Dosing and Administration Guide

PLUVICTO® (LUTETIUM LU 177 VIPIVOTIDE TETRAXETAN)

The content provided herein is for your background and educational purposes only and may
not be altered or further disseminated in any fashion. Please refer to full Prescribing Information.



Important note regarding use of PLUVICTO® (lutetium
Lu 177 vipivotide tetraxetan)

Some of the following content is based on institutional practices or guidelines.
Such procedural standards are intended to assist practitioners in providing
appropriate nuclear medicine care for patients. They are not intended to establlsh
nor should they be used to establish, a legal standard of care. It is important to
adhere to the full Prescribing Information when administering PLUVICTO |nject|on
for intravenous (IV) use. :

Please check with your institution’s radiation safety department and
team on any further institution-specific requirements that should be
followed for the administration of PLUVICTO.

PLUVICTO is a radiopharmaceutical and should be handled
with appropriate safety measures to minimize radiation exposure.
Use waterproof gloves and effective radiation shielding when

handling PLUVICTO."

PLUVICTO should be used by, or under the control of, health care
providers who are qualified by specific training and experience in the safe
use and handling of radiopharmaceuticals, and whose experience and
training have been approved by the appropriate governmental agency
authorized to license the use of radiopharmaceuticals.’

Any unused product or waste material should be stored for decay and
disposal in accordance with local and federal laws."?

: Based on institutional practices or guidelines.

Radiation safety instructions

General safety instructions’?

« PLUVICTO must be handled with appropriate safety measures to minimize radiation exposure

+ Should be administered only under the control of trained/licensed authorized users

« Use waterproof gloves and effective radiation shielding
+ Minimize handling time

« Use tongs as needed to minimize radiation exposure

- Consider wearing a lab coat and ensure that its radioactivity level is measured with a radiation detection

device before leaving the laboratory

« Wear safety glasses

Always use the principles of ALARA (as low as reasonably achievable)?

ALARA is the guiding principle of radiation safety. It means that even a small radiation dose
should be avoided if there is no benefit to receiving it. It includes 3 basic protective measures:
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TIME DISTANCE
Minimize time Maximize distance to
spent near radioactive source

radioactive source

: Based on institutional practices or guidelines.

SHIELDING
Use shielding
between yourself
and the
radioactive source



Product and dosing overview
About PLUVICTO® (lutetium Lu 177 vipivotide tetraxetan)’

PLUVICTO is a single-dose vial injection containing 1000 MBg/mL (27 mCi/mL)
of lutetium Lu 177 vipivotide tetraxetan as a clear and colorless to slightly yellow solution.

« How PLUVICTO Is Supplied: Clear, colorless Type | glass, 30-mL single-dose vial. The product
vial is enclosed within a lead-shielded container for protective shielding and placed in a plastic
sealed container

« Volume: The solution volume in the vial can range from 7.5 mL to 12.5 mL in order to provide
a total of 7.4 GBq (200 mCi) of radioactivity at the date and time of administration

- Storage: Store below 30°C (86°F) in the original package to protect from ionizing
radiation (lead shielding). Do not freeze

« Shelf Life: 5 days (120 hours) from the date and time of calibration. Discard appropriately
at 5 days

PLUVICTO dosing schedule

Administered every 6 weeks for 6 doses'

» The recommended PLUVICTO dosage is 7.4 GBq (200 mCi) every 6 weeks for 6 doses,
or until disease progression or unacceptable toxicity

Dose modifications for adverse reactions’

Management of adverse reactions may require temporary dose interruption, dose reduction, or permanent
discontinuation of treatment with PLUVICTO.

If a treatment delay due to an adverse reaction persists for >4 weeks, consider permanent discontinuation
of PLUVICTO.

The dose of PLUVICTO may be reduced by 20% to 5.9 GBq (160 mCi) once; do not re-escalate dose.

The table on the next page provides recommended dose modifications of PLUVICTO for adverse reactions.

Myelosuppression
(anemia,
thrombocytopenia,
leukopenia, or
neutropenia)

Renal toxicity

Dry mouth

Gastrointestinal
toxicity

Fatigue
Electrolyte or metabolic
abnormalities

Other nonhematologic
toxicity

Clcr, creatinine clearance.

