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Study Design Schema
Wave 2 HCP REMS Knowledge Assessment Survey Projected Timeline
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Amgen Amgen Inc.

APRN Advanced Practice Registered Nurse

CAPTCHA completely automated public Turing test to tell
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CFR Code of Federal Regulations

Cl confidence interval
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CKD-MBD chronic kidney disease-mineral bone disorder

CNP Certified Nurse Practitioner

CNS Clinical Nurse Specialist

DCT data collection tool

DO Doctor of Osteopathy

EDC electronic data capture

eGFR estimated glomerular filtration rate

ENCePP European Network of Centres for
Pharmacoepidemiology and Pharmacovigilance

FDA Food and Drug Administration

FDCA Food, Drug, and Cosmetic Act

GCP Good Clinical Practice

HCP healthcare provider/professional

HIPAA Health Insurance Portability and Accountability Act

ICH International Council for Harmonisation

IEC Independent Ethics Committee

1gG2 immunoglobulin G2

iPTH intact parathyroid hormone

IRB Institutional Review Board

KAB Knowledge, Attitudes, and Behavior

MAH marketing authorization holder

MD Doctor of Medicine

N/A not applicable
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Abbreviation Definition

NPI National Provider Identifier
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PA Physician Assistant
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PASS Post-Authorization Safety Studies
PC product complaint

PMO Program Management Organization
QC quality control

RANK receptor activator of nuclear factor-kappa B
RANKL RANK ligand

QR qualitative research

QR Code quick response code

RE reportable event

REMS risk evaluation and mitigation strategy
SAE serious adverse event

SAS Statistical Analysis System

SCC Survey Coordinating Center

SOP standard operating procedure

UAT user acceptance testing
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URL uniform resource locator
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4, Abstract

Title: Periodic Knowledge Assessment Survey of Healthcare Providers (HCPs) to
Assess Understanding of the Risks with the Prolia® Risk Evaluation and Mitigation of
Strategy (REMS)

Study Background and Rationale: The Prolia REMS was originally approved on

01 June 2010, and the Food and Drug Administration (FDA) notified Amgen Inc.
(hereinafter referred to as Amgen) on 19 January 2024 that a REMS modification was
required. Further, the United States (US) FDA accepted Amgen’s proposed REMS,
submitted on 02 February 2024, and formally approved it on 05 March 2024. The
modified REMS consists of a communication plan and a timetable for submission of
assessments of the REMS. In accordance with section 505-1 of Federal Food, Drug,
and Cosmetic Act (FDCA), the FDA determined that a REMS is necessary for Prolia
to mitigate the risk of severe hypocalcemia in patients with advanced chronic kidney
disease (CKD) and chronic kidney disease-mineral bone disorder (CKD-MBD) and to

educate HCPs regarding:

a) the need to assess the presence of CKD-MBD before initiating Prolia.

b) their understanding of the requirement to provide each Prolia patient with a copy
of the Patient Guide.

The specific objectives to be achieved by the Prolia REMS include the assessment

of HCPs knowledge of the following survey knowledge domains:

o Survey Knowledge Domain 1: HCPs must understand the risk of severe

hypocalcemia in patients with advanced CKD (estimated glomerular filtration rate
[eGFR] < 30 mL/min/1.73 m?).

e Survey Knowledge Domain 2: HCPs must understand the need to assess for
presence of CKD-MBD before initiating Prolia.

The survey will begin with screening questions followed by survey knowledge domain

questions. The survey will also collect data about HCP awareness, receipt,

review/reading, and use of the Prolia educational materials followed by the collection

of demographic information.

A component of the Prolia REMS Assessment Plan is the conduct of a quantitative
evaluation survey with HCPs who are currently prescribing (hereinafter referred to as
the “HCP REMS Knowledge Assessment Survey”), and those who have the potential
to prescribe Prolia, to assess awareness of the REMS materials, knowledge of the

risks associated with Prolia, and knowledge of the requirements of the Prolia REMS.
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Findings from the HCP REMS Knowledge Assessment Survey, together with other
REMS evaluation metrics, will be used to assess the Prolia REMS and determine
whether changes need to be made to the REMS processes or educational materials

to make them more effective in achieving the intended goal.

This protocol provides the procedures to be followed with HCPs who are currently
prescribing and those who have the potential to prescribe Prolia, who have not been
debarred or otherwise sanctioned, for inclusion in the Prolia REMS assessment
reports to be submitted to the FDA at 18 months (Wave 1), 3 years (Wave 2), and

7 years (Wave 3) post the approval of the modified REMS. This non-interventional

study is part of the Prolia REMS Assessment and is a commitment to the FDA.

