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IIMDELLTRA is indicated for the treatment of adult patients with extensive stage small cell lung
cancer (ES-SCLC) with disease progression on or after platinum-based chemotherapy.
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5 WARNINGS AND PRECAUTIONS
5.1 Cytokine Release Syndrome

IMDELLTRA can cause cytokine release syndrome (CRS) including life-threatening or fatal
reactions.

In the pooled safety population [see Adverse Reactions (6.1)], CRS occurred in 57% (268/473) of
patients who received IMDELLTRA, including 39% Grade 1, 15% Grade 2, 1.7% Grade 3 and 0.2%
Grade 4. Recurrent CRS occurred in 24% of IMDELLTRA-treated patients including 20% Grade 1
and 3.4% Grade 2; one patient experienced recurrent Grade 3.

Among the 268 patients who experienced CRS, 73% had CRS after the first dose, 60% had CRS
after the second dose, and 15% had CRS following the third or later dose. Following the Cycle 1 Day
1, Day 8, Day 15 infusions, 24%, 8%, and 1% of patients experienced Grade > 2 CRS, respectively.
From Cycle 2 onwards, 1.5% of patients experienced Grade > 2 CRS. Of the patients who
experienced CRS, 31% received steroids and 10% required tocilizumab. The median time to onset of
all grade CRS from most recent dose of IMDELLTRA was 16 hours (range: start of infusion to 15
days). The median time to onset of Grade > 2 CRS from most recent dose of IMDELLTRA was 15
hours (range: start of infusion to_15 days).

Clinical signs and symptoms of CRS included pyrexia, hypotension, fatigue, tachycardia, headache,
hypoxia, nausea and vomiting. Potentially life-threatening complications of CRS may include
cardiac dysfunction, acute respiratory distress syndrome, neurologic toxicity, renal and/or hepatic
failure, and disseminated intravascular coagulation (DIC).

Administer IMDELLTRA following the recommended step-up dosing and administer concomitant
medications before and after Cycle 1 Day 1 and Cycle 1 Day 8 IMDELLTRA infusions as described




in Table 3 to reduce the risk of CRS [see Dosage and Administration (2.3)]. Administer
IMDELLTRA in an appropriate healthcare facility equipped to monitor and manage CRS. Ensure
patients are well hydrated prior to administration of IMDELLTRA.

Closely monitor patients for signs and symptoms of CRS during treatment with IMDELLTRA. At
the first sign of CRS, immediately discontinue IMDELLTRA infusion, evaluate the patient for
hospitalization and institute supportive care based on severity. Withhold or permanently discontinue
IMDELLTRA based on severity [see Dosage and Administration (2.5)]. Counsel patients and
caregivers to seek medical attention should signs or symptoms of CRS occur.

5.2 Neurologic Toxicity Including ICANS

IMDELLTRA can cause life-threatening or fatal neurologic toxicity, including ICANS.

In the pooled safety population [see Adverse Reactions (6.1)], neurologic toxicity occurred in 65% of
patients who received IMDELLTRA, with Grade 3 or higher events in 7% of patients including fatal
events in 0.2%. The most frequent neurologic toxicities were dysgeusia (34%), headache (17%),
peripheral neuropathy (9%), dizziness (9%), and insomnia (8%).

The incidence of signs and symptoms consistent with ICANS was 10% in IMDELLTRA-treated
patients, including events with the preferred terms: ICANSs (4.7%). muscular weakness

(3.2%), cognitive disorder (0.6%), aphasia (0.6%), depressed level of consciousness (0.4%), seizures
(0.4%). encephalopathy (0.4%). and leukoencephalopathy (0.2%). There was one fatal reaction of
ICANS [see Adverse Reactions (6.1)]. Recurrent ICANS occurred in 1.5% of patients. Of the
patients who experienced ICANS, most experienced the event following Cycle 1 Day 1 (2.5%) and
Cycle 1 Day 8 (3.6%). Following Day 1, Day 8, and Day 15 infusions, 1.3%, 1.3% and 0.4% of
patients experienced Grade > 2 ICANS, respectively. ICANS can occur several weeks following
administration of IMDELLTRA. The median time to onset of ICANS from the first dose of
IMDELLTRA was 16 days (range: 1 to 862 days). The median time to resolution of ICANS was 4
days (range: 1 to 40 days).