Grade 2

Grade 23

Recurrent grade 23 myelosuppression after
1 dose reduction

Defined as:

« Confirmed serum creatinine increase (grade >2)

« Confirmed CLcr <30 mL/min; calculate using
Cockeroft-Gault with actual body weight

Defined as:

« Confirmed 240% increase from baseline serum
creatinine, and

« Confirmed >40% decrease from baseline ClLcr;

calculate using Cockcroft-Gault with actual body weight

Grade 23 renal toxicity
Recurrent renal toxicity after 1 dose reduction

Grade 2

Grade 3

Recurrent grade 3 dry mouth after 1 dose reduction

Grade 23 (not amenable to medical intervention)

Recurrent grade >3 gastrointestinal toxicity after
1 dose reduction

Grade 23

Grade 2

Any unacceptable toxicity

Any adverse reaction that requires treatment delay
of >4 weeks

Any recurrent grade 3 or 4 or persistent and
intolerable grade 2 adverse reaction after 1 dose
reduction

Recommended dosage modifications of PLUVICTO for adverse reactions

Withhold PLUVICTO until improvement to grade 1
or baseline.

Withhold PLUVICTO until improvement to grade 1
or baseline.

Reduce PLUVICTO dose by 20% to 5.9 GBq (160 mCi).

Permanently discontinue PLUVICTO.

Withhold PLUVICTO until improvement.

Withhold PLUVICTO until improvement or return
to baseline.

Reduce PLUVICTO dose by 20% to 5.9 GBq (160 mCi).

Permanently discontinue PLUVICTO.
Permanently discontinue PLUVICTO.

Withhold PLUVICTO until improvement or return
to baseline.

Consider reducing PLUVICTO dose by 20% to
5.9 GBq (160 mCi).

Withhold PLUVICTO until improvement
or return to baseline.

Reduce PLUVICTO dose by 20% to
5.9 GBq (160 mCi).

Permanently discontinue PLUVICTO.

Withhold PLUVICTO until improvement to grade 2
or baseline.

Reduce PLUVICTO dose by 20% to 5.9 GBq (160 mCi).

Permanently discontinue PLUVICTO.

Withhold PLUVICTO until improvement to grade 2
or baseline.

Withhold PLUVICTO until improvement to grade 1
or baseline.

Permanently discontinue PLUVICTO.

Permanently discontinue PLUVICTO.

Permanently discontinue PLUVICTO.

Grading according to most current Common Terminology Criteria for Adverse Events (CTCAE).



Prior to day of infusion’

« ldentify patients for treatment by prostate-specific membrane antigen (PSMA) positron emission
tomography imaging. PLUVICTO® (lutetium Lu 177 vipivotide tetraxetan) is approved for use only
in those patients with confirmed PSMA+ metastatic castration-resistant prostate cancer who
meet certain conditions

« Perform laboratory tests before and during treatment with PLUVICTO. The tests to be
performed are:

Liver function (alanine and aspartate

Hematology (complete aminotransferase, alkaline

blood counts) phosphatase, blood serum albumin,

total blood bilirubin)

Kidney function (serum creatinine
and calculated creatinine clearance)

Additional tests may be required based on physical assessment.

Day of infusion

Minimize radiation exposure'
» Treatment with PLUVICTO results in exposure to ionizing radiation

+ In keeping with institutional good radiation safety practices, patient treatment procedures, Nuclear
Regulatory Commission patient-release guidance, and patient instructions, minimize radiation
exposure to patients, medical personnel, and others during and after treatment

Treatment room and bathroom preparation*

+ A treatment room with a dedicated bathroom in proximity
is helpful to have for the day, as the patient will need to
void frequently during and on completion of the infusion.
Consider using caution with patients who have urinary
incontinence. Vomit, urine, and feces should be disposed
according to regulations as possible radioactive waste

+ Prepare bathroom to minimize potential radioactive
contamination from bodily fluids in accordance with
institutional guidelines

PREPARATION

Radiation safety considerations for preparation and administration'

« Appropriate safety equipment, including radiation shielding, and aseptic technique, as required
per federal and local laws and institutional guidelines, should be used when handling and
administering PLUVICTO

Patient management considerations’

Encourage patients to increase oral fluid and advise them to void as often as possible
to reduce bladder radiation

Dispose of urine and feces according to local and national regulations

IO,

Dose preparation instructions'

Inspect the product visually under a shielded screen for particulate matter and discoloration
prior to administration. Discard the vial if particulates and/or discoloration are present

Confirm the amount of radioactivity of PLUVICTO in the radiopharmaceutical vial with
an appropriately calibrated dose calibrator prior to and after PLUVICTO administration®

Use tongs when handling the vial to minimize radiation exposure

Do not inject PLUVICTO directly into any other IV solution

SICICIO)

<L !
1R

Use aseptic technique and radiation shielding when preparing and administering PLUVICTO

Dispose of any unused medicinal product or waste material in accordance with local and
federal laws per radiation safety officer guidance

C)

2 Based on institutional practices or guidelines for an accurate assessment of the delivered dose, measure the potential residual
radioactivity in the source container and delivery lines/supplies post-infusion (eg, vial, tubing, absorbent liners on trays).