Research Question(s) & Objective(s): The objectives of the HCP REMS
Knowledge Assessment Survey are to conduct a survey with HCPs who are currently
prescribing and those who have the potential to prescribe Prolia, who are part of the
REMS Communication Plan outreach, and who have not been debarred or
sanctioned in order to assess their awareness and understanding of the risk of
severe hypocalcemia with Prolia, the Prolia REMS requirements, and the REMS
goals and materials. The survey knowledge domains to support the objectives are
as follows:
e Survey Knowledge Domain 1: HCPs must understand the risk of severe
hypocalcemia in patients with advanced CKD (eGFR < 30 mL/min/1.73 m?).
o Survey Knowledge Domain 2: HCPs must understand the need to assess for
presence of CKD-MBD before initiating Prolia.
The survey questions associated with each survey knowledge domain have been
developed as described above. Select survey questions were pre-tested through
qualitative research (QR) and finalized prior to implementation of Wave 1 of the HCP

REMS Knowledge Assessment Survey.

Study Design: This is a US-based, observational, cross-sectional survey of HCPs
who are currently prescribing and those who have the potential to prescribe Prolia
and who have not been debarred or otherwise sanctioned. The survey can be self-
administered by the respondents via secure internet and telephone modalities

utilizing a validated _Knowledge Survey

System for data collection that is secure for receiving and storing survey data.

In an effort to ensure maximum participation in the survey, all HCPs identified at a

designated point in time, prior to survey launch, will be sent a Pre-Notification Letter
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explaining the purpose and details of the upcoming survey. After the Pre-Notification
Letter has been sent, upon launch of the survey, the HCP targeted population will be
sent an Invitation Letter. Throughout the survey wave, Reminder Letters will be
distributed to nonrespondents. Outbound calling may also be engaged based on

survey uptake and availability of telephone numbers.

Population:
e HCPs must meet all of the following inclusion criteria’ to be included in the study:

o HCPs identified via Amgen’s database, who are currently prescribing and those
who have the potential to prescribe Prolia

e HCPs who are part of the REMS Communication Plan outreach will be permitted
to participate

¢ HCPs who have not been debarred or otherwise sanctioned will be permitted to
participate

HCPs meeting any of the following exclusion criteria will not be included in the study:

o Respondents who do not agree to participate in the survey

¢ Respondents who are currently working for and/or whose immediate family
members who are currently working for or are a consultant to Amgen, SSil], or
the FDA

¢ Respondents who report having a conflict of interest

Given the gap in time between survey data collection, past completers will be
permitted to participate in multiple waves. To monitor knowledge across the past
completers and new completers, a subgroup analysis will be implemented by past
completer versus new completer for each survey knowledge domain for both the
primary and secondary analyses. Additional details regarding subgroup analyses to

be performed can be found in Section 9.7.8.

Variables: The HCP REMS Knowledge Assessment Survey will document each
participant’s knowledge and assess the attitudes and behaviors of the important
information as presented in the survey knowledge domains communicated through
the Prolia REMS. Select survey questions were tested via QR and submitted for
FDA review on 27 September 2024.

' Because of the time in which this qualitative evaluation takes place compared to when the
quantitative survey is conducted, allowing those who participated in QR to also participate in the
quantitative survey creates no inherent risk in influencing the outcome of whether or not the Prolia
HCPs are aware of the REMS objectives.
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The HCP REMS Knowledge Assessment Survey will also collect demographic

characteristics of HCPs who complete all survey questions, including:

o medical degree of respondent

— Doctor of Medicine (MD), Doctor of Osteopathy (DO), Physician Assistant
(PA), Advanced Practice Registered Nurse (APRN) including Certified Nurse
Practitioner (CNP) and Clinical Nurse Specialist (CNS).

e medical specialty

¢ number of patients being treated with Prolia

e length of time working as an HCP

e prescriber versus nonprescriber

e past completer versus current completer

e geographic location

e survey completion status

Data Sources: The survey will be administered via a secure web-based internet
connection, which will allow respondents who choose to participate to do so at a time

and location that is convenient for them.

The structured survey comprises questions or statements written in several formats,

organized by specific survey knowledge domains:

e questions or statements with a defined list of possible answers from which the
respondent is required to choose 1 answer (ie, multiple-choice)

e questions or statements with a defined list of possible answers from which the
respondent is required to choose 1 or more answers (eg, “Select all that apply”)

e questions or statements with response options of “yes” or “true,” “no” or “false,”
and “l don’t know” that require the respondent to indicate agreement or
disagreement

All answers for questions or statements will be tallied to provide a broad picture of

the respondent’s knowledge.

The desired response for survey knowledge domains is generally “true” or “yes”
indicating knowledge of the objectives of the Prolia REMS. However, some
questions are formatted to have the respondent disagree with the statement as
written (“false” or “no”) to avoid having the same affirmative answer for all desired
responses. Whenever possible within a survey knowledge domain, there will be an

equal balance of questions with a “true” or “yes” and “false” or “no.”

