1500 mg IV

platinum-based CT* Q4W for 12 cycles

* Treatment-naive Q3W for 4 cycles
« ECOGPSOor1

+ Resectable NSCLC (stage IIA-
[IB[N2]; AJCC 8" ed.)

Surgery$

Randomization stratified by:
* Disease stage (Il vslll)
* PD-L1 expression (21% vs <1%)

+ Lobectomy, sleeve resection, or Placebo IV + °°é.
bilobectomy as planned surgery platinum-based CT# o Placebo IV
b s Q3W for 4 cycles - Q4W for 12 cycles
- Confirmed PD-L1 status’ N=802 y ®
randomized

(740 in mITT)
Primary endpoints: pCR by central lab (per IASLC 2020") and EFS using BICR (per RECIST v1.1)
Key secondary endpoints: MPR by central lab (per IASLC 2020"), DFS using BICR (per RECIST v1.1)T and OST
All efficacy analyses were performed on the miTT population (N=740), which included all randomized patients without documented EGFR/ALK aberrations

Heymach J et al. ASCO 2024;Abstract 8011. i .
i Bio Ascend w

University of Nebraska
Medical Center

Nebraska Medicine
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A Event-free Survival

100
90
3 80+ No. of Events/ Median Event-free
— 704 No. of Patients  Survival (95%Cl)
S Durvalumab
.E 60 | mo
=
w50~ ~ Placebo Durvalumab  98/366 (26.8) NR (31.9-NR)
& 40 Placebo 138/374 (36.9)  25.9 (18.9-NR)
§ 30 Stratified hazard ratio for disease progression,
w20+ recurrence, or death, 0.68 (95% Cl, 0.53-0.88)
104 P=0.004 by stratified log-rank test
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
Months since Randomization
No. at Risk
Durvalumab 366 336 271 194 - - S
Placabs 374 339 257 184 | A Pathological Complete Response B Major Pathological Response
100+ 100+
90~ 90+
w804 w  80-
3 704 3 704
© ©
o 60 o 604
s s Diff 21.0 i
® 504 o 504 ifference, 21.0 percentage points
&b 8b (95% Cl, 15.1-26.9)
s 0 Difference, 13.0 percentage points s 20 P<0.001 based on
2 " (95% Cl, 8.7-17.6) ~ " interim analysis
o (]
& 504 I P.<0.0.01 based on & - (N=402)
interim analysis
10+ “ (N=402) 10+
0- : a
Durvalumab Placebo Durvalumab
(N=366) (N=374) (N=366)

LEAD2024: Leadership, Empowerment, and Development
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FDA
approval

ALINA: Resected IB-IlIA ALK+ NSCLC 4yley 2024

Resected Stage IB (24cm)-llIA _
ALK+ NSCLC Alectinib
per UICC/AJCC 7t edition 600 mg BID Recurrence
Other key eligibility criteria: 2 years Further
e« ECOG PS 0-1 treatments at
« Eligible to receive platinum-based R Inves_tigator’s
chemotherapy { fef | chmcg and
o Adequate end-organ function ; fS:JIrV'Val
« No prior systemic cancer therapy Platinum-based QUAW-Up
Stratification factors: chemotherapy? AESIE L E
: 3W; 4 cycles
o Stage: IB (= 4cm) vs Il vs IIIA SRy
e Race: Asian vs non-Asian
Primary endpoint Other endpoints Disease assessments (including brain

MRI)$ were conducted: at baseline,

- DFS per investigator,* tested hierarchically: « CNS disease-free survival il s
. s o . every 12 weeks for year 1-2, every
siagesiisillSeatipk=tagenE=iliay gSf ¢ 24 weeks for year 3-5, then annually
- Safety

Bio Ascend’ w

Medical Center
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ALINA: Disease-free survival: ITT stage IB-llIA

100

40

Disease-free survival (%)