ADMINISTRATION

Receiving and preparing PLUVICTO® (lutetium Lu 177 Administration equipment'#

vipivotide tetraxetan) Equipment required will depend on method of administration and
institutional guidelines

Product and safety equipment

Syringe Gravity Peristaltic
PLUVICTO method method pump method
» Regardless of administration method used, PLUVICTO is shipped from Novartis in a o . .
30-mL vial housed in a lead-shielded container D A ea s LIS Cs J \/ \/

Injection, USP infusion bag
» Prior to administration, the dose must be measured in a dose calibrator to confirm

radioactivity Sterile tubing IV sets

(with a clamp to \/ \/ \/

regulate or stop flow)
Radiation safety equipment'

: . . 3-way stopcock Optional \/
+ Dose calibrator to confirm radioactivity per batch release

Disposable syringe fitted

* Tongs with syringe shield and a
- Disposable syringe with syringe shield if handheld infusion administration disposable sterile needle \/
« Disinfectant (9-cm, 18-gauge [long

needle])

+ General personal protective equipment as directed by radiation safety officer
Filtered 2.5-cm, 20-gauge B .

- Radiation detection device (eg, Geiger counter or ion chamber) needle (short venting . Optional . \/
needle) .........................
Setup and administration of PLUVICTO Syringe pump Optional
. . 2.5-cm, 20-gauge needle
General information'> (short needle) v
« PLUVICTO is administered intravenousl 9-cm, 18-gauge needle
Y (long needle) \/ \/
+ Nuclear medicine health care professionals may use methods deemed appropriate and safe, fusi Obtional
including the use of a syringe, syringe pump, gravity method, or peristaltic pump method Infusion pump ptiona
« Prior to administration with PLUVICTO, a flush with 210 mL of 0.9% Sodium Chloride Injection, USP Peristaltic pump \/

must be administered to ensure patency of the IV line and to minimize risk of extravasation
« Manage cases of extravasation per your institutional guidelines

« PLUVICTO will be administered slowly by IV route and followed by a flush with 0.9% Sodium Chloride
Injection, USP

Safety instructions for PLUVICTO'

« To ensure there is no product mixing, the IV catheter should be used only to administer PLUVICTO
during the infusion

« Prior to discharge, review the PATIENT COUNSELING INFORMATION with the patient

. Based on institutional practices or guidelines.
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Day of infusion—administration?

Methods of administration’*

PLUVICTO® (lutetium Lu 177 vipivotide tetraxetan) is administered slowly via IV route, preceded and followed by
a flush with 0.9% Sodium Chloride Injection, USP. PLUVICTO may be administered by 3 methods: As an
injection using the syringe method, as an infusion using the gravity method, or as an infusion using the

ADMINISTRATION

Methods of administration’?? (continued)

When using the gravity method for a reduced dose of PLUVICTO, adjust the PLUVICTO dose before the
administration to avoid the delivery of the incorrect volume of PLUVICTO.

Gravity method

peristaltic pump method.

When using the gravity or peristaltic pump method, infuse PLUVICTO directly from its original container.

Use the syringe method or the peristaltic pump method when administering a reduced dose of PLUVICTO
following a dosage modification for an adverse reaction.

Syringe method

SYRINGE
SHIELD

1

PLUVICTO

| @
gz

3-WAY STOPCOCK-

STEPS 2-3: ADMINISTRATION

OR
PREFILLED
SYRINGE 0.9% SODIUM
CHLORIDE
INJECTION,
UspP
STEP 1: SETUP
(1) (2)
« Withdraw desired radioactivity dose from .

PLUVICTO vial using a disposable syringe fitted
with a syringe shield and disposable sterile
needle that is 9 cm, 18 gauge (long needle)

: « Optional: To aid the withdrawal of the solution, a
. filtered 2.5 cm, 20-gauge needle (short venting  :
: needle)! can be used to reduce the resistance

: from the pressurized vial. Ensure that the short  :
. needle does not touch the PLUVICTO solution -

- If using a syringe pump, fit the syringe into the shielded pump

Administer PLUVICTO by slow IV push within approximately 1 to
10 minutes (with a syringe pump or manually) via an IV catheter
that is primed with 0.9% Sodium Chloride Injection, USP and that
is used exclusively for PLUVICTO administration to the patient

and include a 3-way stopcock valve between the syringe and an
IV catheter primed with 0.9% Sodium Chloride Injection, USP and
used for PLUVICTO administration to the patient

/

in the vial

\ ...................................................... ) @

i Other methods of IV administration may be
: chosen per institutional practice.

