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BICR, randomization is performed using [IVRS/IWRS.

The patient should start study treatment ('’’Lu-PNT2002 or control arm) as soon as possible
following randomization. The maximum length of time between randomization and the first dose
of treatment for either arm is 3 weeks.

5.10.2. Patient Stratification
]
S
]

5.10.3.  Blinding
This is an open-label study and will not be blinded.

5.11. Prior and Concomitant Therapy

All treatments (medications, including over-the-counter or prescription medicines, vitamins,
and/or herbal supplements, or medical procedures) that the patient completed within 30 days prior
to informed consent are to be recorded in the eCRF, including the reason for use; dates of
administration including start and end dates; and dosage information including dose and
frequency.

If a patient has received Zometa (zoledronic acid 4 mg) or Xgeva (denosumab 120 mg) prior to
enrollment, it should be documented which was received.

5.12. Permitted/Prohibited Medications

5.12.1. Permitted Medications

The following medications are allowed on both arms:

e Patients without prior surgical castration must be taking and willing to continue taking
LHRH analog treatment throughout the study.

e Pre-specified continued use of glucocorticoids to prevent secondary mineralocorticoid
excess syndrome is permitted but should not be added after randomization unless
prescribed as part of the ARAT regimen for Arm B.

e Pre-specified bisphosphonates or denosumab is permitted provided the dose is stable and
started at least 4 weeks prior to study treatment but should not be started after
randomization.

e Palliative external beam radiation.

e Palliative surgical procedures to treat skeletal-related events.

e Dose escalation or initiation of opioids for cancer-related pain.

Investigator discretion should be used for any deviations from the guidelines above to ensure the
patient’s safety. Deviations should be recorded in the eCRF and communicated to the sponsor for
evaluation of continuing eligibility.
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5.12.2. Prohibited Medications
The following medications are prohibited during participation in the study:

e Other investigational agents.

e Other systemic radioisotopes.

Poly ADP ribose polymerase inhibitors.
Cytotoxic chemotherapy.

Hemi-body radiotherapy.

For patients randomized to receive abiraterone:

o Strong inducers of CYP3A4 (e.g., phenytoin, carbamazepine, rifampicin,
rifabutin, rifapentine, phenobarbital, St John's wort [Hypericum perforatum])
during treatment are to be avoided.

o Caution is advised when administering with medicinal products activated by or
metabolized by CYP2D6. Examples of medicinal products metabolized by
CYP2D6 include metoprolol, propranolol, desipramine, venlafaxine, haloperidol,
risperidone, propafenone, flecainide, codeine, oxycodone and tramadol (the latter
three medicinal products requiring CYP2D6 to form their active analgesic
metabolites).

o Caution is to be exercised when abiraterone is combined with medicinal products
that are predominantly eliminated by CYP2CS, and patients should be monitored
for signs of toxicity related to a CYP2CS substrate if used concomitantly.

o Abiraterone may increase the concentrations of medicinal products eliminated by
OATPIBI.

o Since androgen deprivation treatment may prolong the QT interval, caution is
advised when administering abiraterone with medicinal products known to
prolong the QT interval or medicinal products able to induce torsades de pointes
such as class IA (e.g. quinidine, disopyramide) or class III (e.g. amiodarone,
sotalol, dofetilide, ibutilide) antiarrhythmic medicinal products, methadone,
moxifloxacin, antipsychotics, etc.

o Spironolactone binds to the androgen receptor and may increase prostate-specific
antigen (PSA) levels. Use with abiraterone is not recommended.

o Caution is to be exercised with drugs known to be associated with
myopathy/rhabdomyolysis.

e For patients randomized to receive enzalutamide:

o Enzalutamide is considered a strong inducer of CYP3A4 and a moderate inducer
of CYP2C9 and CYP2C19.

o Substrates of CYP3A4, CYP2C9, and CYP2C19 with a narrow therapeutic
indices should be avoided. If enzalutamide is coadministered with warfarin or
acenocourmarol (CYP2C9 substrate), additional international normalized ratio
(INR) monitoring should be conducted.

o Strong CYP2CS8 inhibitors such as gemfibrozil should be avoided.
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5.13. Dose Modification

5.13.1. Control Arm

ARAT administration in the control arm will be modified according to the approved product
labeling. This includes, but is not limited to, if ALT or AST rises above 5 times the upper limit of
normal, treatment needs to be interrupted, and liver function closely monitored.

5.13.2. 17T u-PNT2002 Dose Reduction

If a patient experiences any of the following toxicities, further dosing at 6.8 GBq should be
suspended and subsequent doses should be reduced to 5 GBq once the subject meets criteria for
resuming treatment:

e Grade 3 or higher hematological toxicity, including:
o Severe neutropenia defined as ANC <1.0 x 10°/L
o Thrombocytopenia defined as platelet count <50.0 x 10°/L — 25.0 x 10°/L with
>Grade 2 bleeding or Grade 4 thrombocytopenia (platelet count <25 x 10%/L)
lasting 1 week with or without bleeding, or platelet count <10,000/uL at any time
point.
e Grade 3 or higher treatment-related nephrotoxicity defined as:

o Creatinine elevation >3.0 x ULN OR
o Kidney disease defined as CrCl <15 mL/min/1.73 m?.
e Grade 3 or higher xerostomia, sialadenitis, or dry eyes that has not reduced to CTCAE v5.0
Grade 1, or the baseline value, by the next treatment cycle.
e Other significant treatment-related toxicities deemed by the investigator to require a dose
reduction.

Once dosing has been suspended, subjects should have CBC and/or serum chemistry with
creatinine as well as AE monitoring evaluated every other week until the toxicity has recovered
back to no greater than CTCAE v5.0 Grade 1 or the baseline value, before dosing may be resumed
at 5 GBq. If by 16 weeks following the previous dose, the values have not recovered, permanent
discontinuation from further dosing should occur and the subject will be asked to remain in the
study to follow disease progression, safety and survival.

5.13.3.  '7Lu-PNT2002 Dose Delay

In addition to the criteria specified in Section 5.13.2, the !"’Lu-PNT2002 dose may also be delayed
for any other reason at the Investigator’s discretion and in consultation with the Medical Monitor.
Permanent discontinuation should occur if a dose is delayed greater than 16 weeks.
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6. Discontinuation of Study Intervention and Patient Withdrawal from Study

6.1. Discontinuation of Study Intervention
Patients may discontinue the study treatment for the following reasons:

e Patient’s discretion.
e AFE/SAE.
e Significant non-compliance with the study protocol procedures and assessments, as
determined by the investigator and/or sponsor.
e Unequivocal clinical progression:
o Initiation of chronic opioid use for new onset of prostate cancer pain suspected due
to disease progression. Chronic use is defined as daily use for more than 7
consecutive days or more than 10 days within a 14-day period, or
o Immediate need to initiate cytotoxic chemotherapy, or
o Radiation or surgical therapy for complications of prostate cancer progression,
excluding palliative radiotherapy (in treatment of pain at site of bone metastases
present at baseline, unless indicative of disease progression).
o Deterioration in ECOG performance status to >3 due to prostate cancer.
e Permanent discontinuation should occur if a dose is delayed for greater than 16 weeks.

The reason for discontinuing the study treatment is to be recorded in the eCRF, along with all
relevant details (date of discontinuation, relevant symptoms, and applicable treatments). Any
discontinuation of study treatment should be communicated to the sponsor within 48 hours of the
site investigator being made aware of the event.

If a patient discontinues study treatment before BICR-assessed radiographic progression is
declared, they should be followed for radiographic progression by BICR and OS as per the SOA.

Radiation toxicities (e.g., secondary malignancies and renal toxicity) will be collected through the
completion of LTFU (see Section 7.13.2).

6.2. Withdrawal of Patient from the Study

A patient is considered to be withdrawn from the study if he has discontinued study treatment as
well as the protocol-mandated assessments. A patient may be withdrawn from the study for the
following reasons:

Incorrect enrollment (i.e., enrollment despite not meeting the eligibility criteria).
Patient’s discretion (i.e., voluntary withdrawal).

Loss to follow-up.

Death.

For all patients who withdraw consent, the reason should be recorded in the eCRF.

If the patient withdraws consent for disclosure of future information, the sponsor may retain and
continue to use any data collected before such a withdrawal of consent.
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If a patient withdraws from the study, he may request destruction of any samples taken and not
tested, and the investigator must document this in the site study records.

A participant will be considered lost to follow-up if they repeatedly fail to return for scheduled
visits and are unable to be contacted by the study site. Site personnel or designee are expected to
make diligent attempts to contact participants who fail to return for a scheduled visit or were
otherwise unable to be followed up by the site.

6.3. Early Study Termination

Stopping rules apply to both the Dosimetry and Randomized Treatment Phases. The study will be
suspended and possibly stopped for any of the following reasons:

e Death in any patient in which the cause of death is unexpected and assessed as at least
possibly related to '"’Lu-PNT2002 and deemed in the judgment of the sponsor to
contraindicate further dosing of study patients.

e Any treatment-related event, in the judgment of the Medical Monitor, deemed serious
enough to warrant immediate review by the iDSMB. This may include any treatment-
related symptomatic and/or irreversible treatment-related grade 4 hematologic toxicity,
nephrotoxicity, lacrimal gland toxicity (e.g., dry eyes), or salivary gland toxicity (e.g.,
xerostomia).

e Any other safety finding assessed as related to !”’Lu-PNT2002 that, in the opinion of the
iDSMB and sponsor, contraindicates further dosing of study patients.
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7. Study Assessments and Procedures

Study procedures and their timing are summarized in the SOAs (Table 1, Table 2, and Table 3).
Protocol waivers or exemptions are not allowed.

7.1. Informed Consent Process

In obtaining written consent, the site investigator will put in place procedures ensuring that the
potential patients are provided current and full information regarding the study, including the
possible risks and benefits of participating and that their participation is voluntary. All patients or
their legally authorized representative (LAR) should be given ample opportunity to review the
provided information and ask for any clarifications needed. The Informed Consent Form (ICF)
must meet the requirements of 21 CFR 50, local regulations, ICH guidelines, Health Insurance
Portability and Accountability Act (HIPAA) requirements, where applicable, and the Research
Ethics Board/Institutional Review Board (REB/IRB/EC) or study center. The ICF must include a
statement that written informed consent was obtained before the patient was enrolled in the study
and the date the written consent was obtained. A LAR is only permitted to act on behalf of the
patient if permitted by local regulations.

Signed informed consent must be obtained from the patient or LAR before any study procedures
can be conducted. A copy of the signed and dated ICF(s) must be provided to the patient or LAR.

Patients will be re-consented to the most current version of the ICF(s) during their participation in
the study, if an amendment becomes available, if required by the local REB or IRB.