20

. at risk
ectinib
1emo

93.6%
Alectinib

1
1
1 Chemotherapy
[~——==———— e g~ m
1 1 -

- 1 1
1 1
1 1
1 1
1 1

- 1 1
1 1
1 1
I 1
1 1
1 1

0 6 12 18 24 30 36 42 48 54
Time (months)

130 123 123 118 74 55 39 22 10 3
127 112 98 89 55 4 27 18 14 2

Alectinib Chemotherapy
(N=130) (N=127)
Patients with event 15 (12%) 50 (39%)
Death 0 1
Recurrence 15 49
Median DFS, Not reached 41.3
months (95% CI) (28.5, NE)
DFS HR 0.24 (0.13,0.43)
{9siel] pt<0.0001

At the data cutoff date, OS data
were immature with only 6
(2.3%) OS events reportedt

Median survival follow up: alectinib. 27.8 months; chemotherapv. 28.4 months

LEAD2024: Leadership, Empowerment, and Development

CNS-DFS in ITT

Alectinib Chemotherapy
(N=130) (N=127)
Patients with event 5 18
Death 1 4
Brain recurrence 4 14
CNS-DFS HR* 0.22
(95% ClI) (0.08, 0.58)

1994 Alectinib
< 804 Chemotherapy
< 1
= 1 1
2 i 179.7%
2 1 1
3 -
2 60 : :
3 1 1
- 1 1
@ 1 1
@ 404 ! !
o 1 1
2 1 1
= 1 1
tg 1 1
£ 1 1
o 20 b -
1 1
1 1
1 1
0 T T T T T T T T T
0 6 12 18 24 30 36 42 48 54
Time (months)
No. at risk
Alectinib 130 124 124 118 74 55 39 22 10 3
Chemo 127 113 98 90 57 43 27 18 11 2

@christinemphmd




Stage llI- Unresectable

Un?égggtglble Concurrent platinum chemo w/ RT

Durvalumab

Osimertinib (LAURA)  §

LAURA Trial

Patients with locally advanced, Osimertinib 80 mg,
Unresectablcistage Il EQERMNSSLT Qncedally Treatment duration until BICR-assessed progression

with no progression during / following _— (per RECIST v1.1), toxicity, or other discontinuation
definitive CRT' treatment SAngaTaHan criteria
2:1

Key inclusion criteria: (N=216) Open-label osimertinib after BICR-confirmed
- 218 years (Japan: >20) — progression offered to both treatment arms$
2 Stratification by:

WHQ Sl Concurrent vs sequential CRT
» Confirmed locally advanced, Stage IlIA vs stage HIB/IIC

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

I\E/I);(?riilnﬁ %:t?e?\l/?al between last dose of = oncst ol AMETand blalME

e — + At baseline, every 8 weeks to Week 48, then every
CRT and randomization: 6 weeks . :
12 weeks until BICR-assessed progression
Ramalingam SS et al. ASCO 2024;Abstract LBA4. Lu S et al. N Engl J Med 2024 June 2;[Online ahead of print] w

. B i O AS Ce n dw University of Nebraska
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Characteristics, % Osimertinib (n=143) | Placebo (n=73)

AJCC / UICC staging (8™ edition) at diagnosis: IIIA/1lIB / IlIC 36/47/17 33/52/15

FDA approval
Histology: adenocarcinoma / other 97 /3 9515 9/25/2024
EGFR mutation at randomization:* Ex19del / L858R 52 /48t 59 /41
Type of CRT: concurrent CRT / sequential CRT 92/8 & /15
Response to prior CRT: CR/PR/SD/PD /NE 3/47/43/0/8 4/37/51/0/8
Target lesion size by BICR:* mean (SD), mm 33 (18) 36 (17)

LAURA: PFS Outcomes by BICR

1.0 Median PFS, months (95% Cl)

Osimertinib 39.1 (31.5, NC)
Placebo 5.6 (3.7, 7.4)