The recruitment list for survey participation will be derived from Amgen’s database.

This list will include HCPs who are currently prescribing and those who have the
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potential to prescribe Prolia, who are part of the REMS Communication Plan
outreach, and who have not been debarred or sanctioned. The HCP characteristics
that are captured in this dataset to be used for survey execution includes the HCPs’
first name, last name, and medical specialty, National Provider Identifier (NP1I)
number, state medical license number, state of practice, facility name, and mailing
address. Any additional contact information (ie, email address/telephone number/fax

number) may be retrieved from an external source prior to survey launch.

Study Size: The survey will target the completion of at least 380 completed surveys

in Wave 2.

Data Analysis: Statistical analyses will be primarily descriptive in nature. Survey

administration data will be described using descriptive statistics.

In the primary analysis, descriptive analyses will be performed for each survey
knowledge domain question. For each question/item, the number of individuals who
selected each response will be reported. Additionally, the percentage and 95%

confidence interval (Cl) will be calculated for the correct response.

Milestones: Data collection for Wave 1 began in April 2025. The 18-month assessment
report was submitted to the FDA by 05 September 2025. Data collection for Wave 2 will
begin in July 2026. The Wave 2 (Year 3) assessment report will be submitted to the
FDA by 05 March 2027. The assessment reports will continue at Wave 3 (Year 7) with
data collection ending on 05 January 2031 and the final assessment report submitted to
FDA by 05 March 2031.

Milestones

Milestone Planned Date’ Actual Date
Final study protocol and survey 31 March 2025 31 March 2025
Start of data collection 12 March 2025 01 April 2025

Wave 1 assessment report submitted to | 05 September 2025 | 05 September 2025
FDA

Wave 2 assessment report submitted to | 05 March 2027 TBD
FDA
Wave 3 assessment report submitted to | 05 March 2031 TBD
FDA
End of data collection 05 January 20312 TBD
Final assessment report 05 March 20312 TBD

' Dates are subject to change based on receipt of FDA feedback.




Product: Prolia®
Protocol Number: Prolia 20240121 V5.0
Date: 18 June 2026 Page 16 of 124

2 The assessment reports will continue until notified otherwise by the FDA. In the year of the final
assessment report, data collection will end on 05 January 2031 and the final assessment report will
be submitted by 05 March 2031.
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Objectives

Endpoints

Primary

To describe HCP knowledge of:

e The risk of severe hypocalcemia in patients with
advanced CKD (eGFR < 30 mL/min/1.73 m?)

e The need to assess for presence of CKD-MBD
before initiating Prolia

See Appendix 6 for all questions/options/answers to
questions associated with each survey knowledge
domain.

The number of respondents
who score 80% or greater in
each survey knowledge
domain

Secondary

Not applicable (N/A)

Exploratory

N/A

CKD = chronic kidney disease; CKD-MBD = chronic kidney disease-mineral bone disorder; eGFR =
estimated glomerular filtration rate; HCP = healthcare provider; N/A = not applicable

o Study Design/Type

This is a US-based, observational, cross-sectional survey of HCPs identified via

Amgen’s database, who are currently prescribing and those who have the potential

to prescribe Prolia, who are part of the REMS Communication Plan outreach, and

who have not been debarred or sanctioned will be permitted to participate. The

survey can be self-administered by the respondents via secure internet and

telephone modalities utilizing a validated _Knowledge Survey System

for data collection that is secure for receiving and storing survey data.

e Study Population or Data Resource

All HCPs who are currently prescribing and those who have the potential to prescribe

Prolia will be eligible for participation.

e Summary of Respondent Eligibility Criteria

HCPs must meet all the following inclusion criteria to be included in the study:

— HCPs who are currently prescribing and those who have the potential to

prescribe Prolia

— HCPs who are part of the REMS Communication Plan outreach
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— HCPs who have not been debarred or sanctioned
HCPs meeting any of the following criteria will not be included in the study:
— respondents who do not agree to participate in the survey

— respondents who are currently working for and/or whose immediate family
members are currently working for or as a consultant to Amgen, @§#ilj. or the
FDA

— respondents who report having a conflict of interest

Respondents who have previously participated may be eligible to participate in future
surveys. This eligibility criteria will be dependent upon the number of REMS-certified
prescribers available via the REMS database, prior to launch of subsequent survey
waves.