The ICF will contain a separate section that addresses the use of samples for optional exploratory
research in North America only, which may include genetic testing. The investigator or authorized
designee will explain to each patient or LAR the objectives of the exploratory research. The
samples will be kept for 5 years after completion of the study. Patients or their LARs will be told
that they are free to refuse to allow storage of their samples and may withdraw their consent at any
time and for any reason during the storage period. A separate signature by the patient or their LAR
will be required to document a patient’s agreement to allow any specimens to be used for
exploratory research. Patients who decline to participate in this optional research will not provide
this separate signature.

7.2. Screening Procedures

The following procedures and assessments will take place once the patient has provided written
informed consent and prior to randomization onto the study (Table 5). Procedures conducted as
part of the patient’s routine clinical management (e.g., blood count) and obtained before signing
of the ICF may be utilized for screening or baseline purposes provided the procedures met the
protocol-specified criteria and were performed within the time frame defined in the SOAs.

All screening procedures needed to ascertain eligibility for the study must be completed within
6 weeks prior to enrollment or randomization. All data will be recorded in the eCRF.
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Table 5 Summary of Screening Procedures and Timing
Investigations Timing
Clinical Medical history, complete physical examination,
assessment | morphometric measurements (height, weight), vital
signs, ECG, ECOG, recording of SAEs, recording of
prior medications, recording of concomitant
medications (All subjects)
) ] Enrollment/randomization should occur
Treatment Past treatment for prostate cancer, including within 6 weeks (+ 7 days) of informed
history pathology and/or histology consent.
Tumor PSA
marker
Hematology | WBC count, 3-part differential, RBC count,
hemoglobin, hematocrit, mean corpuscular volume,
platelet count
Blood Electrolytes (sodium, potassium, calcium, chloride,
chemistry bicarbonate, phosphate, magnesium), total protein,
serum creatinine, albumin, glucose (non-fasting),
ALP, LDH, CK, total bilirubin, AST, ALT
Additional Testosterone
blood test
Radiology PSMA-PET Within 30 days before randomization.
Optional '*F-FDG PET
Imaging CT/MRI chest, abdomen, pelvis, using RECIST v1.1 | Up to 6 weeks before
criteria as outlined in PCWG3 recommendations; | enrollment/randomization.
Whole body bone scan,

Abbreviations: ALP = alkaline phosphatase; ALT = alanine aminotransferase; AST = aspartate aminotransferase; CK =
creatine kinase; CT = computed tomography; ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group;
BF_FDG = fluorodeoxyglucose; LDH = lactate dehydrogenase; MRI = magnetic resonance imaging; PCWG3 = Prostate
Cancer Working Group 3; PET = positron emission tomography; PSA = prostate-specific antigen; PSMA = prostate-
specific membrane antigen; RBC = red blood cell; RECIST = response evaluation criteria in solid tumors; WBC = white
blood cell.

7.2.1. Demographics

The investigator or his delegate will collect the patient’s demographic information, including age,
race, and ethnicity (if applicable) and record it in the eCRF.

7.2.2. Medical History

Relevant medical history is to be collected and recorded, detailing past or current chronic
conditions (whether treated or not) that the investigator perceives as clinically relevant.

A detailed medical history related to the patient’s prostate cancer (e.g., diagnosis and staging
information, past therapies, surgeries), as well as past PSA trends and testosterone levels.
All prior cancer treatments are to be recorded in the eCRF. The following information should be
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collected for each agent/treatment used:

Start and stop dates.

Doses administered.

Schedule of administration.
Disease state at administration.

Protocol SPLASH Version 7.0

e Type of progression (biochemical, radiographic, and/or symptomatic).
All history data are to be recorded in the eCRF.

7.3.

7.3.1.

Treatment Period

Dosimetry Phase

Patients in the dosimetry Phase will undergo the following investigations during the cycles of
7TLu-PNT2002 treatment (Table 6). For assessments collected in LTFU please see Section 7.6.
All data will be recorded in the eCRF.

Table 6 Summary of Investigations and Timing for Patients in the Dosimetry Phase
Investigations Timing
Clinical assessment Limited physical examination, body weight [Prior to each '”’Lu-PNT2002 infusion
prior to '""Lu- measurement, ECOG and the last visit of each cycle (weeks 4,
PNT2002 8, 12, 16, 20, 24 and 28) during the
administration treatment period; and at EOT
Clinical assessment ECG Pre- and post-infusion (within 4 hr post-
pre- and post !"’Lu- dose) of all treatments with '”’Lu-
IPNT2002 PNT2002 and at EOT
administration
Tumor marker PSA Week of first '"’Lu-PNT2002 treatment,
prior to infusion, and every 4 weeks
during the treatment period, at the
progression visit, at EOT, and if
progression has not occurred by EOT,
every 8 weeks until progression
Hematology WBC count, WBC differential (3-part), RBC  [Prior to '”’Lu-PNT2002 infusions and
count, hemoglobin, hematocrit, mean every 2 weeks between infusions, at
corpuscular volume, platelet count rogression the visit and at EOT
Blood chemistry Electrolytes (sodium, potassium, calcium, Local CBC/Chemistry results should be
chloride, bicarbonate, phosphate, magnesium), |monitored within 24-hours prior to
total protein, serum creatinine, albumin, glucose|dosing to ensure adequacy of organ
(non-fasting), ALP, LDH, CK, total function prior to dosing. Results do not
bilirubin, AST, ALT need to be captured in the EDC
\Vital signs Blood pressure, heart rate, temperature,
respiratory rate
Dosimetry 'Whole body planar images At baseline (0.5-2 hr [pre-void], 24 hr
[£4 hr], 48 hr [£4 hr], 72 hr [+4 hr], and
140-196 hr).
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Investigations Timing
Imaging CT/MRI chest, abdomen, pelvis, whole body [Weeks 8, 16,24, EOT, and every 8
bone scan weeks until progression
Toxicity AEs Every visit from first dose of
Investigational Product (i.e. PSMA
Imaging Agent) through EOT
SAEs Every visit from Screening through EOT
Late stage radiation toxicities Every visit until 12 months post first
dose of '""Lu-PNT2002, to be reported
as an AE. Every visit from 12 months
post first dose of '7’Lu-PNT2002 and
deemed causally related until end of
LTFU, to be reported as an AESI.
Concomitant Review of concomitant medications Every visit through EOT
medications
If progression has not occurred by EOT,
the use of anti-cancer therapy (although
prohibited) will be collected every 8
weeks until progression
Opioid use Review of opioid medications Every visit until initiation of opioid use
“ review of skeletal events
Imaging PSMA-PET Time of Progression

Abbreviations: AE = adverse event; ALP = alkaline phosphatase; ALT = alanine aminotransferase; | N NN

I A ST = aspartatc aminotransferasc; G
kinase; CT = computed tomography; ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; EOT

= end-of-treatment;

CK = creatine

LDH = lactate dehydrogenase;

MRI = magnetic resonance imaging; PET = positron emission tomography; PSA = prostate-specific antigen; RBC =
red blood cell; SAE = serious adverse event; WBC = white blood cell.

7.3.2. 1"TLu-PNT2002 Randomized Treatment Period

Patients randomized to Arm A will undergo the following investigations during the cycles of
TLu-PNT2002 treatment (Table 7). For assessments collected in LTFU please see Section 7.6.
All data will be recorded in the eCRF with the exception of 24 hour local safety labs.
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Table 7 Summary of Investigations and Timing for Patients Undergoing 177Lu- PNT2002

Treatment

Investigations

Timing

prior to '7"Lu-
PNT2002
administration

Clinical assessment

Limited physical examination, body
weight measurement, ECOG

Prior to each '7’Lu-PNT2002 infusion
and the last visit of each cycle (weeks
4, 8,12, 16,20, 24 and 28) during the
treatment period; and at EOT

Clinical assessment |[ECG Pre- and post-infusion (within 4 hr
pre- and post '""Lu- post-dose) of all treatments with
PNT2002 7TLu- PNT2002 and at EOT
administration
Tumor marker PSA Week of first '""Lu-PNT2002
treatment, prior to infusion, and every
4 weeks during the treatment period,
at the progression visit, at EOT, and
if progression has not occurred by
EOT, every 8 weeks until progression
Hematology 'WBC count, WBC differential (3-part), RBC|Prior to '”’Lu-PNT2002 infusions and
count, hemoglobin, hematocrit, mean every 2 weeks between infusions, at
corpuscular volume, platelet count the progression visit and at EOT
Blood Chemistry Electrolytes (sodium, potassium, calcium,
Chloride, bicarbonate’ phosphate’ Local CBC/ChemlStry results should
magnesium), total protein, serum creatinine, [p¢ monitored within 24-hours prior to
albumin, glucose (non-fasting), ALP, LDH, dosing to ensure adequacy of organ
CK, total bilirubin, AST, ALT function prior to dosing. Results do
Vital signs Blood pressure, heart rate, not need to be captured in the EDC
temperature, respiratory rate
Correlative Circulating factors to predict response Baseline and EOT
samples
(optional)
PK Blood and urine samples (up to i Baseline or other cycle in lieu of
atients from selected sites) baseline
Imaging CT/MRI chest, abdomen, pelvis, whole Weeks 8, 16, 24, EOT, and every 8
body bone scan weeks until progression
Toxicity AEs Every visit from first dose of
Investigational Product (i.e. PSMA
Imaging Agent) through EOT
SAEs Every visit from Screening through

EOT

Late stage radiation toxicities

Every visit until 12 months post first
dose of '"’Lu-PNT2002, to be
reported as an AE. Every visit from
12 months post first dose of '""Lu-
PNT2002 and deemed causally
related until end of LTFU, to be
reported as an AESI.
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Concomitant Review of concomitant medications Every visit through EOT

medications
[f progression has not occurred by

EOT, the use of anti-cancer therapy
(although prohibited) will be collected
every 8 weeks until progression.
Opioid use Review of opioid medications Every visit until initiation of opioid

— use
—

I <vicV of skeletal events

Abbreviations: AE = adverse event; ALP = alkaline phosphatase; ALT = alanine aminotransferase; ||
I /ST = aspartatc aminotransferasc; G

CK =creatine kinase; CT = computed tomography; ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology

Group; EOT = end-of-treatment; | | D - lactatc

dehydrogenase; MRI = magnetic resonance imaging; PET = positron emission tomography; PSA = prostate-specific
antigen; RBC = red blood cell; SAE = serious adverse event; WBC = white blood cell.

7"Lu-PNT2002 infusion will occur on the first day of each cycle, ending at the 4™ cycle (maximum
number of cycles). The first cycle starts at the first visit (Week 0) and occurs every 8 weeks
thereafter.

7.3.3. PK Analysis Set

A subset of up to [Jjj patients in Arm A (the investigational arm) from selected sites in the US and
Canada will have PK assessments with blood and urine samples (PK Analysis Set). To ensure
adequate patients for PK analysis, enrollment for the PK analysis set may continue following the
completion of the randomization phase for up to 10 additional patients at selected PK sites in the
US and Canada, any additional patients will not be randomized and will receive the
investigational agent.