0.9

0.8

PFS HR (95% Cl): 0.16 (0.10, 0.24),
p<0.001

Maturity 56%:
osimertinib 40%, placebo 86%

0.7

0.6

0.5

0.4

0.3

0.2

Probability of progression-free survival

0.1

0.0

No. at risk Time from randomization (months)

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

Placebo 73 3 31 25 15 10 9 6 6 - -+ 3 3 3 2 1 1 0 0 0 0 0
Data cut-off: January 5, 2024,
Tick marks indicate censored data. Median follow-up for PFS (all patients): osimertinib 22.0 months, placebo 5.6 months. Median follow-up for PFS (censored patients): osimertinib 27.7 months, placebo 19.5 months.

X

. B i O AS Ce n d University of Nebraska
LEAD2024: Leadership, Empowerment, and Development AVaniam Group Company - Medical Center _
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LAURA: Safety Profile

The most common AE in both arms was radiation pneumonitis; the majority were low grade (no Grade 4/ 5),
non-serious and manageable

Radiation pneumonitis 48 | 2 | 38
Diarrhea 36 | 2 I | 14
Rash 24 | | 14
CovVIDS 20| 11 s Interstitial lung disease (grouped term)
Paronychia 17 1 was reported in 11 (8%) patients in the
Cough 16 | |10 osimertinib arm#
Decreased appetite 15 5 The majority were Grades 1/ 2;
Dry skin 13% 5 Grade 5 n=1
Pruritus

Stomatitis

I:l Osimertinib, all grades
. Osimertinib, Grades 23
|:] Placebo, all grades
. Placebo, Grades 23

WBC count decreased

PneumoniaT

Anemia

Musculoskeletal chest pain

100 90 80 70 60 50 40 30 20 10 0 10 20 30 40 50 60 70 80 90 100
Patients (%)
Data cut-off: January 5, 2024.

*AEs with incidence of 10% or more in eithertreatmentarm are shown. Patients with multiple events inthe same category counted only once in that category. Patients with events in more than one category are counted once in each of those categories. Includes AEs with an onsetdate on or after the date of firstdose and up to and
including 28 days following the discontinuation of study treatment and before starting subsequent cancertherapy, 'One grade 5 AE of pneumoniawas reportedin the osimertinib arm; *interstitial lung disease (groupedterm)was reportedin 1 patient(1%) in placebo arm; AE was pneumonitis, Grade 1.

Bio Ascend’ w

_ LEAD2024: Leadership, Empowerment, and Development AVaniam Group Company S HCdico I ConteTi
Ramalingam SS et al. ASCO 2024;Abstract LBA4. Nebrasia Medicine



Landscape of Lung Cancer

Not
otherwise
specified

5%

Adenocarcinoma
40%
Large cell
carcinoma
10%

Squamous cell
carcinoma
25%

RIT02%  NRG10.1%
FGFR1/FGFR20.7% NTRK 0.1%

HRAS 1.2%

NRAS 1.2%
MAP2K10.7%

ERBB2 amplification 2.7%
MET amplification 2.5%

RET fusion 2.3%

KRAS

29.9%
ROST fusion 1.9%

ALK fusion 4.4%

KRAS G12C
39%

MET splice 3.0%

ERBB2 3.8%

NFT1 truncation 1.9%

Gubens M. ASCO 2024 Education Session ; Addeo et al. Cancer Treatment Reviews 2021.

