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Small Cell, Big Fight: Tackling
the Reality of SCLC in the Clinic

* 15% of lung cancers are diagnosed as Small Cell Lung Cancer
(SCLC)
* Highly aggressive malignancy

* Majority of patients diagnosed with stage IV /endstage
disease

* Dismal prognosis with a 5-year survival of ~¥12%

e Although considered highly responsive to first line therapy,
resistance to novel therapies like conventional immunotherapy is
common

e Recurrence is inevitable!
e Subsequent lines of therapy historically with limited efficacy.




SCLC Treatment History: Recent Approvals ™
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Tarlatamab Efficacy: ()
Redefining What's Possible in Small Cell Lung Cancer Care

Sustained Disease Control*
Lnlslg=s =R = lelg =l Eli=s s o Objective response rate: 40% 150

LINEEIRICRIEEIC I e Disease control rate: 70% Tarlatamab 10 mg (N =100 EOR
SCLC

100+

50+

e Median duration of response was 9.7

Durable response to
months

therapy

e Median overall survival 15.2 months

% Change from Baseline in Sum of Diameters

Promising survival benefit

—100+

Sands J. Presented at WCLC 2024




Tarlatamab Toxicity: @
Importance of Expertise and Close Monitoring

Cytokine Release Syndrome (CRS)

A potentially life-threatening side effect characterized by a systemic inflammatory response,
including high fever, hypotension, and organ dysfunction. It is caused by the rapid release of
large amounts of cytokines into the bloodstream.

Overall incidence with Tarlatamab 10mg dose ~ 50% mostly G1-2 with cycle 1

ICANS (Immune Effector Cell-Associated Neurotoxicity Syndrome)

A specific type of side effect that can occur with bispecific T-cell engagers, characterized
by neurological symptoms such as altered mental status, seizures, and cerebral edema.

Overall incidence with Tarlatamab 10mg dose ~ 10% mostly G1-2 with cycle 1

Early identification and prompt management of these adverse events are crucial to prevent serious complications
and ensure optimal patient outcomes.




Definition and distinctions points between the three main systemic drugs
reactions related to anti-cancer immunotherapies.

Time since the start of the immunotherapy

Severity of the systemic reaction

HLH

Severe reaction typically
revealed by febrile cytopenia
and biclogical abnormalities
(hyperferritinemia,
hypertriglyceridemia,
hypofibrinogenemia) and which
can be accompanied by organ
failures, and generally following
a cytokine release syndrome,
and both IL-1 and IL-6 driven.

IRR

Immediate reaction or within 6
hours of the start of the infusion,
typically of an immunoallergic
nature, mostly chills and flushing,
skin, nausea and respiratory
reaction generally afebrile.

CRS

Febrile reaction and which can
be accompanied by hypotension
and/or hypoxia, generally
occurring beyond the 6 hours
following the start of treatment
and in connection with the
pharmacodynamics of the
treatment, and mainly IL-6
driven.

Both overdiagnosis and underdiagnosis of T cell
Engager(TCE) therapy related toxicity- CRS and
ICANS is a challenge

G eraud et al. European Journal of Cancer 2024

Expected timing for reactions and adverse events with T-cell engagers
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Key points for the management of reactions and adverse events with T-cell engagers
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December 2023

October 2023
The NEW ENGLAND JOURNAL of MEDICINE @
FDA GRANTS PRIORITY REVIEW TO AMGEN'S TARLATAMAB .

APPLICATION FOR ADVANCED SMALL CELL LUNG CANCER

ORIGINAL ARTICLE

Currently There are no Approved Therapeutic Options for Third-Line Treatment of Advanced SCLC!

Tarlatamab for Patients with Previously o o
If Approved, Tarlatamab Would be the First BiTE" Therapy for a Major Solid Tumor
Treate d S mall-c eII Lung C an C er FDA Target Action Date is June 12, 2024

M.-J. Ahn, B.C. Cho, E. Felip, I. Korantzis, K. Ohashi, M. Majem, O. Juan-Vidal,
S. Handzhiev, H. Izumi, J.-S. Lee, R. Dziadziuszko, J. Wolf, F. Blackhall, M. Reck,
J. Bustamante Alvarez, H.-D. Hummel, A.-M.C. Dingemans, J. Sands,