7.3.4. Control Arm Treatment

Patients randomized to Arm B will be treated with abiraterone or enzalutamide and will undergo
the following investigations (Table 8). Control arm drug (abiraterone or enzalutamide) should be
continued until BICR confirms radiographic progression. Patients that progress in Arm B, will be
assessed and, if eligible, crossover to receive !"’Lu-PNT2002. For assessments collected in
LTFU please see Section 7.6. All data will be recorded in the eCRF.
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Table 8 Summary of Investigations for Patients Randomized to Arm B Undergoing Control Arm

Treatment
Investigations Timing
Clinical assessment Limited physical examination, body Prior to first control arm
weight measurement, vital signs, ECOG [treatment, and every 4 weeks
status thereafter until EOT.
Tumor marker PSA Baseline (prior to receiving first
control arm treatment) and every
4 weeks during the treatment
period, at the progression visit, at
EOT, and if progression has not
occurred by EOT, every 8 weeks
until progression
Hematology 'WBC count, 3-part differential, RBC
count, hemoglobin, hematocrit, mean
corpuscular volume, platelet count
. — Baseline (prior to receiving first
Blood chemistry Electrolyjces, serum creatinine, glucose control arm treatment), every 4

(non-fasting), calcium, phosphate, weeks, at the progression visit

magnesium, albumin, total protein, ALP, |, .4 -+ EOT

LDH, CK, bilirubin, ALT, AST

Vitals Blood pressure, heart rate, temperature,
respiratory rate
Imaging CT/MRI chest, abdomen, pelvis, whole [Weeks 8, 16, 24, EOT, and every
body bone scan 8 weeks until BICR-confirmed
radiographic progression.
Toxicity AEs Every visit from first dose of
PSMA Imaging Agent through
EOT (AE assessment should be
every 2 weeks and can be done
\via phone call if no other
rocedures are required).

SAEs Every visit from Screening
through EOT (SAE assessment
should be every 2 weeks and can
be done via phone call if no other

rocedures are required)
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Investigations Timing

Concomitant medications Review of concomitant medications Every visit through EOT

If progression has not occurred
by EOT, the use of anti-cancer
therapy (although prohibited)
will be collected every 8 weeks
until progression.

Opioid use Review of opioid medications [Every visit until initiation of
opioid use

| I

] I cVicw of skeletal events

Treatment compliance Review of treatment compliance Baseline through EOT

Abbreviations: AE = adverse event; ALP = alkaline phosphatase; ALT = alanine aminotransferase; || R NN

I, /ST = aspartatc aminotransferase; I EG— C'K = creatine
kinase; CT = computed tomography; ECOG = Eastern Cooperative Oncology Group; EOT = end-of-treatment; | NN

I | DH = lactate dehydrogenase; MRI = magnetic resonance imaging;
PET = positron emission tomography; PSA = prostate-specific antigen; RBC = red blood cell; SAE = serious adverse
event; WBC = white blood cell.

7.4. Progression Visit and Crossover

All patients who have shown progression (as described in Section 7.8.2) will undergo the following
procedures, and all data will be recorded in the eCRF.

Assessment and recording of vital signs.

PSA measurement.

Assessment and recording of AE/SAEs.

Assessment and recording of concomitant medications, including opioid use.

Final assessment and recording of compliance with control arm treatment (Arm B).
Hematology.

Blood chemistry.

Time to second progression per Investigator assessment.

For patients in Arm A, continuing administration of subsequent '”’Lu-PNT2002 infusions for
patients who have met the criteria for individual progression (radiographic, biochemical, or
clinical) will be determined in discussion between the investigator and the sponsor.

Page 92 of 138

Approved on 22 Jul 2025 GMT



CONFIDENTIAL Protocol SPLASH Version 7.0

For patients in Arm B who are eligible to crossover as defined below will begin taking !”’Lu-
PNT2002 at Cycle 1, Week 0 in the SOA (Table 2) or, after study completion, Continued Access
SOA (Table 4). However, ECGs and correlative samples are not required for these patients and
imaging is reviewed locally. If the patient does not elect to crossover and has not completed the
EOT visit, they should remain on their study schedule until 8 weeks after last dose, complete the
EOT/Safety Follow-Up Visit, and then enter LTFU.

To determine eligibility for the crossover, patients in Arm B must undergo the following
assessments. These can be done as part of their Progression visit. If it has been more than 30 days
since their Progression visit, these should be repeated:

¢ Final assessment and recording of compliance with control arm treatment (Arm B).

e Vital signs.

e Hematology, blood chemistry, and PSA.

e AEs/SAEs, concomitant medication, including opioid use, and skeletal event review.

* I

- BN

e Tumor assessments (CT/MRI and whole body bone scans).
After study completion, Progression visits are no longer required. Refer to Continued Access SOA.
In order to be eligible for this crossover, patients in Arm B must meet the following criteria:

e Have experienced radiological progression on the control arm treatment by BICR, as
defined by RECIST 1.1 and PCWGS3 as defined in Section 7.8.2 of the protocol.

e Have not started an alternative anti-cancer therapy.
e Have no ongoing uncontrolled toxicities.
e Adequate organ function, independent of transfusion:

o Bone marrow reserve:
*=  WBC count >2.5 x 10°/L OR ANC >1.5 x 10°/L.
= Platelets >100 x 10°/L.
= Hemoglobin >8 g/dL.

o Liver function:

= Total bilirubin <1.5 x institutional ULN. For patients with known
Gilbert’s syndrome, <3 x ULN is permitted.
= ALT or AST <3.0 x ULN.
o Renal function:
= Serum/plasma creatinine <1.5 x ULN or creatinine clearance >
50 mL/min.
o Albumin >30 g/L.

e Have ECOG clinical performance status of 0 to 2.

If patients are not eligible for crossover, then they should instead complete the End-of-Treatment
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Visit and go into LTFU.

7.5. End-of-Treatment Visit

For all phases, the EOT/Safety Follow-up Visit should be done 8 weeks following the last 7"Lu-
PNT2002 or ARAT administration (e.g., Week 32 of the !”’Lu-PNT2002 treatment period), the
procedures designated in the SOAs will be performed and all data will be recorded in the eCRF.

If the patient is planned to initiate any further treatment for prostate cancer within 8 weeks of the
last '7’Lu-PNT2002 or ARAT dose, the End-of-Treatment Visit should take place prior to the start
of new therapy.

For reporting purposes, the global End of Trial will be defined as per Section 8.4 of the protocol
which specifies that the final analysis of the rPFS primary endpoint will be performed when i}
patients who undergo randomization experience radiological progression or die. This will allow
for the sponsor to lock the database and prepare the trial result summary (clinical study report)
within required timeframes for planned regulatory filings in multiple countries. Despite this End
of Trial milestone, patients will continue to be followed per protocol. Upon completion of the
Progression Visit (Section 7.4), all patients will enter the LTFU Phase of the trial (Section 7.6).

7.6. Long-Term Follow-up Phase

All patients who have completed the EOT Visit will be followed for at least 5 years from C1D1
for all patients (if patients cross over, at least 5 years from their first dose of !7’Lu-PNT2002),
death, or loss to follow-up. All data will be recorded in the eCRF. Patients who withdraw their
consent to participate in the treatment portion of the study will be asked for permission to continue
long-term status updates.

Patients who had not shown radiographic progression will continue to have PSA, CT/MRI and
whole body bone scans, ] and opioid use assessment, AE/SAE assessment and anti-cancer
therapy assessment (although discouraged) every 8 weeks until radiographic progression.

Every 90 days (1 week) from last visit, late-stage radiation toxicities (for patients who received
7TLuPNT2002), survival, treatment updates and second progression status as deemed by the
Investigator (clinical or radiographic) will be collected from patients via phone or during a
planned clinic visit. These follow-ups will continue for at least 5 years from C1D1 for all patients
(if patients cross over, at least 5 years from their first dose of !”’Lu-PNT2002), or until death or
loss to follow-up, whichever happens first.

Late-stage radiation toxicities include any instances of xerostomia, xerophthalmia or dry eye
disorders related to radiation exposure, renal dysfunction, creatinine increase, acute kidney injury,
and secondary malignancies. These radiation toxicities will be collected as AESIs if they occur at
least 12 months after the first dose of 7’Lu-PNT2002 through to the completion of LTFU for all
patients that receive !7’Lu-PNT2002 (see Section 7.13.2). If the patient reports progression or a
late-stage radiation event, investigators should adequately assess the reported event and, for all
toxicities, make their best determination of whether this is believed to be related to the
7TLuPNT2002. This information should be reported in the eCRF. Investigators must report these
late-stage radiation toxicities within 1 week of awareness of the event by the investigator. Patients
should follow best standard of care for the treatment of these events.
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At the time of Data Cut Off for interim or final analysis of OS, all patients (excluding those who
are deceased or who have withdrawn consent for LTFU) must be contacted to confirm their
survival status. If their status can be confirmed via chart review, this is also acceptable. For all
patients, including those still on active treatment, in efficacy follow-up, or in LTFU, three
contact attempts must be made and appropriately documented in the patient’s source records.

After study completion (final OS analysis), all patients in efficacy follow-up or LTFU will
transition to Continued Access LTFU (Table 4).
7.7. Unscheduled Visit

Any assessments listed in the protocol can be repeated outside of the trial schedule at the discretion
of the investigator in the interest of the patient’s safety.

7.8. Efficacy Assessments

7.8.1. Radiographic Assessments
7.8.1.1. CT/MRI

CT/MRI tumor assessments should include evaluations of the chest, abdomen, and pelvis using
the RECIST v1.1 criteria with caveats outlined in the PCWGS3 criteria. The radiological technique
used for measurement of the baseline images should also be the radiological technique used for
each reassessment.

Ifa CT with I.V. contrast is contraindicated, the alternative is to acquire a CT of the chest without
contrast and MRI of the abdomen and pelvis with gadolinium contrast. Other protocols, such as
non-contrast CT of chest abdomen pelvis (CAP), should not be performed.

Study scans should be evaluated by a delegated radiologist on site and uploaded to the Central
Imaging Core Lab per the Imaging Manual.

7.8.1.2.  'Whole Body Bone Scan

A radionuclide whole body bone scan using the site’s standard of care imaging agent (either **™Tc
or '®F-NaF PET/CT) is to be performed at described in the SOAs (Table 1, Table 2, and Table 3).
If an '®F-based PSMA agent is used to determine PSMA avidity at screening, '*F-NaF PET bone
scans should take place at least 5 physical half-lives prior to the PSMA-PET.

Whole body bone scans will be uploaded to the Central Imaging Core Lab per the Imaging Manual.

7.8.1.3. BF-FDG PET (Optional)

BF-FDG PET CT/MRI imaging will be performed at Screening as per institutional standard
procedures to assess for metabolic activity of detected lesions. This test is optional and will be
performed at Screening only for patients that consent to this additional test.