LEAD2024: Leadership, Empowerment, and Development
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Molecular Biomarker-Positive Advanced NSCLC 9/2024

1L Meds

EGFR mt

Exon 19 del, L858R

EGFR mt
Uncommon

ALK fusion
ROS1

BRAF V6OOE
NTRK fusion
RET fusion %

MET exon 14
skipping
HER2 mt or IHC 3+

Osimertinib
Osi + chemo (FLAURA 2), X
Ami+Laz+chemo (MARIPOSA) X

Exon 20 ins: Ami_+ Chemo (PAPILLON)
S768!, L861Q, G719X:Afat or Osi *

Alectinib, brigatinib, Ceritinib, Lorlatigi'b (Crozotinib)
Crizotinib, Entrectinib, Repotrectinib *

Dabrafenib/Trametinib, Encorafenib/Binimetinib
Larotrectinib, Entrectinib

Selpercatinib, pralsetinib

Capmatinib, Tepotinib



FDA

FLAURAZ2 Phase lll study design approva

2/16/2024
Safety run-in period (N=30)
) ) "
Published in ESMO Open, 2021 Osimertinib 80 mg (QD)
l + pemetrexed 500 mg/m?
+ carboplatin AUC5 Maintenance @
Patients with untreated locally or cisplatin 75 mg/m? osimertinib 80 mg (QD)
: (Q3W for 4 cycles for + pemetrexed (Q3W)t
advanced / metastatic EGFRm NSCLC Strafificationibys platinum-based Eollowaip:
Key inclusion criteria: * Race (Chinese Asian / Seatpants) + RECIST 1.1 assessment at
- Aged 218 years (Japan: 220 years) - non-Chinese Asian/  _ 6 and 12 weeks, then every
non-squamous NSCLC * EGFRm (local / central 1:1 (N=557) defined rgdiological digease
- Ex19del / L858R (local / central test) test) il e °tthe’ pitdiaaa
« WHOPSO0/ 1 - WHOPS (0/1) Osimertinib 80 mg (QD) criteria were me
» No prior systemic therapy for advanced
NSCLC » Primary endpoint: PFS by investigator assessment per RECIST 1.1#§

» Stable CNS metastases were allowed*

} ) + Sensitivity analysis: PFS by BICR assessment per RECIST 1.1
* Brain scans at baseline (MRI/ CT)

« Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5) and PFS2*

Bio Ascend’ y

LEAD2024: Leadership, Empowerment, and Development AVaniam Group Company - Medical Center _

Nebraska Medicine




Progression-free survival per investigator

Median PFS was improved by ~8.8 months with osimertinib plus platinum-pemetrexed vs osimertinib monotherapy

Median PFS, months (95% Cl)

= 1.0 = Osimertinib + platinum-pemetrexed 25.5(24.7,1
>
E 0.9 = Osimertinib monotherapy 16.7 (14.1, .
H HR (95% CI) 0.62 (0.49,
g 0.8 = p<0.0001
‘.‘é: 0.7 = Overall maturity: 51%
9 Median follow-up for PFS*, months (rai
# 06— Osimertinib + platinum-pemetrexed, 19.5 (C
4 | Osimertinib monotherapy, 16.5 (0-33.
2 05
£ |
[}
%5 0.4 |
> |
£ 03+ I |
2 |
2 024 I I
< |
& 01 - | |

I I

0 T T T T T T T t T T T 1
0 3 6 9 12 15 18 21 24 27 30 a3 36
Time from randomization (months)
No. at risk:
. 279 254 241 225 207 187 165 133 84 42 21 3 -
278 246 227 203 178 148 119 94 67 48 21 1

9 months improvement in PFS

LEAD2024: Leadership, Empowerment, and Development

10 months improvement in PFS

w/ CNS mets

PFS per investigator in patients with / without
CNS metastases at baseline*

With CNS metastases Without CNS metastases

Median PFS, months (95% CI) Median PFS, months (95% CI)
I Osimertinib + platinum-pemetrexed 24.9 (22.0, NC) I Osimertinib + platinum-pemetrexed 27.6 (24.7, NC)

Osimertinib monotherapy 13.8 (11.0, 16.7) 21.0(16.7, 30.5)

0.47 (0.33, 0.66) 0.75 (0.55, 1.03)

Osimertinib monotherapy

HR (95% CI) HR (95% CI)