° Follow-up

N/A

e Variables
The survey knowledge domains, which will be evaluated in this REMS Knowledge

Assessment Survey, include the following:

e Survey Knowledge Domain 1: HCPs must understand the risk of severe

hypocalcemia in patients with advanced CKD.

e Survey Knowledge Domain 2: HCPs must understand the need to assess for

presence of CKD-MBD before initiating Prolia.

o Exposure Variable(s)

N/A

e Other Covariate(s)

N/A

e Study Sample Size

The goal for the Wave 2 HCP REMS Knowledge Assessment Survey is a sample of
at least 380 completed surveys. The survey enrollment window will remain open for
the planned duration of the survey even if the target sample of 380 completed
surveys is reached. Recruitment may exceed the minimum target sample size since
the recruitment window will continue until the prespecified survey end date, with a
data cutoff no sooner than 60 days +/- 2 weeks prior to submission of REMS

assessments to the FDA.

Stratified random sampling will be used to select a list of potential respondents. The

random sampling process will use a random number generator and will be stratified
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based on medical specialty and geographic location. This procedure will be
conducted using Statistical Analysis System (SAS®) (V9.4 or higher). If other
demographics of interest are available upon receipt of the recruitment file, they may
be considered. This sampling approach will ensure that every HCP eligible for survey
participation has a known probability of selection into the sample and should ensure
that the sample is demographically similar to the general population of identified
HCPs. As part of the stratified random sampling process, the recruitment list will be
broken down into batches, with 5,000 to be included in each batch, resulting in a total
of 8 batches of 5,000, and Batch 9 to include 2,000 HCPs. The first batch of 5,000
Invitation Letters will be distributed (further batches may be utilized based on survey

uptake).

To ensure that the target sample is proportionately representative of prescribers and
nonprescribers, a soft quota will be set to obtain at least 190 completed surveys from

prescribers and 190 completed surveys from nonprescribers.

It is important to note that recruitment efforts based on type of prescriber (ie,
prescribers and nonprescribers) will be secondary to achieving the overall target

sample of completed surveys.

If the HCP REMS Knowledge Assessment Survey sample size for Wave 2 is not
achieved, the following measures will be considered to increase HCP response for

future waves:

— Changes in Survey Field Time — Extend the period during which HCPs can
complete the survey, allowing more time for participation. Allowing extra time
may improve the likelihood of reaching the target sample size by increasing
opportunities for HCPs who may have scheduling conflicts or require
reminders to respond.

— Recruitment Alternatives — Consider alternatives for increasing HCP
participation, such as pre-registration. These strategies should be
implemented before the survey enrollment window begins for each wave, but
no later than three months prior, to optimize response rates. Early
implementation allows time for HCPs to pre-register, potentially aiding in
meeting the target sample size within the planned period.

— Assess compensation options equivalent to fair market value.

Re-evaluation of these approaches should occur before each wave, alongside the
review of sampling strategy and population assessment, to ensure recruitment
methods remain suitable and responsive to changes in the REMS-certified prescriber
population.

Additionally, if the REMS-certified prescriber population changes significantly
(defined as an increase or decrease of 10% or more from the previous survey wave),
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the target sample size will be recalculated to maintain clarity and statistical
appropriateness.

o Data Analysis

Statistical analyses will be primarily descriptive in nature. Counts and percentages
will be calculated for each question/item in the questionnaire. Exact 2-sided 95%
Cls for the survey end points will be calculated to provide an estimate of precision.
All Cls around the percentages will be exact binomial 2-sided 95% Cls calculated
according to the method of Clopper-Pearson (Clopper and Pearson, 1934).
Analyses will be performed at the respondent level; therefore, within-respondent

variation is not relevant.

4.1 Survey Questions

N/A

4.2 Statistical Approach

N/A

4.3 Sample Size Adjustment

The target sample size has been recalculated based on the total number of HCPs as of
March 2026 is approximately 35,500. Accordingly, the new target sample size for the
study is at least N=380. This adjustment ensures that the study remains statistically

appropriate and reflective of the current patient population.

5. Milestones

Data collection for Wave 1 began in April 2025. The 18-month assessment report
was submitted to the FDA by 05 September 2025. Data collection for Wave 2 will
begin in July 2026. The Wave 2 (Year 3) assessment report will be submitted to the
FDA by 05 March 2027. The assessment reports will continue at Wave 3 (Year 7)
with data collection ending on 05 January 2031 and the final assessment report
submitted to FDA by 05 March 2031.

Milestones Planned Date’ Actual Date

Final study protocol and survey 31 March 2025 31 March 2025
Start of data collection 12 March 2025 01 April 2025

Wave 1 assessment report submitted to | 05 September 2025 05 September 2025
FDA
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Wave 2 assessment report submitted to | 05 March 2027 TBD
FDA
Wave 3 assessment report submitted to | 05 March 2031 TBD
FDA
End of data collection 05 January 20312 TBD
Final assessment report 05 March 20312 TBD

' Dates are subject to change based on receipt of FDA feedback.

2 The assessment reports will continue until notified otherwise by the FDA. In the year of the final
assessment report, data collection will end on 05 January 2031 and the final assessment report will
be submitted by 05 March 2031.

6.