Study scans should be evaluated by a delegated radiologist on site and uploaded to the Central
Imaging Core Lab per the Imaging Manual.
7.8.14. PSMA-PET
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PSMA-PET imaging will be done within 30 days of randomization. Scans should be acquired and
uploaded to the Central Imaging Core Lab per the Imaging Manual.

PSMA imaging will be performed using ®*Ga-PSMA or "F-DCFPyL as coordinated by the
sponsor. PET images will be reviewed centrally to identify PSMA-avid sites and quantify tracer
uptake to determine eligibility and correlation with treatment response and/or progression.

7.8.2. Progression

Progression will be established according to the criteria described in the following subsections.
Radiographic progression should only be confirmed by BICR. For patients who show signs of
biochemical or clinical progression, every effort should be made to confirm this progression with
CT/MRI and whole body bone scans. In instances where there is disagreement between the
investigator and central reader, the matter should be brought to the medical monitor for resolution.

Patients in any arm who discontinue due to progression will attend a Progression Visit
(Section 7.4). If a patient discontinues study treatment before confirmed BICR-assessed
radiographic progression is declared, they should be followed for radiographic progression by
BICR and OS as per the SOA.

Patients in Arm B who radiographically progress by BICR will be assessed and, if eligible,
crossover to receive !”’Lu-PNT2002 at Cycle 1 in the SOA (Table 2). See Section 7.4 for details.
7.8.2.1.  Radiographic Progression

Determination of radiographic progression will be performed by the BICR on the basis of
conventional imaging performed as per the SOAs (Table 1, Table 2, and Table 3).

7.8.2.1.1. CT and MRI Tumor Assessment

CT or MRI images of the chest, abdomen, and pelvis will be used to assess for progression as per
PCWG3-modified RECIST 1.1 criteria, with other areas of disease investigated based on the signs
and symptoms of individual patients. All imaging performed following initiation of treatment
("”’Lu-PNT2002 or control arm) should include any suspected sites of new disease.

Nodal and visceral disease progression will be determined as per PCWG3-modified RECIST 1.1
criteria: an increase of 20% or more in the target lesion SOD, in relation to the smallest sum
observed on the study (see 12.2 Appendix 2 and 12.3 Appendix 3, respectively). Target lesion
SOD must be increased by at least 5 mm.
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7.8.2.1.2. Bone scans

Radiographic progression in bone lesions is to be assessed by bone scintigraphy performed as per
institutional standard technique. Sites observed as positive on the bone scan should be considered
significant, with unequivocal sites of malignant disease recorded as metastatic bone lesions.

Progression of bone disease will be determined as per PCWG3 criteria:

Progression on the first post-treatment scan (scan occurring after receiving the first dose of
assigned study treatment) requires at least two (2) new bone lesions. These two (2) lesions should
persist along with at least two (2) additional new lesions on the next consecutive scan
(confirmatory scan) (2+2 Rule). If the progression is confirmed by the confirmatory scan, the date
of the first post-treatment scan is the progression date (see 12.2 Appendix 2).

For scans done after the first post-treatment scan, progression requires at least two new lesions
relative to the first post -treatment scan that are then confirmed on a subsequent scan at least 6
weeks later.

7.8.2.2.  Biochemical Progression

Biochemical progression will be determined as per PCWG3 criteria, as 2 sequential increasing
measurements of PSA above the baseline, taken 1 week apart. PSA levels must be 2.0 ng/mL or
higher’?. Patients should not be discontinued from treatment due to biochemical progression. In
order to prevent early withdrawal from the treatment phase, PSA results will not be sent back to
sites prior to an interim or final analysis.

7.8.2.3.  Unequivocal Clinical Progression

Clinical progression is defined as the lack of further benefit to the patient from !”’Lu-PNT2002
treatment or control arm treatment alone and one or more of the following:

e Initiation of chronic opioid use for new onset of prostate cancer pain suspected due to
disease progression defined as daily use for more than 7 consecutive days or more than 10
days within a 14-day period, or

e Immediate need to initiate of cytotoxic chemotherapy for prostate cancer, or

e ECOG performance status deterioration to >3 due to prostate cancer, or

e Radiation or surgical therapy for complications of prostate cancer tumor progression,
excluding palliative radiotherapy (in treatment of pain at site of bone metastases present at
baseline, unless indicative of disease progression).

Every attempt should be made to keep a patient on study treatment until radiographic progression
by BICR is declared.

7.8.3. Symptomatic Skeletal-Related Event

The occurrence of one or more of the following should be considered a symptomatic skeletal-
related event (SSRE):

e Use of radiation therapy to prevent or relieve skeletal symptoms.
e Occurrence of new symptomatic pathological bone fractures (vertebral or non-vertebral).
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Radiologic documentation is required.
e Occurrence of spinal cord compression. Radiologic documentation required.
Orthopedic surgical intervention for bone metastasis.

Assessment of SSEs are to be performed according to the SOAs (Table 1, Table 2, and Table 3)
and will be recorded in the eCRF.

7.8.4. PSA Measurements and Response

Collection of blood samples for PSA assessment will take place as described in the SOA (Table 1,
Table 2, and Table 3), during the treatment period.

Quantification of blood PSA levels will be performed by a central laboratory, with the results
blinded to the site.

A patient will be regarded as having a single PSA visit response, if their PSA level at any post-dose
visit is reduced by 50% or more compared with baseline.

A patient will be regarded as having a confirmed PSA response if they have a reduction in PSA
level of 50% or more compared with baseline that is confirmed at the next assessment at least
3 weeks later (i.e., decrease relative to baseline of at least 50% documented on 2 consecutive
occasions at least 3 weeks apart).
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7.9. Safety Assessments

Planned time points for all safety assessments are provided in the SOAs (Table 1, Table 2, and
Table 3). Local monitoring of CBC and Chemistry results within 24 hours prior to each dose
should be monitored to ensure adequacy of organ function prior to dosing. Results do not need to
be captured in the EDC.

7.9.1. Height and Weight
The patient’s height will be measured at Screening and recorded in the eCRF.
The patient’s body weight will be measured at Screening and during the treatment period and EOT

Visit as noted in the SOAs (Table 1, Table 2, and Table 3), and recorded in the eCRF.

7.9.2. Physical Examinations

7.9.2.1. Complete Physical Examination

Complete physical examination will be performed at Screening to ensure the patient’s eligibility.
Any abnormalities will be recorded in the eCRF.

7.9.2.2. Limited Physical Examination

Limited (symptom-directed) physical examination will be performed at visits during the treatment
period and the EOT Visit as noted in the SOAs (Table 1, Table 2, and Table 3). Any abnormalities
will be recorded in the eCRF.

7.9.3. Vital Signs

Vital signs consist of blood pressure, heart rate, temperature, and respiratory rate. Vital signs are
to be assessed at the times noted in the SOAs (Table 1, Table 2, and Table 3) prior to blood draws,
and as clinically indicated, and recorded in the eCRF. Vital signs should be measured after
10 minutes of rest. The same measurement technique should be used throughout the study for all
patients.

7.9.4. Electrocardiogram

For patients receiving !7’Lu-PNT2002, ECGs will be performed at Screening, pre-dose and up to
4 hours after the dose of '"’Lu-PNT2002. For patients receiving the control arm treatment, ECGs
will only be performed at Screening. Patients should be in a supine (lying down) or semi-
recumbent position for at least 5 minutes prior to and during the 12-lead ECG recording to calculate
the heart rate and measure RR, PR, QRS, QT, and QTc¢ intervals. ECGs will be assessed at the
times noted in the SOAs (Table 1, Table 2, and Table 3), as normal or abnormal by the investigator;
any abnormal findings will be described in the eCRF and the investigator will assess clinical
significance.

7.9.5. Clinical Safety Laboratory Assessments

The investigator must review the clinical laboratory report, document this review, and record any
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clinically relevant changes occurring during the study in the AE section of the eCRF. The
laboratory reports must be filed with the source documents. Clinically significant abnormal
laboratory findings are those that are not associated with the underlying disease, unless judged by
the investigator to be more severe than expected for the patient's condition.

All protocol-required laboratory assessments must be conducted in accordance with the Laboratory
Manual and the SOAs. After study completion, all clinical safety laboratory assessments will be
conducted and reviewed locally by the investigator.

7.9.5.1. Blood Chemistry

Blood levels of the following biochemical analytes will be measured at the central laboratory in
the collected blood sample:

Electrolytes (sodium, potassium, calcium, chloride, bicarbonate, phosphate, magnesium).
Total protein.

Serum creatinine.
Albumin.

Glucose (non-fasting).
Alkaline phosphate.
Lactate dehydrogenase.
Creatine kinase.

Total bilirubin.

AST.

ALT.

7.9.5.2. Hematology

The following hematological parameters will be measured at the central laboratory in the collected
blood sample:

WBC count.

3-part differential.

RBC count.

Hemoglobin.

Hematocrit.

Mean corpuscular volume.
Mean corpuscular hemoglobin.
Platelet count.

7.9.5.3. Testosterone

A blood sample taken within 30 days prior to the start Screening to confirm that testosterone levels
are within the range for castration (castrate circulating testosterone levels [<1.7 nmol/L or <50
ng/dL]) may be used and would not need to be repeated.
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7.10.  Correlative Research Samples

A 30 mL sample of blood will be collected as stated in Table 2. Blood samples will be collected
(pre-dose if day of dosing) from patients who have consented to allow their samples to be used for
future research in North America only, including genetic research. Participation is optional.
Patients who do not wish to consent to use of their samples in future research may still participate
in the study. The samples will be stored at a biobank for up to 5 years. After 5 years, the samples
will be destroyed. The biobank will identify patients by their study ID and will not have access to
the patient’s identity.

Sample retention will be for a shorter period if local regulations and/or ethics committees/IRBs
impose shorter time limits.
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7.13. Adverse Event Recording and Reporting

The investigator and any qualified designees are responsible for detecting, documenting,
recording, and reporting events that meet the definition of an AE or SAE and remain responsible
for following up AEs that are serious, considered related to the study intervention or study
procedures, or that caused the patient to discontinue the study or withdraw from the study.

7.13.1. Adverse Events

7.13.1.1. Definition of Adverse Events

As defined by ICH GCP, an AE is any untoward, undesired, unplanned medical occurrence in a
patient, regardless of its causal relationship with the study intervention. An AE can therefore be
any unfavorable and unintended sign (including an abnormal laboratory finding or physiological
observation), symptom, or disease temporally associated with the use of a medical treatment or
procedure that may or may not be considered related to the investigational treatments or
procedures.

Progression of mCRPC will not be considered an AE. For more details regarding progression, see
Section 7.8.2.

