) NOVARTIS

2025 9ox

,»1/7391 n/MPYn ,77/7201 1/NREYM

Pluvicto, solution for injection/infusion [172-79-37413-99] : 71717

J0RPOIPD PWINT HW 19785 11721 RDI1ND 119¥2 10TV DY ¥R nwpan »'"va HRIW 0°1121 nNan

$SW2INT NN
PLUVICTO is indicated for the treatment of adult patients with prostate-specific membrane
antigen (PSMA)-positive metastatic castration-resistant prostate cancer (mCRPC) who have
been treated with androgen receptor (AR) pathway inhibition and taxane-based chemotherapy
or who are not medically suitable for texanes.
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Lutetium ('"Lu) vipivotide tetraxetan 1000 MBq/mL
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4.6 Radiation Dosimetry

Dosimetry of lutetium Lu 177 vipivotide tetraxetan was collected in 29 patients in the VISION sub-
study, in order to calculate whole body and organ radiation dosimetry. The mean and standard
deviation (SD) of the estimated radiation absorbed doses to different organs for adults-patients
receiving PLUVICTO are shown in Table 2. The organs with the highest radiation absorbed doses are
lacrimal glands, salivary glands, large intestine (left and right colon), kidneys, and urinary bladder
wall. The maximum penetration of lutetium-177 in tissue is approximately 2 mm and the mean
penetration is 0.67 mm.

Table 2: Estimated Radiation Absorbed Dose? for PLUVICTO in VISION

Absorbed dose per Calculated absorbed dose Calculated absorbed dose for
unit activity for 7.4 GBq 6 x 7.4 GBq (44.4 GBq cumulative
(Gy/GBq) administration activity)
N =29 (Gy) (Gy)
Organ* Mean SD Mean SD Mean SD
Adrenals 0.033 0.025 0.24 0.19 1.5 1.1
Brain 0.007 0.005 0.049 0.035 0.30 0.22
Esophagus 0.025 0.026 0.18 0.19 1.1 1.1
Eyes 0.022 0.024 0.16 0.18 0.99 1.1
Gallbladder wall 0.028 0.026 0.20 0.19 1.2 1.1
Heart wall 0.17 0.12 1.2 0.83 7.8 5.2
Kidneys 0.43 0.16 3.1 1.2 19 7.3
Lacrimal glands 2.1 0.47 15 34 92 21
Left colon 0.58 0.14 4.1 1.0 26 6.0
Liver 0.090 0.044 0.64 0.32 4.0 2.0
Lungs 0.11 0.11 0.76 0.81 4.7 4.9
Pancreas 0.027 0.026 0.19 0.19 1.2 1.1
Prostate 0.027 0.026 0.19 0.19 1.2 1.1
Rectum 0.56 0.14 4.0 1.1 25 6.2
Right colon 0.32 0.078 2.3 0.58 14 34
Salivary glands 0.63 0.36 4.5 2.6 28 16
Small intestine 0.071 0.031 0.50 0.23 3.1 1.4
Spleen 0.067 0.027 0.48 0.20 3.0 1.2
Stomach wall 0.025 0.026 0.18 0.19 1.1 1.1
Testes 0.023 0.025 0.16 0.18 1.0 1.1
Thymus 0.025 0.026 0.18 0.19 1.1 1.1
Thyroid 0.26 0.37 1.8 2.7 11 16
Total body 0.037 0.027 0.27 0.20 1.6 1.2
Urinary bladder 0.32 0.025 2.3 0.19 14 1.1
wall
aRadiation absorbed dose estimates were derived using OLINDA v2.2 radiation dosimetry software, using measured time-
activity data from patient imaging as input.
*Estimated radiation absorbed dose for bone marrow is not included given the wide expected variability based on location
and burden of bone metastases between patients [see Warnings and Precautions (7.2)].
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7  WARNINGS AND PRECAUTIONS
7.1 Risk From Radiation Exposure

PLUVICTO contributes to a patient’s overall long-term cumulative radiation exposure. Long-term
cumulative radiation exposure is associated with an increased risk for cancer.