Amendments and Updates

Any amendments or updates to the survey process, study timelines, recruitment

alternatives, or data analysis methods will be documented and implemented in

accordance with established protocols. If modifications are made to the survey

enrolliment window, such as extending the data collection period to achieve the target

sample size, these changes will be communicated to the FDA as part of the 3-year

and 7-year assessment. The notification will include a statement regarding the

submission of a supplemental report, with the submission date determined based on

the number of completed surveys received and the estimated time required to collect

the remaining responses. However, any extension will not exceed four months from

the original survey end date.

Additionally, any adjustments to recruitment strategies, compensation options, or

recalculation of the target sample size in response to significant changes in the

prescriber population (defined as an increase or decrease of 10% or more from the

previous survey wave) will be reviewed and updated prior to each survey wave.

These amendments are intended to ensure the continued appropriateness and

effectiveness of the recruitment and data collection processes, as well as the

statistical integrity of the study.

Amendment Section of
or Update Study Amendment or Substantial
Number Date Protocol Update Reason
1 18 Study Design | Knowledge, No ;’Zij;ge;i’i’; ?o’gs
June Schema Athd?S’ and made to align with
Section 2, 3 Behqwor (KAB) current protocol
2026 4,5, 6 9’2 * | terminology template and
930 04 | updatedto ‘REMS Som’;
257 4 Knowledge

9.5, 9.7, 9.9,
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Amendment Section of
or Update Study Amendment or Substantial
Number Date Protocol Update Reason
10.3, 11, and | Assessment administrative
12.1 Survey” updates.
; throughout, unless Revisions have
Appendix 4 otherwise noted. also been made
Appendix 5 - for the Wave 2
Revisions made to Prolia HCP REMS
Appendix 6 align with the Knowledge
Appendix 8 current version of Assessment
the observational Survey following
research protocol completion of the
femplate. Wave 1 Survey
Administrative and Assessment
content changes Report.
made throughout. Additional updates
. incorporate FDA
Revisions made to recommendations
incorporate FDA or the REMS
recommendations. ﬁssessmen t
Acknowledgment
Letter received
24Mar2026.
7. Rationale and Background

The Prolia® (denosumab) REMS was originally approved on 01 June 2010, and the

most recent REMS modification was approved on 19 January 2024. Further, the

FDA accepted Amgen Inc.’s (hereinafter referred to as “Amgen”) proposed REMS,
submitted on 02 February 2024, and formally approved it on 05 March 2024. The

modified REMS consists of a communication plan and a timetable for submission of
assessments of the REMS. In accordance with Section 505-1 of the FDCA, the FDA
determined that a REMS is necessary for Prolia to mitigate the risk of severe
hypocalcemia in patients with advanced CKD and CKD-MBD, and to educate HCPs

regarding:

a. the need to assess for presence of CKD-MBD before initiating Prolia

b. their understanding of the requirement to provide each Prolia patient with a
copy of the Patient Guide

The specific objectives to be achieved by the Prolia REMS include the assessment of

HCPs’ knowledge of the following survey knowledge domains:

e Survey Knowledge Domain 1: HCPs must understand the risk of severe
hypocalcemia in patients with advanced CKD (eGFR < 30 mL/min/1.73 m?).

e Survey Knowledge Domain 2: HCPs must understand the need to assess for
presence of CKD-MBD before initiating Prolia.
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A component of the Prolia REMS Assessment Plan is the conduct of a quantitative
evaluation survey with HCPs identified via Amgen’s database, who are currently
prescribing and who have the potential to prescribe Prolia, who are part of the REMS
Communication Plan outreach, and who have not been debarred or sanctioned, in
order to assess awareness of the REMS materials, to assess knowledge of the risks
associated with Prolia, and to assess knowledge of the requirements of the Prolia
REMS.

Findings from the HCP REMS Knowledge Assessment Survey, together with other
REMS evaluation metrics, will be used to assess the Prolia REMS and determine
whether changes need to be made to the REMS processes or educational materials

to make them more effective in achieving the intended goal.

71 Diseases and Therapeutic Area

Prolia is a fully human immunoglobin G2 (IgG2) monoclonal antibody with affinity
(equilibrium dissociation constant = 3x x10 12 M) and specificity for human receptor
activator of nuclear factor-Kappa B (RANK) ligand (RANKL). Prolia has an
approximate molecular weight of 147 kDa and is produced in genetically engineered
mammalian (Chinese hamster ovary) cells. RANKL exists as a transmembrane or

soluble protein.