7.13.1.2. Definition of a Serious Adverse Event

Adverse events are classified as serious or non-serious. An SAE is defined as any untoward
medical occurrence/AE that:

e Results in death;

e I[s life-threatening (i.e., places the patient at immediate risk of death; life-threatening event
does not include an event that hypothetically may have caused death if it were more severe);

e Requires in-patient hospitalization and/or prolongation of an existing hospitalization;

e Results in persistent or significant disability/incapacity (substantial disruption in a person’s
ability to conduct normal daily activities);

e A congenital anomaly or birth defect. A congenital anomaly/birth defect is defined as a
condition believed to have been the result of exposure to study drug just before conception
or during pregnancy; or

e Any other important medical event. An important medical event may not result in death,
be life-threatening, or require hospitalization, but based upon appropriate medical
judgment, the event may significantly jeopardize the patient’s health or may require
medical or surgical intervention to prevent one of the outcomes listed in the serious
definitions above.

Hospitalization is considered to involve an overnight admission to the hospital. Visits to the
emergency room are not considered an SAE by themselves, unless one of the other criteria are
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met. An elective hospitalization for a pre-existing condition that has not worsened or for a planned
procedure is not considered an SAE.

Medical and scientific judgment should be exercised in deciding whether events should be
considered SAEs and require expedited reporting, such as important medical events that may not
be immediately life-threatening or result in death or hospitalization, but may jeopardize the patient
or may require medical or surgical intervention to prevent one of the other outcomes listed in the
definition above. Examples of such medical events include (but are not limited to): seizure, allergic
bronchospasm requiring intensive treatment in an emergency room or at home, blood dyscrasias,
or the development of drug dependency or drug abuse. If other criteria are not met, then the event
should be reported as “medically important”. If there is any doubt whether the AE constitutes an
SAE, it should be treated as serious and reported.

Progression of mCRPC will not be considered an SAE. For more details regarding progression,
see Section 7.8.2.

7.13.1.3. Suspected Unexpected Serious Adverse Reactions

Suspected unexpected serious adverse reactions (SUSARs) at least possibly related to
7TLu-PNT2002, 3Ga-PSMA-11, or '8F-DCFPyL, that have not previously been reported in the
Investigator’s Brochure or reference out information document will be reported promptly to
appropriate competent authority, as well as the Principal Investigator and/or IRBs/REBs, as required
by applicable regulations.

The SmPCs for abiraterone and enzalutamide will be used as the reference safety information
(RSI) of those investigational products.

7.13.1.4. Definition of an Adverse Event of Special Interest

An adverse event of special interest (serious or non-serious) is one of scientific and medical
concern specific to the sponsor’s product or program, for which ongoing monitoring and rapid
communication by the Investigator to the sponsor can be appropriate.

7.13.1.5. Clinical Laboratory Abnormalities and Other Abnormal Assessments

Laboratory abnormalities (e.g., clinical chemistry or hematology) and other abnormal assessment
findings (e.g., electrocardiogram or vital signs) that meet any one of the following criteria should
be recorded as an AE, or SAE if appropriate:

e Investigator determines it is clinically significant

e Requires medical or surgical intervention (including transfusions or growth factors)
Leads to product discontinuation, delay, or interruption

Associated with clinical signs and/or symptoms

Whenever possible, the clinical diagnosis, rather than the laboratory result, should be reported by
the Investigator (e.g., anemia versus low hematocrit).
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7.13.1.6. Adverse Event Severity

Severity of all AEs will be assessed according to the NCI CTCAE v. 5.0. If the CTCAE grading
is not defined in the NCI CTCAE grading table for a particular AE, severity will be rated according
to the following definitions:

e Mild easily tolerated by patient, causing minimal discomfort, not interfering with normal
activities.

Moderate (discomfort sufficient to cause interference with normal activities).

Severe (incapacitating, prevents normal activities).

Life-Threatening (immediate risk of death from the event as it occurred).

Death (death related to AE).

As an example, hepatic toxicity will be graded according to CTCAE v 5.0 criteria, such that AST
elevation would be considered Grade 1 with blood concentrations between ULN and 3 x ULN,
Grade 2 with AST levels between 3 and 5 x ULN, and Grade 3 with levels between 5 and
20 x ULN.

It is important to distinguish between seriousness and severity of AE. Severity is a measure of
intensity, whereas seriousness is defined by the criteria under Section 7.13.1.2. An AE of severe
intensity may not be considered serious. Conversely, a serious AE can be of mild or moderate
intensity.

Any AE, independent of severity, must be documented in the eCRF.
7.13.1.7. Relationship to Study Drug

Attribution is the determination of whether an AE is related to a study treatment or procedure. For
example, an AE may be considered associated with the study treatment or procedure if there is a
reasonable possibility that the AE was caused by !7’Lu-PNT2002, ®*Ga-PSMA-11, or "*F-DCFPyL
or any of the control arm medications. An AE may be considered not associated with the study
treatment/procedure if there is not a reasonable possibility that the AE was caused by participating
in the study. A "reasonable possibility" of a relationship conveys that there are facts, evidence,
and/or arguments to suggest a causal relationship. The investigator will use clinical judgment to
determine the relationship.

Attribution categories are:

Definite — AE is clearly related to the study treatment or procedure.
Probable — AE is likely related to the study treatment or procedure.
Possible — AE may be related to the study treatment or procedure.
Unlikely — AE is doubtfully related to the study treatment or procedure.
Unrelated — AE is clearly NOT related to the study treatment or procedure.

Any AE, independent of relationship, must be documented in the eCRF.

7.13.2. Collection of AE and SAE Information

All SAEs will be collected from signed informed consent through the EOT/Safety Follow-Up Visit
(i.e. 8 weeks after last dose of study treatment). All SAEs must be documented in the eCRF.
Following the EOT/Safety Follow-Up Visit, the Investigator will report AEs and SAEs deemed
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causally related to !”’Lu-PNT2002.

Prompt notification by the investigator to the sponsor of an SAE within 24 hours is essential so
that legal obligations and ethical responsibilities towards the safety of patients and the safety of a
study intervention under clinical investigation are met. The sponsor has a legal responsibility to
notify both the local regulatory authority and other regulatory agencies about the safety of a study
intervention under clinical investigation.

All AEs will be collected from first study drug administration (i.e. PSMA Imaging Agent
administration) through the EOT Visit. Non-serious AEs, deemed causally related to !"’Lu-
PNT2002, will be followed until resolution, stabilization, or the event is otherwise explained. Any
AE must be documented in the eCRF.

Medical occurrences that begin before the start of study treatment but after obtaining informed
consent will be recorded on the Medical History/Current Medical Conditions section of the eCRF
not the AE section.

After the initial AE/SAE report, the investigator is required to proactively follow each patient at
subsequent visits/contacts. All SAEs will be followed until resolution, stabilization, or the event
is otherwise explained. The investigator will submit any updated SAE data to the sponsor within
24 hours of it being available.

7.13.3. Adverse Event of Special Interest Reporting

The following late-stage radiation toxicities are considered adverse events of special interest
(AESIs) when they occur at least 12 months from the first dose of '""Lu-PNT2002 and when
deemed causally related to !"’Lu-PNT2002: xerostomia, xerophthalmia or dry eye disorders related
to radiation exposure, renal dysfunction, creatinine increase, acute kidney injury, and secondary
malignancies. If these AESIs occur greater than or equal to 12 months from the first dose through
the LTFU period, the investigators must report them to the sponsor within 1 week of awareness of
the event by the investigator. If these events occur prior to 12 months from the first dose, they
should be entered into the database as AEs.

All AESI, regardless of seriousness, will be reported to the sponsor within 1 week of awareness
on the SAE Report Form. After the initial AESI report, the investigator is required to proactively
follow each subject at subsequent visits/contacts. All AESIs will be followed until resolution,
stabilization, or the event is otherwise explained. The Investigator will submit any updated AESI
data to the sponsor within 1 week of it being available on an updated SAE Report Form.

7.13.4.  Pregnancy

To ensure patient safety, each Pregnancy Report Form should be submitted to sponsor within 24
hours of awareness. Pregnancy of patient’s partner will lead to definitive treatment
discontinuation in all cases. Any SAE experienced during pregnancy must be reported on the
SAE Report Form. Abortion, whether accidental, therapeutic, or spontaneous, will be reported as
an SAE. Congenital pregnancy occurring in a partner of a patient while on study must be
reported to the sponsor within 24 hours of awareness of the pregnancy. The pregnancy will be
followed for the duration to determine the outcome. Pregnancy, and all associated follow-up,

Page 105 of 138

Approved on 22 Jul 2025 GMT



CONFIDENTIAL Protocol SPLASH Version 7.0

should be reported to the sponsor on the anomalies or birth defects, as defined in Section
7.13.1.2, should also be reported as a SAE.

7.14. Pharmacokinetics

The PK Substudy will be performed on up to Jjjj patients in Arm A at selected sites (PK Analysis
Set). Enrollment to the PK Analysis Set may continue following completion of the randomization
phase at selected PK sites in the US and Canada. After the randomization phase completes, all PK
subjects will receive the investigational agent. Instructions for the collection and handling of
biological samples will be provided by the sponsor. The actual date and time (24-hour clock time)
of each sample will be recorded.

7.14.1. Blood Pharmacokinetics

In order to determine blood pharmacokinetic parameters, measuring radioactivity in blood samples
will be conducted at timepoints defined in Table 10. Blood samples will be taken from the lower
arm opposite the infusion site and radioactivity will be measured using a gamma counter to assess
the radioactivity in blood.

Table 10 Blood Sampling Schedule

Day Day of Infusion Dayl | Day2 | Day3 | Day7
Time Omin | 10 min | 30 min lh 3h 6h 24 (£3) | 48 (*3) | 72hr | 168 (=
post- (+5) (#5) (£5) (*10 (*10 (*10 hr hr +12hr | 12)hr
infusion min) min) min)

Blood X X X X X X X X X X

7.14.2. Urine Pharmacokinetics

To assess the in vivo stability of !"’Lu-PNT2002, total urine will be collected from infusion time
through to 48 hours post-infusion and will be measured in 4 lots (0 to 1 hour, 1 to 6 hours, 6 to
24 hours, and 24 to 48 hours) (Table 11). If the patient unexpectedly needs to void prior to the first
imaging time, the interval of the first collection will be extended until just prior to the start time of
the first image.

Urine samples will be tested for total radioactivity and to assess the radiochemical purity of the
eliminated compound using radio high performance liquid chromatography.

Table 11 Urine Sampling Schedule

Day Day of Infusion Day 2-3
Time post-infusion 0-1 hr 1-6 hr 6-24 hr 24-48 hr
Urine X X X X
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8. Data Management and Statistical Methods

8.1. Data Collection

The investigators’ authorized site personnel must enter the information required by the protocol
on the eCRF. A Study Monitor will visit each site in accordance with the Monitoring Plan and
review the eCRF data against the source data for completeness and accuracy. Qualified site
personnel will address discrepancies between source data and data entered on the eCRF. When a
data discrepancy warrants correction, authorized site personnel will make the correction. Data
collection procedures will be discussed with the site at the site initiation visit and/or at the
Investigator’s Meeting.