-

When desired radioactivity has been delivered, stop the syringe
pump and then change the position of the 3-way stopcock valve
to flush the syringe with 25 mL of 0.9% Sodium Chloride
Injection, USP. Restart the syringe pump

After the flush of the syringe has been completed, perform an IV
flush of 210 mL of 0.9% Sodium Chloride Injection, USP through
the IV catheter to the patient

/

-

J

2 The potential roles and responsibilities of different health care team members for the infusion of PLUVICTO may vary between

institutions. Please follow your institutional practices for administration.

b The illustration above shows the syringe method without a syringe pump. The syringe method may also be used with a syringe pump.
¢ 3-way stopcock is optional but may be considered for use. Refer to manufacturer manual.

4 Follow appropriate guidelines and institutional practices.

Based on institutional practices or guidelines.

STEPS 1-4: SETUP

« Insert the short needle into the PLUVICTO vial
+ Connect the short needle via a catheter to

2.5 cm, 20 gauge

STEPS 5-7: ADMINISTRATION

+ Use a clamp or an infusion pump (not shown)
to regulate the flow and ensure that the
level of the solution in the PLUVICTO vial
remains constantc

+ The 0.9% Sodium Chloride Injection, USP
entering the vial through the short needle will
carry PLUVICTO from the vial to the patient

* < Monitor variations in the level and take appropriate action
per your institutional practices.

Other methods of IV administration may be chosen per
institutional practice.

LONG NEEDLE
9 cm, 18 gauge

The solution made of 0.9%
Sodium Chloride Injection, USP
and PLUVICTO is administered
within approximately 30 minutes.

6

500 mL of 0.9% Sodium Chloride Injection, 3
USP (used to transport the PLUVICTO solution « Insert the long needle into the PLUVICTO vial
during the infusion) + The long needle must touch and be secured
+ The short needle must not touch the solution to the bottom of PLUVICTO vial during the
of PLUVICTO in the vial entire infusion
/ /
4
+ Do not connect the short needle directly to « Connect the long needle to the patient's arm
the patient via an IV catheter that is primed with 0.9%
. Do not allow the 0.9% Sodium Chloride Sodium Chloride Injection, USP (used only for
Injection, USP to flow into the PLUVICTO vial PLUVICTO infusion into the patient)
Y prior to initiation of infusion /
gg&%s + Do not inject PLUVICTO solution directly into
INJECTION, the 0.9% Sodium Chloride Injection, USP
usp
CLAMP® ‘
—’
SHORT NEEDLE

+ Using the appropriate equipment or a calibrated
system, measure the radioactivity in the
PLUVICTO vial. Once the level of radioactivity is
stable for at least 5 minutes, disconnect the vial
from the long needle line and clamp the 0.9%
Sodium Chloride Injection, USP line

/

« Perform an IV flush with 210 mL of
0.9% Sodium Chloride Injection, USP

/

J

2 The potential roles and responsibilities of different health care team members for the infusion of PLUVICTO may vary between

institutions. Please follow your institutional practices for administration.

b The illustration above shows the gravity method without an infusion pump. The gravity method may also be used with an infusion

pump.

Based on institutional practices or guidelines.

1



Day of infusion—administration?

Methods of administration' (continued)

Peristaltic pump method

STEPS 1-4: SETUP

« Insert a filtered short venting needle into the
PLUVICTO vial
- Short needle must not touch PLUVICTO solution
in the vial
« Do not connect short needle directly to the patient
or the peristaltic pump

2 SHORT
VENTING NEEDLE

- Insert a long needle into the PLUVICTO vial 2.5 cm, 20 gauge

- Long needle must touch and be secured
to the bottom of PLUVICTO vial during the

am—
entire infusion ) E

« Connect the long needle and 0.9% Sodium
Chloride Injection, USP to a 3-way stopcock
valve
- Connect the output of the 3-way stopcock

valve to tubing installed on the input side
of the peristaltic pump

/

STEPS 5-9: ADMINISTRATION

+ Prime the IV catheter
- Open the 3-way stopcock valve to the
0.9% Sodium Chloride Injection, USP and
pump until it exits the end of the catheter
tubing

/

« Connect the primed IV catheter to the patient
and set the 3-way stopcock valve such that
the PLUVICTO solution is in line with the

pump

Other methods of IV administration may be chosen per
institutional practice.