Minimize radiation exposure to patients, medical personnel, and heusehold-eontaetsothers during and
after treatment with PLUVICTO consistent with institutional good radiation safety practices, patient
treatment procedures, and instructions to the patient for follow-up radiation protection at home.

Ensure patients increase oral fluid intake and advise patients to void as often as possible to reduce
bladder radiation.

Before the patient is released, the-healtheare providershould-explain-inform patients about the
necessary radioprotection precautions that-the-patient-sheuld-to follow to minimize radiation exposure
to others.

EeHowingAfter each administration of PLUVICTO, advise patients to:

e -1Limit close contact (less than 1 meter) with others heuseheld-eentaets-for 2 days or with
children and pregnant women for 7 days.

Folowingadministrationof PENVACTO-advise-patientsto-rRefrain from sexual activity for
7 days.

Eolewingadministration of PEUNVACTO advisepatientsto-sSleep in a separate bedroom
from heusehold-eontaets others for 3 days, from children for 7 days, or from pregnant women

for 15 days.
7.2 Myelosuppression

PLUVICTO can cause severe and life-threatening myelosuppression, including anemia,
thrombocytopenia, leukopenia, and neutropenia. In the VISION study, Grade 3 or 4 decreased
hemoglobin (15%), decreased platelets (9%), decreased leukocytes (7%), and decreased neutrophils
(4.5%) occurred in patients treated with PLUVICTO. Grade > 3 pancytopenia occurred in 1.1%
(which includes two fatal events) #of patients treated with PLUVICTO. Two deaths (0.4%) occurred
due to intracranial hemorrhage and subdural hematoma in association with thrombocytopenia-were

observed-inpatients-whereeeived PELAACTO-, Oone death (0.2%) occurred due to sepsis and
concurrent neutropenia-was-observed-in-patients-whe-received PEUVICTO-, and one death (0.2%)

occurred due to bone marrow failure.

Perform complete blood counts before and during treatment with PLUVICTO. Withhold, reduce dose,
or permanently discontinue PLUVICTO and-elinieally-treatpatients-based on the severity of
myelosuppression /see Dosage and Administration (4.4)].

7.3 Renal Toxicity

PLUVICTO can cause severe renal toxicity. In the VISION study, Grade 3 or 4 acute kidney injury
(3.4%)-and-inereased-ereatinine(0-9%) occurred in patients treated with PLUVICTO.

Advise patients to remain well hydrated and to urinate frequently before and after administration of
PLUVICTO. Perform kidney function laboratory tests, including serum creatinine and calculated
creatinine clearance (CLcr), before and during treatment with PLUVICTO. Withhold, reduce dose, or
permanently discontinue PLUVICTO based on the severity of renal toxicity /see Dosage and
Administration (4.4)].

7.4 Embryo-Fetal Toxicity

The safety and efficacy of PLUVICTO have not been established in females. Based on its mechanism
of action, PLUVICTO can cause fetal harm [see Clinical Pharmacology (12.1)]. No animal studies
using lutetium Lu 177 vipivotide tetraxetan have been conducted to evaluate its effect on female
reproduction and embryo-fetal development; however, allradiopharmaeentiealsradioactive emissions,
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including those from PLUVICTO, have-the-potential-tocan cause fetal harm. Advise males patients
with female partners of reproductive potential to use effective contraception during treatment with
PLUVICTO and for 14 weeks after the last dose [see Use in Specific Populations (9.1, 9.3)].

8 ADVERSE REACTIONS
8.1 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 safety of PLUVICTO was evaluated in the VISION study in patients with progressive, PSMA-
positive mCRPC prev1ouslv treated with ARPI theranv and taxane based chemotheranv [see Clznzcal
Studies (14)]- et +
treatment. Patients rece1ved at least one dose of e1ther PLUVICTO 7 4 GBq (200 mC1) adm1nlstered
every 6 to 10 Weeks plus BSoC (N 529) or BSoC alone (N 205) The medlan duratlon of exposure

: MoeF eived PLUVICTO
plus BSoC was 7. 8 months (range O 3to 36 5) Among patlents who recelved PLUVICTO plus BSoC,
the median number of doses of PLUVICTO received was 5 (range, 1 to 6). The median cumulative
dese administered activity of PLUVICTO was 37.5 GBq (range, 7.0 to 48.3).