8.2. Clinical Data Management

Data are to be entered into a clinical database as specified in the Data Management Plan. Quality
control and data validation procedures are applied to ensure the validity and accuracy of the clinical
database.

Data are to be reviewed and checked for omissions, errors, and values requiring further
clarification using computerized and manual procedures. Data queries requiring clarification are
to be communicated to the site for resolution. Only authorized personnel will make corrections to
the clinical database, and all corrections are documented in an auditable manner.

Risk-based monitoring (RBM) and reporting under ICH GCP E6(R2) will be performed.

8.3. Statistical Considerations

A comprehensive statistical analysis plan (SAP) will be developed and signed off prior to database
lock. The SAP will include further details on the statistical aspects covered in this protocol
including analysis methods for secondary and exploratory endpoints as well as technical details on
missing data imputation methods and rules used for all endpoints.

SAS Version 9.4 or higher will be used to perform all data analyses and to generate tables, listings
and figures (TLFs).

Analysis datasets will be created according to Clinical Data Interchange Standards Consortium
(CDISC) standards, and data will be displayed according to reporting standards in the SAP and
TLF formats.

All data collected in the database will be presented in data listings. Continuous variables will be
summarized in terms of the number of observations, mean, standard deviation, median, minimum,
and maximum. Other descriptive statistics (e.g., quartiles, coefficient of variation) may be reported
when appropriate. Categorical variables will be summarized using frequency counts and
percentages.

84. Sample Size Estimation

A 2:1 randomization will be employed with a total of 260 patients in the experimental arm (Arm
A) and 130 patients in the control arm (Arm B) to increase safety data collected on the
experimental arm. The sample size estimation is based on the primary endpoint rPFS. In total, Jjjij
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rPFS events provides Jjjjij power to test the alternative hypothesis of HR i at an o of |l
(one-sided). The hazard ratio (HR) of jjij corresponds to an improvement in the median
progression-free survival from il with the control to | with '"’Lu-PNT2002°*,
assuming rPFS is exponentially distributed. The rPFS power calculations are based on a log-rank
test. A total of 390 patients are expected to be accrued, assuming that the trial will have || N
of uniform accrual and an overall study duration up to || j - Al drop out rate is assumed
(exponential drop out distribution with a lambda of i) The final analysis of rPFS will be
performed when [Jjjjj patients experience radiological progression or die.

8.5. Analysis Populations

8.5.1. Imaging Set

The Imaging Set consists of all patients who provide written informed consent and received at
least one dose of ®*Ga-PSMA or '*F-DCFPyL.

8.5.2. Dosimetry Safety Analysis Set — Part 1

The Dosimetry Safety Analysis Set comprises all patients in the Imaging Set who receive at least
1 dose of 7’Lu-PNT2002 in Part 1 of the study.

8.5.3. Intention to Treat Set — Part 2

The Intent to Treat (ITT) Analysis Set comprises all patients in the Imaging Set who are
randomized. The ITT Analysis Set will be analyzed using the treatment to which the patient was
randomized regardless of the treatment actually received and will be the primary analysis set for
all efficacy analyses.

8.5.4. Per Protocol Analysis Set — Part 2

The Per Protocol Analysis Set contains all patients from the ITT Analysis Set who received at least
one dose of study treatment, '7’Lu-PNT2002, abiraterone or enzalutamide during the
randomization phase of the trial, have at least one post-baseline tumor assessment, and do not have
any exclusionary protocol violations that would affect the evaluation of the primary endpoint (to
be defined in the SAP). Analyses of rPFS, OS and ORR will be performed on the Per Protocol
Analysis Set as sensitivity analyses.

8.5.5. Randomization Safety Analysis Set — Part 2

The Randomization Safety Set comprises all patients in the ITT Analysis Set who received at least
one dose of study treatment (!”’Lu-PNT2002, abiraterone or enzalutamide) during the
randomization phase of the trial. The Randomization Safety Set will be analyzed based on the
actual treatment received. All safety analyses in Part 2 of the study will be conducted using the
Randomization Safety Analysis Set.

8.5.6. PK Analysis Set

All patients who have received at least one dose of !”’Lu-PNT2002 and provided at least one post-
dose analyzable sample for PK analysis will be included in the PK analysis set.
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8.6. Hypothesis Testing and Multiplicity Control

This study has one primary endpoint, rPFS, which will be tested at o |Jjjjjjiij (one-sided). If the
rPFS test is significant, then two secondary endpoints will be tested using the fixed sequence
method for controlling the a. Significance testing will occur in the following sequence: rPFS
(primary endpoint), OS (secondary endpoint), ORR (secondary endpoint), and Time to SSRE,
moving to the next endpoint only after a statistically significant difference between the 2 arms is
established at ofjjjjjij on the previous endpoint. For OS, as an alpha of Jjjjij will be used at the
interim analysis, the incremental alpha used for the final analysis will be Jjjjij in order to
maintain a cumulative alpha of JJjjjij. No further testing will occur once an endpoint in the
sequence fails to show significance, and analyses for that endpoint and all subsequent endpoints
will be considered descriptive. Analyses of all other secondary efficacy endpoints and all
exploratory efficacy endpoints will be descriptive.

8.7. Primary Endpoint

The primary endpoint, Radiological Progression-Free Survival (rPFS) analysis will take place
when JJjjjj patients experience radiological progression or die. rPFS time is defined as the time in
months from the date of randomization to progression by RECIST v1.1 or confirmed progression

on bone scan assessed by PCWG3, or death from any cause. || R

The inferential comparison of the 2 randomized treatment groups with respect to rPFS will be
made using a one-sided, stratified log-rank test with a significance level of | N

.
I | the p-value i the null hypothesis will be

rejected with the conclusion that rPFS in the !”’Lu-PNT2002 arm is statistically superior to that of
the control arm.

The hazard ratio for rPFS and the associated 95% confidence interval (CI) will be estimated from
a Cox proportional hazards model stratified by the randomization stratification factors |Jjiil}

. No covariates other than the treatment group will be
included in the model.

The rPFS will also be descriptively analyzed using the Kaplan-Meier method. The median, and
first and third quartiles with corresponding 95% Cls will be displayed. Summaries will include the
number at risk, the number of patients with events, the number of patients censored and their
corresponding reason for censoring. Figures will use the Kaplan-Meier estimates and identify the
number of patients at risk at each scheduled visit and censored times on the curve.
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8.7.1. Sensitivity Analyses of rPFS

The main analysis of rPFS will be repeated for Per Protocol Analysis Set as sensitivity analyses.
In addition, the following sensitivity analyses will be performed:

As the primary rPFS analysis will censor patients at the last assessment prior to initiating a new
anti-cancer therapy, to address the possible confounding of rPFS results, a sensitivity analysis will
be conducted in which the patients who receive a new anti-cancer therapy but have radiologic
progression after initiation of that therapy will not be censored and will be counted as progressed
at the time of progression following the new therapy and the patients who received the new anti-
cancer therapy, but did not progress will be censored at the last disease assessment regardless of
the timing of the new anti-cancer therapy. All other censoring rules of rPFS as stated above will
be followed.

In addition, a sensitivity analysis will be conducted counting start of anti-cancer treatment prior to
radiological progression as an event. Hence, for this sensitivity analysis the rPFS time is defined
as the time in months from the date of randomization to progression by RECIST v1.1 or initiation
of a new anti-cancer therapy (whichever is earlier), or death from any cause. All other censoring

rules of rPFS as stated above will be followed.

8.7.2. Key Secondary Endpoints

8.7.2.1.  Overall Objective Response Rate Assessed by Imaging
The analysis of the Objective Response Rate (ORR) will take place at the time of the rPFS analysis.
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For ORR assessed by imaging (RECIST 1.1 and PCWG3), only patients with measurable disease
(target lesions) at entry will be included in the analysis. A responder for the primary analysis of
ORR will be any patient with a confirmed best overall response of PR or CR in their soft tissue
disease assessed by RECIST 1.1, in the absence of progression on bone scan assessed by PCWG3.
A patient will be classified as a responder if the RECIST 1.1 criteria for a confirmed CR or PR (a
response of CR/PR is recorded at 1 visit and confirmed by repeat imaging not less than 4 weeks
after the visit when the response was first observed) are satisfied (in the absence of confirmed
progression on bone scan assessed by PCWG3) before disease progression or receiving a new
anti-cancer therapy. For each treatment group, the ORR is the number of patients with a confirmed
CR and PR divided by the number of patients in the treatment group with measurable disease at
baseline.

The analysis of ORR assessed by imaging will involve inferential comparison of response
proportions of the 2 treatment groups using a Cochran-Mantel-Haenszel (CMH) test for
2 proportions stratified by the same strata used for the primary endpoint analysis.

For each treatment group the ORR and the corresponding 95%, 2-sided, ClIs will be provided. The
treatment group difference for ORR with the associated 95%, 2-sided CI, and the p-value from the
stratified CMH test will be displayed. ORR based on best overall response of unconfirmed PR or
CR and the corresponding 95% CI will also be calculated.

8.7.2.1.1. Sensitivity Analysis of ORR

The main analysis of ORR will be repeated for the Per Protocol Analysis Set as sensitivity
analyses. In addition, a sensitivity analysis using a Chi-square test for 2 proportions (not stratified)
will be performed. The “best case scenario” sensitivity analysis will also be performed with the
patients who do not have any tumor response prior to discontinuation counted as responders, versus
the main ORR analysis with these patients counted as non-responders.

8.7.2.2.  Overall Survival

If the boundary is crossed for the primary rPFS analysis, the inferential comparison of the 2
randomized treatment groups with respect to OS will be made using a one-sided, stratified log-
rank test with a significance level of Jjjjjij- The strata used for the test will be the same strata
used for the primary endpoint analysis. As an alpha of Jjjjjij will be used for the interim analysis
of OS, which will be conducted at the time of the final analysis of rPFS, the incremental alpha
used for the final analysis of OS will be jjjij in order to maintain a cumulative alpha of [Jjil-
The final OS analysis will be conducted when approximately [Jjjj deaths (approximately |
) have observed. If the p-value for the stratified log-rank test of OS is [Jjjij at the interim
OS analysis or ] at the final OS analysis, the null hypothesis will be rejected with the
conclusion that OS in the '""Lu-PNT2002 arm is statistically superior to that of the control arm. A
total of ili] cvents is expected to occur [l from “first subject in”, which provides
approximately 47% power to test an OS HRJJiij (mOS of ). 21ven an one-sided
alpha of Jjjij- The smallest treatment difference that would be statistically significant is an OS

HR< (mOS of ) 2t the interim or OS HRJ (mOS of G 2t
the final.