500-mL
o

SODIUM
CHLORIDE
INJECTION,
usP

/

LONG NEEDLE
9 cm, 18 gauge

PLYVICTO

« Infuse an appropriate volume of PLUVICTO

« Prime the line
- Open the 3-way stopcock valve and pump
PLUVICTO solution through the tubing until
it reaches the exit of the valve

PERISTALTIC
PUMP

solution at a rate of approximately 25 mL/h

/

« Once the desired PLUVICTO radioactivity has

been delivered, stop the pump and change
the position of the 3-way stopcock valve so
that the pump is in line with the 0.9% Sodium
Chloride Injection, USP

/

« Restart the pump and infuse an IV flush of

>10 mL of 0.9% Sodium Chloride Injection, USP

2 The potential roles and responsibilities of different health care team members for the infusion of PLUVICTO may vary between
institutions. Please follow your institutional practices for administration.

Based on institutional practices or guidelines.

ADMINISTRATION

Disposal’

Lutetium-177 ("’Lu) for PLUVICTO® (lutetium Lu 177 vipivotide tetraxetan) may be prepared using
2 different sources of stable nuclides (either lutetium-176 or ytterbium-176) that require
different waste management procedures

77Lu for PLUVICTO is prepared using ytterbium-176 (“non-carrier added"”) unless otherwise
communicated on the product batch release certificate

Please consult the certificate of analysis (batch release) to identify the source of stable isotopes
used and apply the appropriate waste management procedure

Dispose of any unused medicinal product or waste material in accordance with local and federal
laws and institutional radiation safety procedures and best practices

13
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Day of infusion—discharge counseling for patient
and caregiver'?®

Advise patients of risk from radiation exposure and general precautions to follow during daily
activities, including®:

Increasing oral fluids and urinating as often as possible to reduce bladder radiation

Limiting close contact (less than 3 feet) with others for 2 days or with children
and pregnant women for 7 days

Sleeping in a separate room from others for 3 days after treatment. Sleeping in a
room separate from children for 7 days or pregnant women for 15 days. Refraining
from sexual activity for 7 days

Using toilet in a seated position, flushing the toilet twice, and washing hands
thoroughly

Showering daily

Washing clothing separately from the laundry of other household members

Separating and properly handling/disposing of biohazardous or radioactive items
from normal household waste in accordance with local and federal laws

Contacting their health care provider for any signs or symptoms of myelosuppression or
infection, such as fever, chills, sore throat, mouth ulcers, weakness, tiredness, pale skin,
shortness of breath, bleeding or bruising more easily than normal or difficulty to stop bleeding.
Contacting their health care provider for any signs or symptoms of renal toxicity, such as
passing urine less often than usual or passing much smaller amounts of urine than usual

Advise patients that PLUVICTO can cause fetal harm. Advise male patients with female
partners of reproductive potential to use effective contraception during treatment with
PLUVICTO and for 14 weeks after the last dose

Inform patients that PLUVICTO may cause temporary or permanent infertility

@OV ECEHFNOC

3 This is not an all-inclusive list. Please refer to the respective institutional practices or guidelines regarding
patient discharge instructions.

POSTADMINISTRATION

INDICATION'

PLUVICTO® (lutetium Lu 177 vipivotide tetraxetan) 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 pathway inhibitor (ARPI) therapy, and

- are considered appropriate to delay taxane-based chemotherapy, or

+ have received prior taxane-based chemotherapy.

WARNINGS AND PRECAUTIONS!

Risk From Radiation Exposure

Minimize radiation exposure during and after treatment with PLUVICTO consistent with institutional good
radiation safety practices and patient treatment procedures. Ensure patients increase oral fluid intake and
advise patients to void as often as possible to reduce bladder radiation.

Myelosuppression

Perform complete blood counts. Withhold, reduce dose, or permanently discontinue PLUVICTO based
on severity.

Renal Toxicity

Advise patients to remain well hydrated and to urinate frequently. Perform kidney function laboratory
tests. Withhold, reduce dose, or permanently discontinue PLUVICTO based on severity.
Embryo-Fetal Toxicity

Can cause fetal harm. Advise males with female partners of reproductive potential to use effective
contraception.

Infertility

PLUVICTO may cause temporary or permanent infertility.

ADVERSE REACTIONS'

The most common adverse reactions (=20%), including laboratory abnormalities, were decreased
lymphocytes, decreased hemoglobin, fatigue, dry mouth, decreased platelets, decreased estimated
glomerular filtration rate, nausea, decreased neutrophils, decreased calcium, decreased sodium,
increased aspartate aminotransferase, increased alkaline phosphatase, arthralgia, decreased appetite,
increased potassium, constipation, and back pain.
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