The onset of ICANS can be concurrent with CRS, following resolution of CRS, or in the absence of
CRS. Clinical signs and symptoms of ICANS may include but are not limited to confusional state,
depressed level of consciousness, disorientation, somnolence, lethargy, and bradyphrenia.

Closely monitor patients for signs and symptoms of neurologic toxicity and ICANS during treatment
with IMDELLTRA. At the first sign of ICANS, immediately discontinue the infusion, evaluate the
patient and provide supportive therapy based on severity. Withhold IMDELLTRA or permanently
discontinue based on severity [see Dosage and Administration (2.5)].

53 Cytopenias
IMDELLTRA can cause cytopenias including neutropenia, thrombocytopenia, and anemia.

In the pooled safety population, /see Adverse Reactions (6.1)] based on laboratory data, decreased
neutrophils occurred in 16% of patients, including 9% Grade 3 or 4. The median time to onset for
Grade 3 or 4 decreased neutrophil count was 41 days (range: 2 to 306 days). Decreased platelets
occurred in 30%, including 2.2% Grade 3 or 4. The median time to onset for Grade 3 or 4 decreased




platelets was 67 days (range: 3 to 420 days). Decreased hemoglobin occurred in 56% of patients,
including 4.7% Grade 3 or 4. Febrile neutropenia was reported as an adverse event in 1.5% of
patients treated with IMDELLTRA.

Monitor patients for signs and symptoms of cytopenias. Perform complete blood counts prior to
treatment with all doses of IMDELLTRA, up through Cycle 5 Day 15 and then prior to
administration of IMDELLTRA on Day 1 of each cycle starting with Cycle 6. Based on the severity
of cytopenias, temporarily withhold, or permanently discontinue IMDELLTRA /see Dosage and
Administration (2.5)].

5.4 Infections
IMDELLTRA can cause serious infections, including life-threatening and fatal infections.

In the pooled safety population, [see Adverse Reactions (6.1)], infections including opportunistic
infections occurred in 43% of patients who received IMDELLTRA, including 14% Grade 3 or 4. The
most frequent infections were pneumonia (11%), urinary tract infection (9%), COVID-19 (6%),
upper respiratory tract infection_(4.7%), respiratory tract infection (4%), candida infection_(2.1%),
oral candidiasis (2.1%) and nasopharyngitis (2.1%).

Monitor patients for signs and symptoms of infection prior to and during treatment with
IMDELLTRA and treat as clinically indicated. Withhold or permanently discontinue IMDELLTRA
based on severity [see Dosage and Administration (2.5)].

5.5 Hepatotoxicity
IMDELLTRA can cause hepatotoxicity.

In the pooled safety population [see Adverse Reactions (6.1)], based on laboratory data, elevated
ALT occurred in 39% of patients who received IMDELLTRA, including 2.5% Grade 3 or 4 ALT.
Elevated AST occurred in 43% of patients, including 3.2% Grade 3 or 4. Elevated bilirubin occurred
in 16% of patients, including 1.3% Grade 3 or 4 [see Adverse Reactions (6.1)]. Liver enzyme
elevation can occur with or without concurrent CRS. Monitor liver enzymes and bilirubin prior to
treatment with IMDELLTRA, and as clinically indicated. Withhold IMDELLTRA or permanently
discontinue based on severity [see Dosage and Administration (2.5)].

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of
another drug and may not reflect the rates observed in practice.

The pooled safety population described in the WARNINGS AND PRECAUTIONS reflects exposure
to intravenous IMDELLTRA, as a single agent, at the recommended dosage of IMDELLTRA 1 mg
on Cycle 1 Day 1 followed by 10 mg on Days 8 and 15, and then every 2 weeks until disease
progression or intolerable toxicity in 473 patients with small cell lung cancer enrolled in three
clinical trials: DeLLphi-300, DeLLphi-301 and DeLLphi-304. Among 473 patients who received
IMDELLTRA, 40% were exposed for 6 months or longer and 19% were exposed for greater than
one year. The most common (> 20%) adverse reactions were CRS (57%), fatigue (48%), decreased




appetite (38%), dysgeusia (34%), pyrexia (33%), constipation (31%), musculoskeletal pain (31%),
and nausea (25%). The most common (> 5%) Grade 3 or 4 laboratory abnormalities were decreased
lymphocytes (43%), decreased sodium (12%), decreased total neutrophils (9%), and increased uric

acid (6%).