The hazard ratio for OS and the associated 95% CI will be estimated from a Cox proportional
hazards model stratified by the same strata used for the log-rank test. No covariates other than the

Page 112 of 138

Approved on 22 Jul 2025 GMT



CONFIDENTIAL Protocol SPLASH Version 7.0

treatment group will be included in the model.

Kaplan-Meier estimates and 95% CIs will also be produced at OS landmark time points of 1 and
2 years. OS summaries will include the number of patients at risk, the number of patients who
died, and the number of censored patients. In addition, the survival follow-up, defined as the
duration between the date of randomization and the date of last contact, in months, will be analyzed
by the reverse Kaplan-Meier. The median and its corresponding 95% CI will be summarized.

8.7.2.2.1. Sensitivity Analyses of OS

To adjust for the confounding effects of the crossover from the control arm treatment arm to the
7TLU-PNT2002 arm, methods such as rank preserving structural failure time models will be used.
The acceleration factor will be estimated using g-estimation, and the Cls will be estimated by

sensitivity analysis will

result in a more conservative adjustment for the crossover effect.

As up to i of the enrolled patients are anticipated to withdraw from the study early, a sensitivity
analysis of OS will be performed where the missing death dates are imputed as the last known
alive date +1 for the early withdrawn patients. The same analysis methods and statistics will be
presented as in the main analysis of OS.

8.7.2.3. Time to Symptomatic Skeletal-Related Event (SSRE)

Time to symptomatic skeletal-related event is defined as the time from randomization to first
symptomatic skeletal-related event as defined by any of the following or a combination:

e Use of radiation therapy to prevent or relieve skeletal symptoms.

e Occurrence of new symptomatic pathological bone fracture, which is defined as
associated with low or no trauma and deemed to have occurred at a site of bone
metastasis. Radiologic documentation is required.

e Occurrence of spinal cord compression.

e Orthopedic surgical intervention for bone metastasis.

Patients who have not experienced any of the above events will be censored at time of last valid
SSRE assessment or death, whichever occurs earlier.

Time to SSRE will be analyzed using the same methods as in the analysis of the primary endpoint
rPFS.

8.7.2.4. Duration of Response

Duration of response (DOR) will be defined as the time from the date of first documented con-
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firmed CR or PR as the best overall response (by BICR using RECIST 1.1 and in the absence of
confirmed progression on bone scan assessed by PCWG3) to the day before the first date of
objectively documented progressive disease (by BICR) or death in the absence of disease
progression. Patients who have attained CR or PR as the best overall response, did not have
progressive disease, and did not die will be censored at the same time as they will be censored for
the primary rPFS endpoint analysis. DOR will be described using Kaplan-Meier estimates with
95% Cls. Summaries will also include the number at risk, the number of patients with events, and
the number of patients censored.

8.7.2.5. PSA Response

PSA response is defined as the proportion of patients achieving a >50% decrease in PSA from
baseline to the lowest post-baseline PSA result, confirmed by a second consecutive PSA
assessment at least 3 weeks later

e A patient will be regarded as having a single PSA visit response if their PSA level at any
post-dose visit is reduced by 50% or more compared with baseline.

e A patient will be regarded as having a confirmed PSA response if they have a reduction in
PSA level of 50% or more compared with baseline that is confirmed at the next assessment
at least 3 weeks later (i.e., decrease relative to baseline of at least 50% documented on 2
consecutive occasions at least 3 weeks apart).

The number and percentage of PSA responders will be presented by treatment group. A 95%
confidence interval for the difference of proportions of responders between the two treatment
groups will be displayed.

8.7.2.6. Biochemical Progression-Free Survival

Defined as time from the date of randomization to the date of the first PSA increase from baseline
>25% and >2 ng/mL above nadir confirmed by a second PSA measurement defining progression
>3 weeks later per PCWG3, or death from any cause in the absence of progression.

Patients who do not progress or die including those who withdraw from the study or are lost to
follow-up will be censored at the date of last valid PSA measurement from a scheduled or
unscheduled visit.

bPFS will be described using Kaplan-Meier estimates with 95% Cls. Summaries will also include
the number at risk, the number of patients with events, and the number of patients censored.

8.7.2.7.  Safety Endpoints
All safety data will be summarized descriptively.

Adverse events will be tabulated by Medical Dictionary for Regulatory Activities (MedDRA)
System Organ Class and Preferred Term for each treatment arm. Adverse event summaries will
include: overall, by CTCAE grade, related AEs, SAEs, infusion-related AEs (irAEs), AEs leading
to discontinuation of study treatment, and AEs leading to dose reduction.

For continuous laboratory values, changes from baseline will be summarized by scheduled visit.
Shift tables from baseline by scheduled visit and to worst case on study will also be produced.
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Worst case will be relative to the normal range for laboratory values that are not in the CTCAE;
otherwise, the worst case will be the highest CTCAE grade. For laboratory values that are
bi-directional, separate shift summaries will be produced.

Changes and/or shifts from baseline in vital signs and ECG parameters will also be summarized
by treatment arm.

Concomitant medications will be coded by World Health Organization drug class and Anatomical
Therapeutic Chemical text and summarized by treatment arm.

8.8. Interim Analysis

At time of an interim or final OS analysis, survival data will be collected for all patients,
including those still on active treatment, in efficacy follow-up, or in LTFU.

8.9. Safety Monitoring

Adverse events will be monitored on an ongoing basis by the Medical Monitor, sponsor and/or
designee and their frequencies reported annually. An iDSMB will monitor ongoing safety data
(AEs/SAEs, ECGs, laboratory test results) in accordance with the schedule outlined in a separate
iDSMB Charter.

8.9.1. Independent Data Safety Monitoring Board

This study will be monitored by an unblinded iDSMB. The iDSMB will be composed of
3 members who are recognized experts in the field of medical oncology/internal medicine, nuclear
medicine, and biostatistics. One of the members shall serve as chairperson of the iDSMB. The
iDSMB will not be involved in enrolling or treating study patients. An alternate iDSMB member
will also be identified to serve as a medical back-up to the iDSMB.

During the Safety lead-in Phase, the iDSMB will meet approximately three times to evaluate safety
results: after the first five patients complete their first treatment, after 15 patients complete their
first treatment, and after the last patient completes his first treatment. The iDSMB may meet sooner
than their scheduled meetings, if requested by the Medical Monitor, sponsor, or iDSMB.

During the Treatment Phase, the iDSMB will meet in accordance with the schedule outlined in
the iDSMB Charter. The iDSMB will monitor ongoing safety data (AEs,
renal/hepatic/hematologic laboratory test results) and PSA response trend data as outlined in the
iDSMB Charter.

After study completion (final OS analysis), the iDSMB meetings will be discontinued and the
iDSMB Charter will be retired.
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8.9.2. Exploratory Endpoints
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9. Trial Conduct Risks/Benefits Considerations

These risks/benefits, defined below may present due to COVID-19 (SARS-CoV-2 infection), other
potential future pandemics, environmental disasters and/or socio/political events. Additionally,
they may present due to Investigators’ and patients’ wishes to reduce unnecessary long travel
burden of the patient for on-site trial visits.

To manage these risks, clinical trial visits may be conducted via tele visit technologies and remote
visits by qualified professionals at the patients’ home in accordance with local regulations.

9.1. Potential External Risks
The following potential external risks have to be considered for trial conduct:
e Clinical trial visits to sites are not feasible or more restricted.
e Travel restrictions imposed by authorities.
e Social distancing control measures including self-isolation.
e Unavailability of site staff and other healthcare/trial resources.

e Patients exposed to viruses (e.g. SARS-CoV-2) by visiting sites or receiving home care
nurse at their home.

9.2. Potential Benefits

The following potential benefits (of implementing tele visit technologies and home care trial visits
to replace on-site visits) have to be considered for trial conduct:

e May reduce unnecessary travel burden to subjects due to on-site trial visits.
e Increase subject retention and protocol adherence.

¢ Reduce missing data (due to missed visits).

e Reduce bias to limit subject enrollment to only those who can travel to site.

e Assurance of continued safety monitoring, data acquisition and continued Investigational
Product administration when travel to sites is restricted.

e Assurance of safety monitoring of patients via tele visits and supplemented with home care
visits by qualified professionals.
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10. Supporting Documentation and Operational Considerations
10.1. Regulatory and Ethical Considerations

10.1.1.  Ethics

This clinical trial will be conducted in accordance with the principles of ICH GCP and all
applicable regulatory requirements.

10.1.2. Good Clinical Practice

All site investigators and personnel involved in the study conduct will be trained on the principles
of ICH GCP. All study procedures will be conducted in accordance with the Declaration of
Helsinki, ICH Guidelines, Council for International Organizations of Medical Sciences (CIOMS)
International Ethical Guidelines, and locally applicable regulations.

10.1.3. Ethical and Regulatory Authority Review

Study protocol, Investigator Brochure and other relevant study documents, including all patient-
provided documents (ICF[s] and questionnaires) must be reviewed and approved by the
appropriate IRB/REB and regulatory and/or national competent authorities before the study is
initiated. The principal investigator will inform the IRB or REB, and the sponsor, or designee,
will inform the regulatory and/or national competent authorities, of any amendments to the
protocol or patient-facing materials. Substantial amendments will be implemented only after
approval by the appropriate IRB/REB and the regulatory and/or national competent authorities.

Reports of serious adverse drug reactions (SAEs considered possibly or definitely related to the
study drug) will be provided to the IRB/REB, per their policies. The sponsor will provide the sites
with information on serious adverse drug reactions reported from any other source. The site
investigator will submit this information to the IRB/REB.

10.1.4. European Union
The study will be conducted in accordance with the Regulation (EU) No 536/2014.

The sponsor has processes for safety reports for identification, recording, and expedited reporting
of SUSARs according to EU regulatory requirements. The sponsor will comply with applicable
regulatory requirements relating to safety reporting to the regulatory authority, per European
Union Clinical Trial Regulation 536/2014 submission of SUSARs to the EudraVigilance

database.
10.2. Financial Disclosure

All investigators and sub-investigators, if applicable, must provide financial disclosure
information in accordance with the applicable regulations and policies.

10.3.  Data Confidentiality

Patients will be assigned a unique identifier by the sponsor. Any patient records or datasets that
are transferred to the sponsor will contain the identifier only; patient names or any information
that would make the patient identifiable will not be transferred. Local documents (e.g., signed
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ICF) will be kept under appropriate security.

The participant must be informed that the participant’s personal study-related data will be used
by the sponsor in accordance with local data protection law. The level of disclosure must also be
explained to the participant who will be required to give consent for their data to be used as
described in the informed consent. This is done by the site personnel through the informed
consent process.

The participant must be informed through the informed consent by the site personnel that their
medical records may be examined by Clinical Quality Assurance auditors or other authorized
personnel appointed by the sponsor, by appropriate IRB/IEC members, and by inspectors from
regulatory authorities.