H. Akamatsu, T.K. Owonikoko, S.S. Ramalingam, H. Borghaei, M.L. Johnson,
S. Huang, S. Mukherjee, M. Minocha, T. Jiang, P. Martinez, E.S. Anderson,

and L. Paz-Ares, for the DeLLphi-301 Investigators* May 16. 2024
’

FDA grants accelerated approval to tarlatamab-
dlle for extensive stage small cell lung cancer

‘ f Share | X Post | in Linkedin | &% Email | & Print

May 26, 2024

Moffitt is First in U.S. to Offer New Lung
Cancer Therapy

By Pat Carragher - May 29, 2024

Moffitt Cancer Center has become the first health care provider in the United States to commercially treat a patient
with extensive stage small cell lung cancer (SCLC) using the newly approved tarlatamab. The FDA approved the drug

on May 16.




Moffitt Cancer Center Leading the Charge

Active tracker created for
potentially eligible patients

Scheduling algorithm updated to
ensure these patients are flagged
and scheduled within 3 days

Nurse navigator and social worker
assigned for patient follow-up.

Patient Identification

KEY COMPONENTS

Collaboration between Thoracic
Oncology and Inpatient
Hematology teams-

Identify and prepare treatment
spaces

Establishment of a
multidisciplinary team

Regular communication with the
specialty pharmacy and
reimbursement team to facilitate
establishment of pathways for rapid
patient identification and prior
authorization process

Create order sets and
comprehensive multidisciplinary
treatment protocols that outline
patient selection criteria, dosing
guidelines, administration
procedures, and management of
potential adverse events.

Reimbursement

Development of Electronic
medical record order sets
and treatment protocols

Provide ongoing staff
training

Establishment of triage

system for monitoring of
treatment related adverse

events (AEs)

Patient Education and
Support

Conduct regular training sessions and
assessments to ensure that all staff
involved in Tarlatamab therapy
administration maintain their
knowledge and skills.

Early identification of AEs
concerning for cytokine release
syndrome and immune effector
cell mediated neurological
symptoms.

strategies.

Establishment of Fast track
assessment in the cancer center
urgent care center

Develop educational materials and
programs to inform patients about the
therapy, its benefits, potential side
effects, and self-management




17 months of SOC Tarlatamab : Lessons Learnt




The rewards .. @

Tarlatamab for Large Cell Neuroendocrine Carcinoma in a Young
Adult: A Case Report

Affiliations & Notes v  Article Info v

CASE REPORT - Articles in Press, March 24, 2025

Rapid Intracranial Response With Tarlatamab in Patients With Untreated Brain
Metastases From SCLC—A Real-World Case Series: Case Report

Bingnan Zhang, MD ¢ - Komal B. Shah, MD P - Mitchell Parma, MD € - Kaiwen Wang, PharmD 9 - EricK. Singhi, MD @ -

Whitney Lewis, PharmD d. Melvin Rivera, PharmD d . Mehmet Altan, MD @ - Jenny Pozadzides, MD © - Xiuning Le, MD, PhD ¢ -

Natalie Vokes, MD ¢ - Frank Fossella, MD ® - Barbara O’Brien, MD ¢ - Chenyang Wang, MD, PhDf - Martin C. Tom, MDf -




Activity in extra-pulmonary neuroendocrine tumors Q)

Pre-Infusion

Figure 2: Timeline of Treatment

Carboplatin/ Nivolumab/
Paclitaxel + Ipilimumab
Initial Radiation
Diagnosis
Ongoing
Recurrence  |Recurrence  Recurrence Progression Complete
i Response
O L | i @ I i—
0 12 15 19 23 26 29 36
Radiation
Cisplatin/Etoposide + alone  Carboplatin/Etoposide/ Tarlatamab
Radiation Atezolizumab
Months since initial diagnosis
A 45-year-old female with history of Small cell
carcinoma of left pyriform sinus with cervical Images courtesy : Dr Kedar Kirtane
LAP ’ DLL3 (Sp347’ Ventana) 959, Kirtane, Puri, Chung et al . Manuscript under review, JCO—PC%5




Some challenges ..

BACKGROUND

dTarlatamab, a €D3 x DLL3 bispecific T-cell engager, has recently
received approval for the treatment of extensive-stage small cell lung
cancer (ES-SCLC) in patients with disease progression following
platinum-based chemotherapy.