& 104 1.0 5
2
4 i 4
. 0.8 0.8
28 06- 0.6
3%
89 044 0.4
ow
=0
2 02- 0.2 1
2
o 0 T T T T 1 T 1 1 T 1 1 1 0 T T T T T T T T T 1 T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)
No. at risk:
.116 101 98 93 84 77 70 58 34 19 8 2 0 163 153 143 132 123 110 95 75 50 23 13 1 0
110 95 84 73 60 50 37 32 21 13 5 1 0 168 151 143 130 118 98 82 62 46 35 16 0 0




FDA

approval

MARIPOSA Long Term Follow up 8/19/2024

Phase 3 MARIPOSA Study Design

/ K A o \ Serial brain MRIs were required for all patients . ) . .
ey Eligibility Criteria Primary endpoint of progression-free survival
» Locally advanced or g A (PFS) by BICR per RECIST v1.1:
metastatic NSCLC S o Amivantamab + Lazertinib - Amivantamab + lazertinib vs osimertinib
» Treatment-naive for 'ﬁ (n=429; open-label)
advanced disease 1) Endpoints reported in this presentation?:
»  Documented EGFR g E ! )
Ex19del or L858R -3 Osimertinib * Intracranial PFS (icPFS)
- ECOGPSOor1 E3 (n=429; blinded) + Intracranial DoR (icDoR)
\ S
Stratification Factors ; Focus of this presentation * Intracranial ORR (icORR)
+ EGFR mutation type N + Time to treatment discontinuation (TTD)
(Ex19del or L858R) arerttib . - o e
» Asian race (yes or no) (n=216; blinded) Ime to subsequent therapy ( )
+ History of brain » PFS after first subsequent therapy (PFS2)
\ metastases (yes or no)/ [Lazen‘in/'b monotherapy arm was included to) 2 Overall Stinvival
assess the contribution of components

3Endpoints not part of formal statistical testing;
all P-values in this presentation are nominal

Bio Ascend’ ym
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Updated Overall Survival Analysis?

A strong OS trend favoring amivantamab + lazertinib was observed 156

100
1
— 175 ]
2
= l
=
= ! | Amivantamab + lazertinib
§ 60 : .
] 1
e 1
g ! !
e .
§ 40 Median OS : | simEsaniy
2 Median follow-up: 31.1mo  (95% Cl) ) i
g Ami + laz NE (NE-NE) i i
©
o 201 osi 37.3 mo (32.5-NE) | i
HR, 0.77 (95% CI, 0.61-0.96); P=0.019b i i
1 I
0 T T T T T T T I| T T T : T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Months
Ami + laz 429 404 390 383 375 363 343 327 307 245 173 112 51 15 0
Osi 429 416 409 396 373 353 331 310 285 224 145 91 45 13 0

OS curves separate early and widen over time favoring amivantamab + lazertinib,

with 61% of patients alive at 3 years vs 53% with osimertinib

Time to Treatment Discontinuation? a . |
Amivantamab + lazertinib demonstrated significantly longer TTD vs osimertinib LS I ntracra n | al P FSa e

MARIPOSA required serial brain imaging for all patients, which provides robust evaluation of CNS outcomes L

100 4 Amivantamab + lazertinib showed a favorable trend in icPFS with sustained and durable CNS control at 3 years
100 4
s
E 80 4 g %
- 73
L | B
2 i g5 604
a0 | 22
! ! Amivantamab + lazertinib 4 . -
8 40 4 Median TTD ! 2 E 1 Amivantamab + lazertinib
2 : . 1 1 8 40 A I '
< Median follow-up: 31.1 mo__ (95% CI) | o5 Median icPFS 1 =
2 " ! '§ £ Median follow-up: 31.1 mo  (95% Cl) i
% 20 Anﬁ e . : 29°/. Osimertinib 2 Ami + laz 24.9 mo (20.1-34.7) | [Tl Osimertinib
8 o Somofeliccho) ; i 2 2209 o 222 mo (18.4-26.1) i
o W S b i ! a 1 I
[ HR. 0.80 (85% Cl, 0.68-0.96): P=0.014 ! i HR, 0.82 (95% Cl, 0.62-1.09); P=0.165> : !
0 : : : : : . . i . . . : . . 0 i i
0 3 6 o 21 8 21 24 27 30 3B 3B/ 39 A 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
NZ' i r:SK 429 379 358 339 311 289 264 M‘;?st = 219 178 124 85 38 10 0 Moot riak Monins
mi + laz
Osi 429 405 381 345 314 279 255 231 196 146 9% 66 34 10 0 oy (10 o b 13 2 o et o o Pt o 23 H H o