RANKL is essential for the formation, function, and survival of osteoclasts, the sole
somatic cell type responsible for bone resorption. Prolia binds to RANKL, preventing
RANKL from activating its receptor, RANK, on the surface of osteoclasts and their

precursors.
Prolia is currently indicated in the US for the following:

¢ Treatment of postmenopausal women with osteoporosis at high risk for
fracture, defined as a history of osteoporotic fracture, or multiple risk factors
for fracture; or patients who have failed or are intolerant to other available
osteoporosis therapy. In postmenopausal women with osteoporosis, Prolia
reduces the incidence of vertebral, nonvertebral, and hip fractures.

e Treatment to increase bone mass in men with osteoporosis at high risk for
fracture, defined as a history of osteoporotic fracture, or multiple risk factors
for fracture; or patients who have failed or are intolerant to other available
osteoporosis therapy.

e Treatment to increase bone mass in men at high risk for fracture receiving
androgen deprivation therapy for nonmetastatic prostate cancer. In these
patients, Prolia also reduced the incidence of vertebral fractures.

e Treatment to increase bone mass in women at high risk for fracture receiving
adjuvant aromatase inhibitor therapy for breast cancer.
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¢ Treatment of glucocorticoid-induced osteoporosis in men and women at high

risk of fracture who are either initiating or continuing systemic glucocorticoids
in a daily dosage equivalent to 7.5 mg or greater of prednisone and expected
to remain on glucocorticoids for at least 6 months. High risk of fracture is
defined as a history of osteoporotic fracture, multiple risk factors for fracture,
or patients who have failed or are intolerant to other available osteoporosis
therapy.

7.2 Rationale

In accordance with Section 505-1(f)(3)(A) of the FDCA, the FDA determined that a

REMS is necessary for Prolia to ensure the benefits of the drug outweigh the

potential risk of CKD.

A component of the Prolia REMS Assessment Plan is the conduct of a quantitative
evaluation survey with HCPs identified via Amgen’s database, who are current
prescribers and those who have the potential to prescribe Prolia, who are part of the
REMS Communication Plan outreach, and who have not been debarred or
sanctioned in order to assess awareness of the REMS materials, knowledge of the

risks associated with Prolia, and knowledge of the requirements of the Prolia REMS.

Findings from the HCP REMS Knowledge Assessment Survey, together with other
REMS evaluation metrics, will be used to assess the Prolia REMS and determine
whether changes need to be made to the REMS processes or educational materials

to make them more effective in achieving the intended goal.

This combined protocol/statistical analysis plan provides the procedures to be
followed with HCPs identified via Amgen’s database, who are known to be
prescribing Prolia, who are part of the REMS Communication Plan outreach, and who
have not been debarred or sanctioned, for inclusion in the 18-month, 3-year, and
7-year Prolia REMS assessment reports. This non-interventional study is part of the

Prolia REMS Assessment and is a commitment to the FDA.

7.3 Feasibility and Futility Considerations
To effectively evaluate the HCP KAB? Survey, QR was conducted on a subset of
questions from the draft Wave 1 HCP KAB Survey. QR was conducted with a general

population of HCPs who are treating osteoporosis patients.

2 The terminology Knowledge, Attitudes, and Behavior (KAB) remains in this document when the
reference points to a historic document or activity prior to the update to REMS Knowledge Assessment
Survey terminology.
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7.4 Statistical Inference (Estimation or Hypothesis[es])

Statistical analyses will be primarily descriptive in nature. Counts and percentages
will be calculated for each question/item in the questionnaire. Exact 2-sided 95%
Cls will be calculated for the survey end points to provide an estimate of precision.
All Cls around the percentages will be exact binomial 2-sided 95% Cls calculated
according to the method of Clopper-Pearson method (Clopper, 1934). Analyses will
be performed at the respondent level; therefore, within-respondent variation is not

relevant.

8. Research Question and Objectives
The survey knowledge questions and statements in the survey address the goal and
objectives of the Prolia REMS and specified survey knowledge domains and are
written in several formats, which include:
e questions or statements with a defined list of possible answers from which the
respondent is required to choose 1 answer (ie, multiple-choice)

e questions or statements with a defined list of possible answers from which the
respondent is required to choose 1 or more answers (ie, “select all that

apply”)

e questions or statements with response options of “yes” or “true,” or “false,”
and “l don’t know” that require the respondent to indicate agreement or
disagreement

All answers for questions or statements will be tallied to provide a broad picture of

respondents’ knowledge.

The desired response for survey knowledge domains is generally “true” or “yes,”
indicating knowledge of the objectives of the REMS. However, some questions are
formatted to have the respondent disagree with the statement as written (“false”) to

avoid having the same affirmative answer for all desired responses.

8.1 Primary

The objectives of the HCP REMS Knowledge Assessment Survey are to conduct a
survey with HCPs identified via Amgen’s database, who are known to be prescribing
Prolia, who are part of the REMS Communication Plan outreach, and who have not
been debarred or sanctioned in order to assess their awareness and understanding
of the risks of Prolia, the Prolia REMS requirements, and the REMS goals and
materials:

e Survey Knowledge Domain 1: HCPs must understand the risk of severe
hypocalcemia in patients with advanced CKD.
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¢ Survey Knowledge Domain 2: HCPs must understand the need to assess for
presence of CKD-MBD before initiating Prolia.