QO This study aims to assess the safety outcomes related to cytokine
release syndrome (CRS) and immune effector cell-associated
neurotoxicity syndrome (ICANS) in real-world setting.

ICANS

® Grade 2 8 No ICANS
28%

Grade 2
72%  ICANS

Sender Distribution —
W Grace 1 @ Grade 7 @ Grade 3 8 Mo CR5

Grade 0
ICANS

Widales WFemales

CRS and ICANS (Number of Patients) Median time to onset (hours)
. s J : -
3 Length of Howsitalization (Hours) Excluding outliers

Post First dose Symptoms m

e |

Nausea and Vomiting 14%

Itching and erythema 14%

Incidence

Thrombocytopen pdiz

[E]
ALT Elevation 17%

RESULTS
O'within our cohort of patients treated with Tarlatamab (n=14), the median
age of patients was 70 (range: 54-83) years, with 43% females and 64%
Caucasian ethnicity, 93% and 78% of patients received platinum-based
chemotherapy and immunotherapy respectively as previous lines of
treatment. 3 patients did not receive Immunotherapy due to: autoimmune
conditions (n=2) and history of cardiac transplant (n=1).

[ The median lines of treatment for the cohort was 3 lines (range: 2-4). 35%
(n=5) patients had previous history of brain metastasis while 43% (n=6)
patients had liver metastasis prior to Tarlatamab initiation.

dwe found that 57% of patients had any grade CRS with 21% patients
having CRS on both first and second doses. Among these, CRS was mostly
grade 1: 28% or grade 2: 21% with 7% patients experiencing grade 3 CRS.
Median time to onset of CRS was 8 hours (range:1-12).

O Characteristic CRS signs/symptoms were tachycardia (75%), tachypnea
(75%), and fever (50%). No clear correlation was found between presence
of liver metastasis and occurrence of CRS (50% vs 62.5% for patients
without liver metastasis).

O For ICANS, 28% of patients had any grade ICANS, with all being grade 2
events. Median onset of ICANS was 9.5 hours (range: 2-20 hours).

QFoer other adverse events grade >=3 elevation in ALT (17%) and AST (33%)
elevation, and thrombocytopenia (28%) were commonly seen. There was
no grade 3 anemia, neutropenia or pyrexia. Patient reported symptoms
post first dose were more commonly: fatigue (35%), nausea and vomiting
(14%).

[ Median length of hospitalization was 25.5 hours (range:19-288) with time
between infusion completion and hospital admission being 3 hours 5
minutes (0.5 hours to 9 hours). No patients had CRS reported for C1D15
infusion indicating safe infusion in the outpatient setting.

METHODS

J Aretrospective analysis was conducted on patients who received
Tarlatamab for treatment of ES-SCLC from May-November 2024 at
UAB and Infirmary health system.

O Data variables abstracted included age, sex, and gender, line of
treatment and sites of metastasis. Adverse event data focused on the
incidence and severity of CRS and ICANS, as well as other treatment-
related side effects graded according to the Common Terminology
Criteria for Adverse Events (CTCAE) version 5.0.

CONCLUSION
QThis real-world study provides valuable Insights into the safety of
Tarlatamab in ES-SCLC. The incidence of CRS and ICANS is higher in the
real-world setting, compared to the pivotal clinical trial.
QFuture studies should investigate interventions to reduce CRS/ICANS
incidence and risk factors to improve prediction of toxicity.

For Correspondence contact: aakashdesal@uabmc.edu (@ADesalMD), ssdeshmukh@uabmc.edu (@DocSamDeshmukh)

N=14

Median lines of
therapy: 3

C1D1 and D15
7% G3 CRS
28% G2 ICANS
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PP-01.41: Real-World Intracranial and Extracranial Efficacy Plus Safety Analysis of Tarlatamab

in Patients with Extensive-Stage Small Cell Lung Cancer THE UNIVERSITY OF TEXAS \
Mitchell Parma, MD'; Eric K Singhi, MDZ Kaiwen Wang, PharmD2; Melvin Rivera, PharmD?% Luisa Solis Scto, MD?; Wei-lien Wang, MD?; Mehmet Altan, MD?, Maria Franco Vega, MD*; Alexa mArlderson