More patients remained on treatment at 3 years with amivantamab + lazertinib (40% vs 29%) ntamab + lazertinib vs osimertinib (38% vs 18%)




MARIPOSA-2: Amivantamab plus chemo after Osimertinib

Serial brain MRIs were required for all patients?
Key Eligibility Criteria \ Dual primary endpoint of PFS¢ by BICR

« Locally advanced or B Amivantamab-Lazertinib-Chemotherapy per RECIST v1.1:

metastatic NSCLC % (n=263) . -

2 * Amivantamab-Lazertinib-Chemotherapy

* Documented EGFR = Ch th

Ex19del or L858R 5 VS kSO etapy
- Progressed on or after | § ] Chemotherapy « Amivantamab-Chemotherapy

osimertinib monotherapy g (n=263) vs Chemotherapy

(as most recent line) o .

c Secondary endpoints:

« ECOGPSO0or1 &
- Stable brain metastases T Amivantamab-Chemotherapy * Objective response rate (ORR)°

were allowed; & (n=131) * Duration of response (DoR)

radiation/definitive therapy . 0 I ival (OS)c

was not required (untreated) verall survival (OS)

o K Dosing (in 21-day cycles) \ * Intracranial PFS
Stratification Factors Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then Ti b h "

. Osimertinib line of therapy 1750 mg (2100 mg if 280 kg) every 3 weeks starting at Cycle 3 (week 7) * Time to subsequent therapy

(1st vs 2nd) Lazertinib: 240 mg daily starting after completion of carboplatin® » PFS after first subsequent therapy (PFS2)4
 Asian race (yes or no) Chemotherapy administered at the beginning of every cycle: o Symptomatic PFSd
« History of brain metastases »  Carboplatin: AUCS5 for the first 4 cycles . Safet

des or no) J \~ Pemetrexed: 500 mg/m?2 until disease progression / y

Bio Ascend’ ym
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MARIPOSA-2: Amivantamab plus chemo after Osimertinib