The sponsor has processes in place to ensure information security, data integrity, and data
protection. These processes address management of data transfer, and prevention and
management of unauthorized access, disclosure, dissemination, alteration or loss of information
or personal data. These processes include appropriate contingency plan(s) for appropriate and
timely response in the event of a data security breach.

The transfer of personal data is subject to appropriate safeguards through contractual agreements
and processes. The sponsor’s processes are compliant with local privacy laws and relevant
legislations including the General Data Protection Regulation (GDPR).

10.4.  Data Quality Assurance

10.4.1. Case Report Forms and Study Records

Site investigator or designee will enter the study data as described in the eCRF Completion
Guidelines. Source documents are to be kept and made available to the sponsor or REB/IRB for
inspection as described in Section 10.6.2.

10.4.2. Retention of Records

All documentation relating to the conduct of the study must be retained by the investigator for
2 years, or per applicable local regulations, from the date of any relevant marketing application
approval or following the termination of the study. No study documents are to be destroyed without
written agreement from the sponsor.

10.5. Source Documents

10.5.1. Access to Source Data

Data collected during this study may be used to support the development, registration, or marketing
of '""Lu-PNT2002 and the PSMA Imaging Agent.

The sponsor or its designee, as well as representatives of regulatory authorities, will be granted
access to study data by the site investigator and staff. The patients’ original medical records will
be made available to the sponsor for verification of eCRF data.
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10.6.  Study Monitoring

A comprehensive description of study monitoring is provided in the Monitoring Plan.

10.6.1. Study Activation

A representative of the sponsor will evaluate the trial site prior to any patients being enrolled onto
the study. The aim is for the sponsor to confirm the adequacy of the facilities (appropriate
equipment, staff training, and certifications). Additionally, the sponsor representative will
communicate the study responsibilities and tasks to the site investigator and other personnel.

Following the visit, a Clinical Trial Agreement will be negotiated and executed between the
sponsor and the investigational site.

During the execution of the study, a monitor from the sponsor or designee will maintain regular
contacts with the investigational site. The monitor will:

Confirm that the investigational site remains acceptable.

Confirm adherence to the protocol.

Verify accuracy of data entry into the eCRF by performing source data verification.
Verify investigational product accountability.

Address queries, provide clarifications, and support the conduct of the study by the
investigator.

e Record deviations from the protocol.

e Confirm documentation and appropriate follow-up of AEs and SAEs.

Source data verification by the monitor will involve comparing source data with the data entered
in the eCRFs. This comparison requires direct access to the patient’s medical records at the
investigational site.

In addition to the monitoring visits, the monitor will be available to provide any information
required by the investigator or site staff.

10.6.2. Audits and Inspections

Representatives of the sponsor, applicable regulatory authorities, or an IRB/REB may perform
on-site audits to confirm compliance to GCP/ICH and regulatory requirements.

The investigator should notify the sponsor immediately as soon as he or she is made aware of a
regulatory agency inspection. Following the audit or inspection, the site investigator will provide
the sponsor with the results and outcomes, as well as copies of any relevant documents.

10.7. Publication Policy

Unpublished study-related documentation (e.g., protocol, eCRF, ICF, and Investigator’s Brochure)
provided by the sponsor is strictly confidential. The information contained should not be disclosed
(with the exception of submission to IRB/REB) without authorization from the sponsor.

10.8.  Dissemination of Clinical Study Data
The sponsor will disclose a summary of study information, including tabular study results, on
publicly available websites where required by local law or regulation.
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The summary of results will be posted within the time frame specified by local law or regulation.
If the study remains ongoing in some countries and a statistical analysis of an incomplete dataset
would result in analyses lacking scientific rigor (for example, underpowered) or compromise the
integrity of the overall analyses, the summary of results will be submitted within 1 year after the
end of the study globally or as soon as available, whichever is earlier.
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12. APPENDICES

12.1. APPENDIX 1 New York Heart Association (NYHA) Functional Classification
NYHA Classification - The Stages of Heart Failure:

Class I - No symptoms and no limitation in ordinary physical activity, e.g., shortness of
breath when walking, climbing stairs etc.

Class II - Mild symptoms (mild shortness of breath and/or angina) and slight limitation
during ordinary activity.

Class III - Marked limitation in activity due to symptoms, even during less-than-ordinary
activity, e.g., walking short distances (20—100 m). Comfortable only at rest.

Class IV - Severe limitations. Experiences symptoms even while at rest. Mostly bedbound
patients.
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12.2. APPENDIX 2 Prostate Cancer Working Group 3 Recommendations
Please note that not all the recommendations listed below m applicable to this patient population
or to the specifics of this study.

Variable PCWGS3 (2016)

PSA e Recognize that a favorable effect on PSA may be delayed for 12 weeks or more,
even for a cytotoxic drug

e  Monitor PSA by cycle but plan to continue through early rises for a minimum of 12
weeks unless other evidence of progression

e Ignore early rises (prior to 12 weeks) in determining PSA response
For control/relieve/eliminate endpoints:

e Describe absolute changes in PSA over time from baseline to best response
For delay/prevent endpoints: Decline from baseline:

e Record time from start of therapy to first PSA increase that is =25% and =2
ng/mL above the nadir, and which is confirmed by a second value 3 or more weeks
later (ie, a confirmed rising trend)

No decline from baseline:

e PSA progression =25% and =2 ng/mL after 12 weeks

Soft tissue For control/relieve/eliminate end points:
lesions Use Response Evaluation Criteria in Solid Tumors (RECIST) with caveats:
e Record up to 5 lesions per site of disease

e Record changes in nodal, lung, liver adrenal and central nervous system (CNS) sites
separately

e  Only report changes in lymph nodes that were =1.5 ¢cm in diameter in short axis
at baseline

e Record changes in pelvic (regional) nodes vs extrapelvic (distant/metastatic) nodes
separately

e  Only report changes in visceral lesions (liver, lung, adrenal, CNS) that were =
1.0 cm in the longest dimension

e Record complete elimination of disease at any site separately
e Confirm favorable change with second scan
e Record changes using waterfall plot
For delay/prevent end points:
e Record changes in nodal and visceral disease separately

e Record up to 5 lesions per site of spread

e Use RECIST 1.1 criteria for progression, but clearly record type of progression
(growth of existing lesions vs development of new lesions) separately by site.
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Variable PCWG3 (2016)
Bone For control/relieve eliminate end points:
e Record outcome as new lesions, no new lesions or resolved lesion
e First scheduled reassessment:
o No new lesions: continue therapy
o New lesions: perform a confirmatory scan 6 or more weeks later
e Confirmatory scan:
o No new lesions: continue therapy
o Additional new lesions: progression
e Subsequent scheduled reassessments:
o No new lesions: continue
o New lesions: progression

e Changes in intensity or uptake do not constitute regression or progression For

prevent/delay end points (progression):

e Exclude pseudoprogression in the absence of symptoms or other signs of
progression

e Atleast 2 new lesions on first post-treatment scan, with at least 2 additional
lesions on the next scan (2+2 rule)

o Ifatleast 2 additional new lesions are seen on the next (confirmatory) scan, the date
of progression is the date of the first post-treatment scan, when the first 2 new lesions
were documented

e For scans after the first post-treatment scan, at least 2 new lesions relative to the
first post-treatment scan confirmed on a subsequent scan

e Date of progression is the date of the scan that first documents the second lesion

Symptoms Pain palliation assessment requires a patient population with clinically meaningful pain at
baseline (eg, >4 on a 10-point pain intensity scale) and response defined as a clinically
meaningful score improvement at a subsequent time point (eg, a 30% relative or 2-point
absolute improvement from baseline at 12 weeks, confirmed at least 2 weeks later, without
an overall increase in opiate use).

For control/relieve eliminate end points:

e Serial (eg, daily x 7 days) assessments at each time point can improve the

stability of values
Principles may be extended for any PRO for which a clinically meaningful baseline PRO
score has been determined together with a responder definition that is based on a sustained
clinically meaningful score improvement.
For delay/prevent end points:
Patients with any level of baseline pain, including no pain, are eligible to be evaluated for
prevent/delay end points; those without pain are followed for development of pain, whereas
those with baseline pain are followed for progression (eg, a 2-point increase without an
overall decrease in opiate use).
Pain assessment should be administered at treatment discontinuation and once again if
feasible (eg, 2 to 4 weeks later).
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12.2.1. Bone Progression Status Categories (PCWG3) for CRF Completion

Non Progressive Disease (Non-PD)

No evidence of progression, or appearance of one
new bone lesion, or non-fulfilment of the
progression criteria including new lesions without
confirmation of progression.

Progressive Disease (PD)

Bone lesions fulfilling the requirements for at least 2
new lesions and confirmation of progression.

Not Evaluable (NE) Only relevant if no evaluable follow-up bone scan is
available.
PD unconfirmed (PDu) Placeholder when PD is presumed. Updated based

on next scan. If final visit, change to Non-PD.
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12.3. APPENDIX 3 Response Evaluation Criteria In Solid Tumors (RECIST)

RECIST Guidelines (version 1.1) or most current RECIST Guidelines should be followed.

12.3.1. Overall Visit Soft Tissue Responses (RECIST 1.1)

Target lesions Non-Target lesions New Lesions Overall soft tissue
response

CR CR No CR

CR NA No CR

NA CR No CR

CR Non CR/Non PD No PR

CR NE No PR

PR Non PD® or NE No PR

SD Non PD? or NE No SD

NA Non CR/Non PD No SD

NA NA No NED

NE Non PD* or NE No NE

NA NE No NE

PD Any Yes or No PD

Any PD Yes or No PD

Any Any Yes PD

Non PD =CR or Non CR/Non PD or NA.
CR = complete response, PR = partial response, SD = stable disease, PD = progressive disease, NE = not
evaluable, NA = not applicable (only relevant if there were no TL and/or NTLs at baseline), NED = No
Evidence of Disease (only relevant when there is no TL and NTL from baseline).

12.3.2.  Overall radiological visit response (RECIST/PCWG3) for CRF completion

Overall visit soft Bone progression status Bone lesions at visit Overall radiological
tissue response (PCWG3) Present/Absent visit response
(RECIST 1.1)

CR Non-PD Absent CR

CR Non-PD Present PR

CR NE - PR

PR Non-PD or NE Any PR

SD Non-PD or NE Any SD

NED Non-PD Any Non-PD

NED NE Any NE

NE Non-PD or NE Any NE

PD Any Any PD

Any PD Any PD

Any (except PD) PDu Any PDu

CR = complete response, PR = partial response, SD = stable disease, PD = progressive disease, NE = not
evaluable (if an assessment is missing, it will be considered NE), NED = No Evidence of Disease (only
relevant if there were no TL and NTLs at all visits), PDu = Placeholder when PD is presumed. Updated
based on next scan. If final visit, change to Non-PD
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