Halliday, BA: .Joshua Jacome, MPAS, PA-CZ; Jianjun Zhang, MD, PhD?2; Xiuning Le‘ MD, PhDZ Jenny Pozad2|des, ] ; Celyne Bueno Hume, MDZ; George Blumenschein, M p"“’\f‘ol"(‘ﬁ -
Ferdinandos Skoulidis, MD, Ph Tina Cascone MD, PhD? Frank Fossella MD¥?; Marcelo Vailati Negrao, M Natalie Vokes MD¥?; Don Gibbons, MD, PhD4 Haniel Araujo, MD?; Anne Tsao MD?%  Somaliv L ntel
John Heymach, MD?, PhD; Lauren Byers, MD% Carl M Gay, MD, PhD?; Bingnan Zhang, MD?

"Division of Cancer Medicine, Department of Thoracic/Head & Neck Medical On epartments of Pathology and Translational Molecular Pathology, “Department of Hospital Medicine, University of Texas MD Anderson Cancer Center,

Houston, TX.

Initial Systemic Response (N=17)

Background Methods N=31
« Tarlatamab, a bispecific T cell engager (BITE) therapy targeting Delta-Like Ligand 3 + We queried the MD Anderson Lung Cancer IRB-approved GEMINI database for patients 2006 (5)

(DLL3), received FDA approval in May 2024 for relapsed extensive stage small cell lung treated with tarlatamab and retrospectively collected demographic, clinical, and outcome T G‘ th

cancer (ES-SCLC). data ot &romw

From 7/1/2024-1/15/2025, a total of 39 patients received tarlatamab Median lines of therapy =2
8 patients were excluded from analysis either due to diagnosis of extrapulmonary small
cell cancer or rapid clinical deterioration due to disease progression around the time of the

first tarlatamab infusion

Given its unique mechanism of action as a BITE therapy, unique toxicities of cytokine
release syndrome (CRS) and immune effector cell-associated neurotoxicity syndrome
(ICANS) are expected

59% (10)
Tumor Shrinkage

« To mitigate the nisk of toxicity, an inpatient step-up dosing schedule is required for cycle 1 . " S f t ClDl d C1D8
' . : S - z + The final cohort consisted of 31 patients are an
day 1 (C1D1) and day & (C1D8) (Figure 3), which has limited its rapid adoption, P 12% (2) Y
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MCC data ),

* 40 patients with SCLC treated with at least one dose of tarlatamab
during cycle 1(C1) at MCC (May-February 2024)

 Median age - 66.5years (range: 49-81)
 Median prior lines: 70% </=2 lines
e 87% with ECOG PS 0-1

* At the time of tarlatamab initiation, >25% had worsening CNS disease
(17.5% at baseline), and >45% had new/worsening liver metastases
(32% at baseline).

p
nder review. Clinical Lung Cancer Oct 2025
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Characteristics of Ineligible Patients by DeLLphi-301 trial ()
Exclusion Criteria (N=40)

DelLphi-301 trial’s exclusion criteria at cycle 1 day 1 of tarlatamab Patients (N=40)

n (%)

Untreated or symptomatic brain metastases or leptomeningeal disease 11 (27.5)

Inadequate organ function (renal, cardiac, hepatic)

GFR £ 30 ml/min 1(2.5)

AST, ALT, or ALP >3x ULN or >5x ULN for patient with liver involvement 2 (5)
Total bili >1.5x ULN or >2x ULN for patient with liver involvement 2 (5)
ECOG performance status 22 5(12.5)
Platelet count < 90 2 (5)
Hemoglobin <9 g/dL 4 (10)
Active malignancy within the last 2 years of C1D1 6 (15)
Transformation from non-small cell lung cancer 3(7.5)
Mixed histology 8 (20)
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Introduction of prophylactic tocilizumab 0

e 3 patients ( ~11%) experienced severe adverse events related to
CRS/ICANS leading to death or transition to hospice post C1D1
hospitalization (1 G4 CRS with G3 ICANS, 1 G4 CRS, 1 G4 ICANS
with G3 CRS).

e Based on this observation prophylactic tocilizumab prior to C1D1
was implemented for high-risk features identified in the limited
patient cohort with an ability to repeat dosing with subsequent
cycles based on treating physicians’ discretion.

Unpublished data.