FDA

A Median progression-free A a p p rova |
n survival, months (95% C1)
100 - Amivantamab-chemotherapy 131 6.3(5.6-8.4) n 8 19 2 024
—_ Ar {azertinip-c apy 263 8.3(6.8-9.1) Amivantamab-chemotherapy 13
=3 Chemotherapy 263 4.2(4.0-4.4) fazertinib- 263
Chematherapy 263
8 Amivantamab-ct apy versus cher py: 4
- 80 - Hazard ratio for disease progression or death, 0.48 (95% C1 0.36-0.64) 100 bl =
é — P<0.001 o - N Hazard ratio for disease progression or death, 0.55 (0.36-0.79)
1 <. |
(=] \ Ay i azertinib- versus
g \ A -lazertinib-ct y versus chemotherapy: _ o Hazard ratio for disease progression or death, 0.58 {0.44-0.78)
& 60 e Hazard ratio for disease progression or death, 0.44 (95% C1 0.35-0.56) .g 80 AL
7 \ P<0.001 _
A
g g g
!
& — : EE e0-
] 40 “\ Amivantamab-lazertinib-chemotherapy ‘® é
e
2 j T8 g 2 Amivantamab-lazertinib
= —4 £8 40 Y chemotherapy
g 20 - Lf% Amivantamab-chemotherapy 2 §, \;._ﬁ
E " ra— EE d
— @
E s 20 -
a
0 T T T T T 1
Amivantamab-chemotherapy
0 3 6 9 12 15 18 0 ] ; : ; I :
Months 0 3 6 9 12 15 18
No. at risk Months
Amivantamab-chemotherapy 131 L] 49 27 7 0 0 No. at risk
A s zetiiib-ch 263 194 104 50 2 4 0 Amlvantamab-chematherapy 131 103 7 4 n 0 0
\azertinib
Chematherapy 263 135 49 17 6 0 0 fa 263 211 13 4 2 g 9
Chemotherapy 263 167 89 a7 13 1 0
B Median progression-free
n survival, months (95% Cl) Median intracranial
Amivantamab-chemotherapy 131 8.2(6.8-10.9) ptog;s:i.;::m::vml,
100 Amivantamab—iazertinib-chemotherapy 263 8.3(7.1-99) n months (95% C)
§ Chemotherapy 263 42(4.0-45) Amivantamab-chemotherapy 24 NE (5.6-NE)
= Amivantamab—¢ py versus ch fazertinib 56 11.17.0-135)
E 80 - Hazard ratio for disease progression or death, 0.41 (95% C1 0.30-0.54) 100 Chomoterapy o 633585
0 .- Amivantamab—lazertinib—chemotherapy versus chemotherapy. Versus
c ™ Hazard ratio for disease progression or death, 0.38 (95% C1 0.30-0.48) Hazard ratio for dissase progression or death, 0.36 (0.16-0.84)
=3 4 —_ lazertinib Versus ¢
% L .g 80 - Hazard ratio for disease progression or death, 0.44 (0.25-0.79)
- . S =
§’ 60 4% ‘g =
— '}
= E § 60 L 1 A hemotherapy
@ - i Ty
© 40 Amivantamab-lazertinib-chemotherapy H s
2 \ 4 ! .§ g 40 ) tinib—
; Sy 22 — 1 chemotherapy
2 20 1 il Amivantamab-chemotherapy Sa
B — ‘ 5 20
I o
- f
0 T T T T T 1
0 3 6 9 12 15 18 0 T T T T !
12 1
Months 0 3 6 9 3
No. at risk _ Months
Amivantamab-chemotherapy 131 99 61 3 8 0 0 . s
5 263 201 110 57 2 E 0 Amivantamab-chemotherapy 24 20 13 8 1 0
b e lazertinib 56 ) 2 10 5 0
Chematherapy 263 139 48 19 6 0 0 Chematherapy 61 2 17
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CROWN: A Randomized Global Phase 3 Study

. Lorlatinib is a brain-penetrant, third-generation ALK TKI that has broader coverage of ALK resistance mutations than second-generation ALK TKiIs'2
e : Primary endpoint
Lorlatinib 100 mg once dail
Key eligibility criteria e X . PFS?by BICR
+  Stage llIB/IV ALK+ NSCLC Secondary endpoints

+  No prior systemic treatment for Stratified by: < e Lo
metastatic disease . Presence of brain metastases e PFS by investigator

. ECOG PS 0-2 Randomized (yes.vie’ no) - ORR by BICR and investigator

. Asymptomatic treated or untreated — =—p 1:1 ' ith_n'c'ty i . DOR, IC ORR, and IC DOR by BICR
CNS metastases were permitted N=296 (Asian vs non-Asian) . IC TTP by BICR

« 21 extracranial measurable target — ) y * TTR and ICTTR by BICR
lesion (RECIST 1.1) with no prior Crizotinib 250 mg twice daily «  Safety
radiation required n=147 . Quality of life

i . Biomarker analyses
No crossover between treatment arms was permitted

« At the planned interim analysis, at 18.3 months of median follow-up in the lorlatinib arm, median PFS by BICR was not reached (95% CI, NR-
NR) with lorlatinib and 9.3 months (95% CI, 7.6-11.1 months) with crizotinib, with an HR of 0.28 (95% CI, 0.19-0.41) and P<0.0013