8.2 Secondary

N/A

8.3 Exploratory

N/A

9. Research Methods

This is a US-based, observational, cross-sectional survey of HCPs identified via
Amgen’s database, who are currently prescribing and those who have the potential
to prescribe Prolia, who are part of the REMS Communication Plan outreach, and
who have not been debarred or sanctioned. The survey can be self-administered by
the respondents via secure internet and telephone modalities utilizing the validated

_Knowledge Survey System for data collection, which is secure for

receiving and storing survey data.

All assessments described in this protocol are performed as part of normal clinical

practice or standard practice guidelines for the HCP specialty in the US.

Comprehension Pretesting of the Survey (Qualitative Research)

To effectively evaluate the HCP KAB Survey, QR was conducted on questions
associated with the survey knowledge domains from the draft Wave 1 HCP KAB
Survey. QR was conducted with a general population targeting 12 HCPs who were
treating osteoporosis patients. The conduct of QR occurred through 1:1 interviews
with an experienced moderator. HCPs who were licensed and/or practicing in
Massachusetts, Minnesota, Vermont, or New Jersey, and who were not debarred or

otherwise sanctioned in any US state, were not included as part of the QR.

The purpose of QR of select survey questions was to identify potential terms,
questions, or topics for clarification or revision based on respondent feedback.
Furthermore, the research assessed comprehension among HCP participants
regarding the words and phrases used in select survey questions and response

options.

QR was carried out in a double-blinded manner. Therefore, during QR, respondents
did not know the identity of Amgen and the product under study and Amgen did not
know the identity of respondents who participated in the study. Following completion

of QR and those who opted to receive payment, based on the requirements for
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reporting payments to the Centers for Medicare & Medicaid Services reporting
requirements (Patient Protection and Affordable Care Act, 2010 hereinafter referred
to as the "Sunshine Act") (Patient Protection and Affordable Care Act, 2010), Amgen
was provided with information of HCPs who participated in this research for reporting

purposes.

HCPs who chose to participate in this research had the opportunity to be

compensated. Compensation was made based on medical degree.

Feedback elicited from the QR interviews was used to support the identification of
terms, questions, or topics that require clarification or revision, based on areas of

confusion or miscomprehension by interviewed participants.

Findings and recommendations from QR were reviewed and incorporated as
appropriate to update the select survey questions and response options that were
tested, prior to the implementation of the Wave 1 Prolia HCP REMS Knowledge
Assessment Survey. A copy of the Final Summary Report titled, “Qualitative
Research to Evaluate Healthcare Provider Knowledge, Attitudes, and Behavior
(KAB) Surveys for Prolia,” along with the QR moderator discussion guide used to
conduct QR, redacted interview transcripts, and the findings presentation, was
included in Appendix 7 for final submission of the document submitted to the FDA on
27 September 2024.

More information regarding QR can be found in the final Plan and Screener located

in Appendix 5.
9.1 Study Design
9.2 Setting and Study Population

The HCP REMS Knowledge Assessment Survey will be administered via the internet
or telephone and participants will be able to choose their preferred method. The

_Knowledge Survey System, which has been validated and is secure
for receiving and storing survey data, will be used for both methods of survey

administration. Details on data management are available in Section 9.6.

The projected timeline for program development, survey launch, recruitment, and

reporting for Wave 2 is shown in Table 1 below.
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Table 1. Projected Timeline for Wave 2 REMS Knowledge Assessment Survey

Activities
Milestones Planned Date'
Final protocol and survey ~ 29 April 2026

- Knowledge Survey System | _ g april 2026 — 08 July 2026

Distribution of Pre-Notification Letter ~ 08 July 2026

N < oco Survey Systemin | oo 1 o062

production (survey launch)

Start of data collection period 20 July 2026

Distribution of initial survey invitation ~ 20 July 2026

First Reminder Letter (alternating modalities

as applicable) ~ 17 August 2026

Second Reminder Letter (alternating

modalities as applicable) ~ 21 September 2026

Outbound calling to nonrespondents Not available®

Third Reminder Letter (alternating modalities

: ~ 26 October 2026
as applicable)

Fourth Reminder Letter (alternating modalities

. ~ 07 December 2026
as applicable)

End of data collection 05 January 2027
Data processing and report development 06 January 2027 — 19 February 2027
Final Wave 2 assessment report to FDA 05 March 20274

FDA = Food and Drug Administration; QR = qualitative research Sl G

' Dates are subject to change based on receipt of FDA comments.

2 ~25-week survey data collection period.