Please do not distribute or share
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Introduction of prophylactic tocilizumab 0

Prophylactic tocilizumab (8 mg/kg) was implemented at our institution for patients considered to have
a high-risk for AEs based on clinical and laboratory factors.

Clinical risk factors

« advanced age (>75 years),
* multiple comorbidities,

e primary tumor size 27 cm,

« diffuse or innumerable hepatic metastases, or multiple coalescing hepatic lesions (treating
physician interpretation of radiology).

Laboratory risk factors

 elevated baseline inflammatory markers: LDH =500 U/L, CRP 24 mg/dL, ferritin 2400 ng/mL, and
uric acid 28.4 mg/dL.

Repeat dosing in subsequent cycles was left to the discretion of the treating physician.

Unpublished data.

Please do not distribute or share
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Figure 2. Patient Journey through Cycle 1 of tarlatamab. @

40 patients received Tarlatamab on C1D1

A 4 A J

30 patients without tocilizumab prophylaxis 10 patients with torilizumab prophylaxis
4 patients discontinued therapy 3 patients did not receive therapy
e Decath due to grade 4 CRS (n=2) e Lost to follow up (n=2)
e Hospice transition (n=2) C1D8 ¢ Has not received further tarlatamah
* Grade 3 CRS and Grade 4 study cut off date (n= 1)
ICANS (n-1)
= Disease progression (n= 1) i

7 patients with tocilizumab prophylaxis

26 patients without tocilizumab prophylaxis

C1D1 5 1 patient discontinued therapy
+ transition to hospice (n=1)

26 patients without tocilizumab prophylaxis 6 patients with tocilizumab prophylaxis
Patient disposition: v Patient disposition‘L
« Continuing tarlatamap (n =22) « Continuing tarlatamap. (n =5)
e Death due to progressive disease (n=4) ¢ Death due to progressive disease (n=1)

Unpublished data.
Please do not distribute or share




Safety

Figure 3. Incidence of CRS and ICANS with cycle 1 of tarlatamab.

Q)

3C. Cycle 1 Day 15

3B.Cycle 1 Day 8
100 3A.Cycle 1 Day 1 100 100
80 80 80
60
60 60
40 40 40
20
20 I 20 0
0 H N N 0 ul CRS-all CRS-
CRS-all CRS- ICANS- ICANS- CRS-all CRS- ICANS- ICANS- grade grade3
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Unpublished data.

Please do not distribute or share
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Preliminary response data ™

Patients who did not receive prophylactic tocilizumab (Evaluable
patients, N=23),

11 (47.8%) achieved a disease response (physician assessed
best response)

12 (52.1%) experienced disease progression.

Patients in the prophylactic tocilizumab group (Evaluable , N=6)
3 patients (50%) achieved a disease response
3 patients (50%) experienced disease progression.

Unpublished data.
Please do not distribute or share




Can Tarlatamab Be Given as an Outpatient Setting?

Phase | DeLLphi-300 Part F—Out-patient “Pilot”

Trial Design

Figure 2. DeLLphi-300 Phase 1 Trial (NCT03319940)

\ < \ \ \
m PartB )\ PartC ) PartD ) PartE /- PartG

Key Inclusion Criteria Part F Cohort Requirements for Cycle 1

| Non-randomized Comparative Analysis
+ Age 2 18 years

SCLC that progressed 48-hour inpatient 6-8-hour outpatient
or recurred following cycle 1 monitoringt cycle 1 monitoring
> 1 platinum-based (n=38) (n=30)
regimen
ECOG PS 0-2 :
Tarlatamab 10 mg Q2W Dosing
« Stable, treated brain (28-day cycle period)
metastases allowed B
— +— +—

: Q2w

P"mary Qutcome Day 1 Day 8 Day 15 thereafter
1mg 10 mg 10 mg 10 mg

Data cutoff was August 23, 2024, Cycle 1 Cycle 2+

*Only Parts A and F were included in this comparative study as they met the following criteria: 1) tarlatamab 10 mg IV Q2W with one-step dosing and 2) 6-8-hour outpatient monitoring or 48-hour
inpatient monitoring. TOne patient received 72-hour inpatient monitoring during cycle 1. AEs were classified using GTCAE version 4.0 and CRS was graded using Lee et al. 2014.¢

Chiang et al ESMO-10 2024




Can Tarlatamab Be Given as an Outpatient Setting?