“Fhe-median-duration-of follow—up-was14-8-menthsferSerious adverse reactions occurred in 37% of
patients who receiveding PLUVICTO plus BSoC. Serious adverse reactions-eeeurred in 36>1% of
patients who received PLUVICTO plus BSoC: Serious-adversereactions-in>1% of patients-whe
reeetved PEHVACTOplas BSeC-included hemerrhage(4%);-musculoskeletal pain (3-84%),
hemorrhage (4%), sepsis (3.2%), anemia{2-8%);-urinary tract infection (2:63%), anemia (2.8%), acute
kidney injury (1.97%), pneumonia (1.7%), pyrexia (1.5%), pancytopenia (1.3%), pyrexia-{+3%);
spinal cord compression (1.1%), and pulmonary embolism (1.1%).

Fatal adverse reactions occurred in 2-83% of patients who received PLUVICTO plus BSoC, including
sepsis (0.9%), pancytopenia (0.6%), hepatic failure (0.4%), intracranial hemorrhage (0.2%), subdural
hematoma (0.2%), ischemic stroke (0.2%), COVID-19 (0.2%), and aspiration pneumonia (0.2%).

The most common laboratory abnormalities that worsened from baseline in > 30% of patients
who received PLUVICTO plus BSoC were decreased lymphocytes, decreased hemoglobin,
deereasedenkoeytes, decreased platelets, decreased calcium, and decreased sodium.

Table 3 and Table 4 summarize the incidence of adverse reactions and laboratory abnormalities,
respectively, in VISION.

Table 3: Adverse Reactions (=510%) in Patients With PSMA-pPositive mCRPC Who Received
PLUVICTO Plus BSoC in VISION

Adverse reactions PLUVICTO plus BSoC BSoC
(N =529) (N =205)
All Grades Grades 3 teor 4 All Grades Grades 3 teor 4
(%) (%) (%) (%)

General disorders

Fatigue? 483 76 293 1524

Decreased appetite 21 1.9 15 0.

Weight decreased 11 0.4 910 0.5

Peripheral edema® 10 0.4 7 105

Pyrexia 7 O 34 0
Gastrointestinal disorders

Dry mouth? 39 0 105 0
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Adverse reactions PLUVICTO plus BSoC BSoC
(N =529) N =205
All Grades Grades 3 teor 4 All Grades Grades 3 teor 4
(%) (%) (%) (%)
Nausea 365 1.3 17 0.5
Constipation 20 1.1 11 0.5
Vomiting 19 0.9 6 05 |
Diarrhea 19 0.8 2.9 0.5
Abdominal pain* 124+ 1.3+ 6 0.5
Bleod-and-lymphatie system-Musculoskeletal and connective tissue disorders
Back pain 24 3.6 15 39
ArthralgiaAnemia 3222 131.1 13 490.5
Bone +H11 82.5 448 2.4
pninheembesdepenis
Renal and urinary disorders
Urinary tract 12 3.8 1 0.5
infection®
Acute kidney-injury’ 9 32 6 29
Nervous-system-disorders
Pizness 8 69 4.4 9
Headache 7 88 2 9
Pysgcusia® 7 9 15 9

Abbreviation: BSoC, best standard of care.

2 Includes multiple similar terms

Clinically relevant adverse reactions in <510% of patients who received PLUVICTO plus BSoC
included acute kidney injury, dizziness, dysgeusia, headache, pyrexia, dry eye, oral fungal infection,
vertigo, andgastroesophageal reflux disease, stomatitis, and-pancytopenia Gneladingbieytopenta), dry
skin, dysphagia, esophagitis, and bone marrow failure.