Extensive Stage Small Cell Lung Cancer

The safety of IMDELLTRA was evaluated in 252 patients in DeL.Lphi-304, a multicenter,
randomized, open-label trial in patients with extensive stage small cell lung cancer (ES-SCLC) with
disease progression following treatment with platinum-based chemotherapy with or without an
anti-PD-(L)1 antibody [see Clinical Studies (14.1)]. Patients received IMDELLTRA (n = 252) or
investigator’s choice or investigator’s choice of topotecan [n = 176], lurbinectedin [n = 45] or
amrubicin [n = 23].

Among patients who received IMDELLTRA, 41% were exposed for 6 months or longer and 18%
were exposed for greater than one year.

The demographic characteristics of patients who received IMDELLTRA were: median age 64 years
(range: 20 to 86): 71% male; 60% White, 38% Asian, 0.8% Black or African American: and 4.8%
were of Hispanic or Latino ethnicity.

Serious adverse reactions occurred in 52% of patients who received IMDELLTRA. Serious adverse
reactions in > 3% of patients included CRS (17%), pyrexia (6%), pneumonia (5%) and ICANS
(3.6%). Fatal adverse reactions occurred in 8% of patients who received IMDELLTRA, including
one fatal adverse reaction of ICANS (0.4%). Fatal adverse reactions occurring in more than one
patient included pneumonia (1.6%), cardio-respiratory arrest (1.6%), and sepsis (0.8%).

Permanent discontinuation of IMDELLTRA due to an adverse reaction occurred in 6% of patients.
Adverse reactions which resulted in permanent discontinuation of IMDELLTRA in > 1% of patients
included pneumonia (1.2%).

Dosage interruptions of IMDELLTRA due to an adverse reaction occurred in 38% of patients.
Adverse reactions which required dosage interruption in > 2% of patients included neutropenia (5%),

fatigue (4.4%), pneumonia (4%), decreased appetite (2.8%), COVID-19 (2%).

Table 13 summarizes adverse reactions observed in DelLLphi-304.

Table 13. Adverse Reactions (> 15%) in Patients with SCLC Who Received IMDELLTRA in
DeL.Lphi-304

IMDELLTRA? Standard of Care
(N =252) (N =244)
Adverse Reactions
Any Grade | Grade3 or 4 Any Grade | Grade 3 or 4
A A % %
Immune system disorders
Cytokine release syndrome® 56 1.2 1.2 0
General disorders and administration site conditions




IMDELLTRA? Standard of Care

(N =252) (N =244)
Adverse Reactions

Any Grade | Grade3ord | Any Grade | Grade 3 or 4

% % VL VL

Fatigue* 39 6 43 10
Pyrexia 29 12 11 12
Metabolism and nutrition disorders
Decreased appetite 37 2 23 1.6
Gastrointestinal disorders
Constipation 30 0.4 22 0
Nausea 25 0.4 32 0
Nervous system disorders
Dysgeusia® 28 0 2.5 0
Headache’ 16 0 9 0
Musculoskeletal and connective tissue disorders
Musculoskeletal pain® 27 1.6 21 2.5

Respiratory, thoracic and mediastinal disorders

[}

17
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Cough" 17

2 Graded using CTCAE Version 4.0 and Version 5.0.

® Based on American Society for Transplantation and Cellular Therapy (ASTCT) 2019.

¢ Includes fatigue and asthenia.

4 Includes body temperature increased, hyperthermia, pyrexia.

¢ Includes ageusia, dysgeusia, hypogeusia.

"Includes headache and tension headache.

¢ Includes arthralgia, back pain, bone pain, musculoskeletal pain, myalgia, neck pain, non-cardiac chest pain,
pain in extremity, spinal pain.

" Includes cough and productive cough.

Clinically relevant adverse reactions occurring in < 15% of patients who received IMDELLTRA
were immune effector cell-associated neurotoxicity syndrome, neurotoxicity, tremor, seizure, ataxia,

confusional state, delirium, dyspnea, encephalopathy and weight decreased.

Table 14 summarizes laboratory abnormalities in DeL.Lphi-304.