Tarlatamab: Case Study for Out-Patient Management

TRAEs Occurring in 225% of Patients (All Cycles)

Preferred Term, n(%) 6-8 Hr OUTpatient 48 Hr INpatient
. Monitoring(n=30) Monitoring(n=58)
CRS I 18 (60) 36 (62) I
Dysgeusia 14 (47) 25 (43)
Nausea 11 (37) 10(17)
Asthenia 10 (33) 9(16)
Decreased appetite 9 (30) 12 (21)
Pyrexia 8 (27) 18 (31)
Fatigue 7 (23) 17 (29)

adapted from Chiang et al ESMO-IO 2024
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Can Tarlatamab Be Given as an Outpatient Setting?

72% of CRS events after C1D1 and C1D8 did not even require
hospitalization or ER visit

Figure 5. CRS in the 6-8-Hour Outpatient Monitoring Group
| ® Gradet m Grade2 . Hospitalization' @ Urgent Care or ER Visit | Outpatient Group Time-Course of CRS Events After C1D8
]

"Hospilairation symbol denated spproxrmale lime based on P dy of sdmission o e respective unil
. Outpatient Group Time-Course of CRS Events After C1D1 ::—
L —
| .
E 1
w i e
o | W & |1 "
£ | — ' T —
K L | —
S| — =
-':' I 0 8 24 48 72 9 120 144 168
T
e — Hours from End of Infusion
t——E. * All CRS events were grade 1.
0 8 24 48 12 96 120 144 168 + One patient went to the ER for CRS following C1D8.
Hours from End of Infusion 72% of CRS events (18/25) after C1D1 and C1D8 did not require
hospitalization or an ER visit beyond the monitoring period.

* 1101 14 (19%) CRS events were grade 1.

* One patient went to the ER and five patients were hospitalized for CRS following
C1D1.

Chiang et al ESMO-10 2024




Bridging the gap




Bridging the Gap ™

* Hub-and-spoke models: Initiation at academic centers with transition to community
sites for maintenance

* Remote monitoring: Telehealth check-ins, hospital at home programs
e Standardized protocols: Algorithms/checklists for CRS/ICANS detection

* Education and outreach: Community-facing CME programs, toolkits for toxicity
management

* Partnership models: Case conferencing.




ONWARD =SCLC

Observational Network for Advancing Real-World
Data in SCLC

Multi-Institutional Collaboration Gathering Real-World Data Data Analysis
The ONWARD consortium brings together a The consortium will collect data from The consortium will analyze the gathered
diverse group of leading academic and electronic medical record .

real-world data to gain insights and advance

research institutions to collaborate on this the understanding of small cell lung cancer.

initiative.
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ONWARD -SCLC : Real world questions ™

Real world questions
Efficacy in mixed / transformed lung cancer histologies

Efficacy in large cell neuroendocrine tumors

Efficacy in extra pulmonary SCLC

Larger data on intracranial efficacy
CRS/ ICANS mitigation strategies
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Take Home Points

M Mechanism of Action

* T-cell engagers (TCEs) link CD3 on T cells to tumor antigens, triggering immune synapse and tumor cell killing
A\ Toxicity Profile

* CRS and ICANS are common, often within 24-48h post-dose

* Requires early recognition and prompt management (e.g., tocilizumab, steroids)

() Importance of Early Detection

* Monitor for subtle symptoms: fever, hypotension, confusion

* Train frontline staff for rapid triage and escalation

% Operational Readiness

* Needs step-up dosing protocols, infusion center coordination, and emergency preparedness
* Qutpatient transition depends on structured follow-up

Bridging Practice Gaps

*  Community sites may lack experience with TCEs

* Hub-and-spoke models, shared protocols, and telehealth support can improve access

@ Pipeline & Approvals
* Many TCEs in development for solid tumors (HER2, EGFR, PSMA, DLL3, etc.)
* FDA-approved: Tebentafusp (uveal melanoma), Tarlatamab (SCLC)




Thank you !

IIXY #WCLC24 I WCLC2024,

2024 World Conference
on Lung Cancer

SEPTEMBER 7-10, 2024 | SAN DIEGO, CA USA

IASLC.ORG ‘
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