Table 4: Select Laboratory Abnormalities (> 10%) That Worsened fFrom Baseline in Patients
With PSMA-pPositive mCRPC Who Received PLUVICTO Plus BSoC (Between Arm Difference
of > 5% All Grades) in VISION
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Laboratory abnormalities PLUVICTO plus BSoC? BSoC?
All Grades Grades 3 toor All Grades Grades 3 te-or
(%) 4 (%) 4

(%) (%)
Hematology
Decreased lymphocytes 8 47 Sl 18
Decreased hemoglobin 64 15 34 I
Decreased platelets 45 9 20 2.5
Decreased neutrophils 28 4.7 9 0.5
Chemistry
Decreased estimated glomerular 3943 253.6 28 32.5
filtration rate (eGFR )ealeium
Decreased sodium 343 0.6° 23 1
Decreased calcium 34 1.9 18 1.5
Increased aspartate 298 1.1 18 1¢
aminotransferase (AST)
haereased-ercatinine 24 o 4 0-5¢
Increased potassium 24 0.6 18 0.5¢
Increased sodium 11 0° 5 0°
Hematology
Deereasedlymphoeytes &5 47 51 18
Deereased-hemoglobin 63 15¢ 34 7°
Peercased-leukoeytes 56 7 22 2
Beercasedplatelets 45 9 20 25
BPeercasedneutrophils 28 45 9 05

9 USE IN SPECIFIC POPULATIONS
9.1 Pregnancy

Risk Summary

The safety and efficacy of PLUVICTO have not been established in females. Based on its mechanism
of action, PLUVICTO can cause fetal harm [see Clinical Pharmacology (12.1)]. There are no
available data on PLUVICTO use in pregnant females. No animal studies using lutetium Lu 177
vipivotide tetraxetan have been conducted to evaluate its effect on female reproduction and embryo-
fetal development; however, allradiopharmaeeuntieals radioactive emissions, including those from

PLUVICTO, have-the-petential-tecan cause fetal harm.

9.3 Females and Males of Reproductive Potential

Contraception
Males
Based-en-its-mechanismofaction;-aAdvise males patients-with female partners of reproductive

potential to use effective contraception during treatment with PLUVICTO and for 14 weeks after the
last dose [see Clinical Pharmacology (12.1), Nonclinical Toxicology (13.1)].
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9.5 Geriatric Use

Of the 529 patients who received at least one dose of PLUVICTO plus BSoC in the VISION study,
387 patients (73%) were 65 years of age or older and 143 patients (27%) were 75 years of age or
older. No overall differences in effectiveness were observed between patients > 75 years of age and
younger patients. Serious adverse reactions occurred in H41% of patients > 75 years of age and in
H35% of younger patients. Grade > 3 adverse reactions occurred in 4856% of patients > 75 years of
age and in 3453% of younger patients.

12 CLINICAL PHARMACOLOGY

Pharmacotherapeutic group: Therapeutic radiopharmaceuticals, Other therapeutic
radiopharmaceuticals, ATC code: V10XX05

12.3 Pharmacokinetics

Metabolism

Lutetium Lu 177 vipivotide tetraxetan does not undergo hepatic or renal metabolism.

14 CLINICAL STUDIES

The efficacy of PLUVICTO was evaluated in VISION (NCT03511664), a randomized (2:1),
multicenter, open-label trial that-evaluatedof PLUVICTO plus BSoC (N = 551) erversus BSoC alone
(N = 280) in men-patients with progressive, PSMA-positive mCRPC. Randomization was stratified by
baseline lactase dehydrogenase (LDH< 260 IU/L vs. > 260 IU/L), presence of liver metastases_(ves vs.
no), ECOG PS score (0 or 1 vs. 2), and inclusion of an AR pathway inhibitor as part of BSoC (yes vs.
no) at the time of randomization. AH-patientsreceived-a-GaRH-analog-or-had priorbilateral-Patients
were required to have a castrate level of serum/plasma testosterone by either medical castration or
prior orchiectomy at study entry. Patients were required to have received at least one ARPI-pathway
inhibiter, and 1 or 2 prior taxane-based chemotherapy regimens. Eligible patients were required to
have PSMA-positive mCRPC defined as having at least one tumor lesion (soft tissue or bone) with
gallium Ga 68 gozetotide uptake greater than in normal liver. Patients were considered ineligible
exeluded-if any one lesions-exeeeding larger than size criteria-in-shert-axis [organs > 1 cm_in short
axis, lymph nodes > 2.5 cm_in short axis, bones (soft tissue component) > 1 cm_in short axis] had
gallium Ga 68 gozetotide uptake less than or equal to uptake in normal liver.