Table 14. Laboratory Abnormalities (> 20%) That Worsened from Baseline in Patients with SCLC in
DeL.Lphi-304

IMDELLTRA? Standard of care
Laboratory Abnormality N=25 N=244

All Grades Grade 3 or 4 All Grades Grade 3 or 4

% % % %
Hematology
Lymphocytes decreased 65 27 62 27
Hemoglobin decreased 51 4.5 86 29
White blood cells decreased 50 7 70 29
Platelets decreased 25 04 55 20
Neutrophils decreased® 15 10 44 36
Chemistry
Sodium decreased 57 8 38 7
Potassium decreased 41 4.8 34 4
ﬁ;?::sfg amino transferase 40 28 29 0.4
Sodium increased 35 0.4 27 0
i/?llcarlégzee ;mlnotransferase 39 ) 25 0.9
s PR PR PR P
Creatinine increased 23 0.8 19 0.4
Alkaline phosphate increased 22 0.4 26 14
Magnesium decreased 21 0.8 15 1.8
Potassium increased 21 0.8 12 1.8
iCIIerie;‘EirsleedPhosphokinase 21 17 11 0

2 The denominator used to calculate the rate varied for IMDELLTRA (range: 229 to 250) and SOC (range:
205 to 226) based on the number of patients with a baseline value and at least one post-treatment value.

b All Grade lab abnormalities occurring at a frequency less than 20% included decreased neutrophils.

DeLLphi-300 and DeLLphi-301

The safety of IMDELLTRA, as a single agent, at the recommended dosage was evaluated in patients

with extensive stage small cell lung cancer enrolled in DelLLphi-300 and DeLLphi-301 /see Clinical




Studies (14.1)]. Among 187 patients who received IMDELLTRA. 31% were exposed for 6 months
or longer and 14% were exposed for greater than one vear.

12.3 Pharmacokinetics

Tarlatamab pharmacokinetic data in patients with SCLC at the approved recommended dosage are
presented as mean (CV%) unless otherwise specified. The exposure of tarlatamab increases in a dose
proportional manner over the dosage range of 1 mg to 100 mg (10 times the highest approved
recommended dosage) every 2 weeks. Tarlatamab steady state is achieved by Cycle 2 Day 15.
Pharmacokinetic parameters are summarized for the recommended dosage of IMDELLTRA in Table
17.

Table 17. Pharmacokinetic Parameters of Tarlatamab

Parameter
Cavg Cmax Ctrough
(ng/mL) (ng/mL) (ng/mL)
First step-up dose 1 mg 106 (26%) 314 (35%) 49 (35%)
First treatment dose 10 mg 1,100 (26%) 3.190 (35%) 517 (36%)
Steady state 10 mg every 2 weeks 1,040 (37%) 3.640 (35%) 472 (62%)

Distribution
Tarlatamab steady state volume of distribution is 8.5 L (33%).

Metabolism
Tarlatamab is expected to be metabolized into small peptides by catabolic pathways.

Elimination
Tarlatamab terminal elimination half-life is 11 days (31%) with an estimated systemic clearance of
0.7 L/day (34%).

Specific Populations

No clinically significant differences in the pharmacokinetics of tarlatamab were observed based on
age (20 to 86 years), body weight (35 to 149 kg), sex, race (68% White and 27% Asian), mild or
moderate renal impairment (eGFR 30 to <90 mL/min), or mild hepatic impairment (total bilirubin <
upper limit of normal (ULN) and AST > ULN).

The effects of severe renal impairment (¢éGFR 15 to <30 mL/min), end-stage renal disease (¢GFR
< 15 mL/min), or moderate to severe hepatic impairment (total bilirubin > 1.5 x ULN and any AST)
on the pharmacokinetics of tarlatamab are unknown.

12.6 Immunogenicity

The observed incidence of anti-drug antibodies (ADA) is highly dependent on the sensitivity and
specificity of the assay. Differences in assay methods preclude meaningful comparisons of the
incidence of ADA in the studies described below with the incidence of ADA in other studies,
including those of tarlatamab or of other tarlatamab products.



During the maximum 3-year treatment period during which the presence of ADA was evaluated in
DeLLphi-300, DeLLphi-301, and DeLLphi-304, 8% (36/445) of patients who received the
recommended step-up and full dose of IMDELLTRA developed treatment-emergent ADA. In
DeLLphi-301 and DelLLphi-304, which included neutralizing antibody assessments, 38% (11/29) of
the patients who developed treatment-emergent ADA also developed neutralizing antibodies. ADA
resulted in a 14% increase in the clearance of tarlatamab-dlle. Because of the low occurrence of
ADA, the effect of these antibodies on the pharmacokinetics, pharmacodynamics, safety, and
effectiveness of tarlatamab is unknown.
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