« In a subsequent post hoc analysis, at 3 years of follow-up, median PFS by BICR was still not reached (95% CI, NR-NR) with lorlatinib and 9.3
months (95% CI, 7.6-11.1 months) with crizotinib (HR, 0.27; 95% CI, 0.18-0.39)*

ALK, anaplastic lymphoma kinase; BICR, blinded independent central review; CNS, central nervous system; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; HR, hazard ratio; IC, intracranial; NR, not reached; NSCLC, non-small cell lung
cancer; ORR, objective response rate; PFS, progression-free survival, PS, performance status; RECIST, Response Evaluation Criteria in Solid Tumors; TKI, tyrosine kinase inhibitor; TTP, time to tumor progression; TTR, time to tumor response.

2Defined as the time from randomization to RECIST-defined progression or death due to any cause.

1. Johnson TW, et al. J Med Chem. 2014,57:4720-4744. 2. Shaw AT, et al. Lancet Oncol. 2017;18:1590-1599. 3. Shaw AT, et al. N Engl J Med. 2020;383:2018-2029. 4. Solomon BJ, et al. Lancet Respir Med. 2023;11:354-366.

Bio Ascend’ y
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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
90 - (n=149)  (n=147)
80 4 Events, n 55 115
704 ; PFS, median NR 9.1
o 607 : ! ! . (95% Cl), (64.3-NR) (7.4-10.9)
v 50 | l ; ; months
ri ' : : I
o 404 ! C " : HR (95% CI) 0.19 (0.13-0.27)
30 : ! |
' | 1 1
gl 109 109 |
104 ! 10% e . At the time of this
0 i ! : : analysis, the required
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 number of OS events for
No. at risk Time, months a protocol-specified
— Lorlatinib 149 126 118 111 103 96 93 89 87 81 81 79 77 74 67 45 26 14 4 1 0 second interim analysis
—_ Crizotinib 147 107 70 42 30 19 16 16 11 10 9 9 9 8 6 4 2 0 0 0 O has not been reached.
OS follow up is ongoing
HR, hazard ratio; NR, not reached; OS, overall survival, PFS, progression-free survival. W|th Base"ne Brain Metastases
Lorlatinib Crizotinib
(n=35) (n=38)
Events, n 16 34
100 PFS, median 6.0
% (95% Cl), months (32.9-NR) (3.7-76)
80 HR (95% CI) 0.08 (0.04-0.19)
70
60 53%
2 50 :
E 40 &
30
20
10
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
No. at risk Time, months No. at risk
— Lorlatinib 35 31 29 28 28 26 26 25 23 20 20 20 19 18 15 10 7 5 2 O — Lorlatinib
— Crizotinib 382114 3 1 0 0 00O 0OOO OO OOO0OOTO — Crizotinib

LEAD2024: Leadership, Empowerment, and Development

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)

63%

0.24 (0.16-0.36)

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80

Time, months

11495 89 83 75 70 67 64 64 61 61 59 58 56 52 35 19 9 2 1 0

10985 59 38 27 18 16 16 11 10 9 9 9 8 6 4 2 0 0 0 O
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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.

%Bio Ascend ym
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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

- B i O AS Ce n dm University of Nebraska
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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

J%

B i O AS C e n dTM university?;ebraska

LEAD2024: Leadership, Empowerment, and Development AVaniam Group Company __Medical Center _
Nebraska Medicine




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)

_ Bio Ascend’  umesyomorsa
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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)
A VL A

1986 1998 1999 2020 2021

2023 2024

B i O AS C e n C.lTM uni\ﬁésdigayebr?ska

Centel
Nebraska Medicine
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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

University of Nebraska
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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

University of Nebraska
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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

University of Nebraska
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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
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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
Medical Center
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