Patients received PLUVICTO 7.4 GBq (200 mCi) every 6 weeks for up to a total of 6 doses plus
BSoC or BSoC alone. BSoC administered at the investigator’s discretion included ketoconazole;
radiation therapy to localized prostate cancer targets; bone-targeted agents;-androgen—reduecingagents:
AR-pathway-inhibiters ADT; ARPIs. Patients continued treatment for up to 4-6 doses, or until disease
progression or unacceptable toxicity. Patients with stable disease or partial response after 4 doses of
PLUVICTO plus BSoC received up to 2 additional doses per investigator’s discretion.

arms—The medlan age was 71 years (range 40 to 94 years) 87% White; 7% Black or Afrrcan
American; 2.4% Asian; 1.7% were Hispanic or Latino; 92% had ECOG PS0-1; 8% had ECOG PS2.

All patients had received at least one prior taxane-based chemotherapy regimen and 41% of patients
received two. One prior ARPI-pathway-inhibiter had been administered to 51% of patients, 41% of
patients had received 2, and 8% of patients had received 3 or more. During the treatment period, 53%
of patients in the PLUVICTO plus BSoC arm and 68% of patients in the BSoC alone arm received at

least one ARPI-pathway-inhibiter.
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The major efficacy outcome measures were overall survival (OS) and radiographic progression-free
survival (rPFS) by blinded independent central review (BICR) per Prostate Cancer Working Group 3
(PCWG3)--modified RECIST vl1.1 criteria. An additional efficacy outcome measure ineluded-was

overall response rate (ORR) byBICR-perResponse Evaluation-Criteria-in-Seltid Tumers

RECIST)v11

VISION demonstrated a statistically significant improvement in both major efficacy outcome
measures of OS and rPFS by BICR with PLUVICTO plus BSoC compared to treatment with BSoC
alone. Interpretation of the magnitude of the rPFS effect was limited due to a high degree of censoring

from early drop out in the control arm.

Efficacy results for VISION are presented in Table 7 and Figure 1.

Table 7: Efficacy Results in VISION

PLUVICTO plus BSoC BSoC
Overall survival (OS) N =551 N =280
Deaths, n (%) 343 (62%) 187 (67%)
Median, months (95% CI)* 15.3 (14.2,16.9) 11.3 (9.8, 13.5)

Hazard ratio (95% CI)°

0.62 (0.52, 0.74)

P-value® <0.001
Overall response rate (ORR)-4:¢
Patients with measurable evaluable-disease at N=319184 N = 12064
baseline
ORR (CR +PR), n (%) OE o Lo
(95% CI) 04359 06
91 (49) 1(1.6)
(42,57) (0,8)
Complete response (CR), n (%) 17 (9)48-(6%) 0 (0%)
Partial response (PR), n (%) 74 (40)F724%) 1 (1.6)22%)
P-value¥ <0.001

2Based on Kaplan-Meier estimate.
"Hazard ratio based on the stratified Cox PH model.
¢Stratified log-rank test two-sided p-value.

dResponses are based on soft tissue and bone lesion assessment.

*By BICR per PCWG3-modified RECIST vl1.1 criteria.
fStratified Wald’s Chi-square test two-sided p-value.

Figure 1. Kaplan-Meier Plot of Overall Survival in VISION
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