3 At this time outbound calling is not planned, because the recruitment file does not currently include
telephone numbers for each individual HCP.

4 Approval of the Prolia REMS was on 05 March 2024. Three years post approval is 05 March 2027.

Note: The dates for Invitation and Reminder Letter processing are approximate and may change based

on survey uptake. Additionally, at this time only US Mail is planned, because the recruitment file does

not currently include email addresses or fax numbers.

9.21 Study Period

Data from the HCP REMS Knowledge Assessment Survey, together with other
REMS evaluation metrics, will be used to assess the REMS and determine whether
changes need to be made to the REMS processes or educational materials to make
them more effective in achieving the goals of the Prolia REMS. The results of the
HCP REMS Knowledge Assessment Survey were included in the 18-month

assessment and will continue at Year 3 and Year 7 as required by the FDA.

9.2.2 Selection and Number of Sites
N/A
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9.2.3 Healthcare Professional Eligibility

The HCP REMS Knowledge Assessment Wave 2 Survey is planned to be initiated in
July 2026 in the US among HCPs identified via Amgen’s database, who are currently
prescribing and those who have the potential to prescribe Prolia, who are part of the
REMS Communication Plan outreach, and who have not been debarred or
sanctioned.

Termination of the respondent’s participation in the survey will occur if they do not

meet the eligibility criteria below.

9.2.31 Inclusion Criteria
HCPs must meet all of the following inclusion criteria® to be eligible for the study:
o HCPs who are currently prescribing and those who have the potential to
prescribe Prolia
e HCPs who are part of the REMS Communication Plan outreach
¢ HCPs who have not been debarred or otherwise sanctioned
9.2.3.2 Exclusion Criteria
HCPs meeting any of the following criteria will not be included in the study:
e respondents who do not agree to participate in the survey. HCPs who respond

‘no’ to Question 1, which asks, “Do you agree to participate in this study about
Prolia?’

¢ respondents who are currently working for, or whose immediate family member
is currently working for, or as a consultant to, Amgen, §i#llj, or the FDA.

¢ respondents who report having a conflict of interest.

Respondents who have previously participated may be eligible to participate in future
surveys. This eligibility criterion will be dependent upon the number of HCPs who
are currently prescribing and those who have the potential to prescribe Prolia
available via Amgen’s database, prior to launch of subsequent survey waves.

Further details associated with respondents who do not meet the eligibility criteria

established above will be addressed in the assessment report.

3 Because the target population includes general HCPs, not necessarily those prescribing Prolia, and
because of the time in which this qualitative evaluation takes place compared to when the quantitative
survey is conducted, allowing those who participated in QR to also participate in the quantitative survey
creates no inherent risk in influencing the outcome of whether or not the Prolia HCPs are aware of the
REMS objectives.
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9.24 Matching - Comparison of the Survey Population to the Prolia
REMS Population Analysis

To assess the representativeness of the survey respondents, the survey completers
will be compared to the Prolia REMS Population (excluding the survey completers).
For this comparison, the Prolia REMS HCP data from the survey completers will be
compared to the Prolia REMS HCP population using chi-square tests; Fisher’s exact
test will be used if 20% or more of the expected cell counts in the table are fewer
than 5. The following characteristics will be compared: medical specialty and

geographic location.

9.2.5 Baseline Period
Given that the survey questions can change over time, there is no specific baseline

period for this type of study.

9.2.6 Study Follow-up

N/A

9.3 Variables

9.3.1 Exposure Assessment
N/A

9.3.2 Outcome Assessment

The survey will assess each participant’s knowledge of the important information as
presented in the survey knowledge domains communicated through the Prolia
REMS.

The survey knowledge domains, which will be evaluated in this REMS Knowledge
Assessment Survey, include the following:
¢ HCPs must understand the risk of severe hypocalcemia in patients with
advanced CKD.

e HCPs must understand the need to assess for presence of CKD-MBD before
initiating Prolia.

Survey questions will be pretested via QR prior to submission for FDA review as
noted in Section 9. The survey knowledge domain questions can be found in
Table 2 and Table 3. below.
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Table 2. Survey Knowledge Domain 1

HCPs must understand the risk of severe hypocalcemia in patients with advanced CKD.

Question  Question Desired
Number Response

CKD = chronic kidney disorder; CKD-MBD = chronic kidney disorder-mineral bone disease;

eGFR = estimated glomerular filtration rate

To achieve the established knowledge threshold of at least @@ . at least 4 of the 5 questions must be
answered correctly.

Table 3. Survey Knowledge Domain 2

HCPs must understand the need to assess for presence of CKD-MBD before initiating
Prolia.

CKD = chronic kidney disorder; CKD-MBD = chronic kidney disorder-mineral bone disease;

eGFR = estimated glomerular filtration rate; iPTH = intact parathyroid hormone; OH = hydroxy; REMS =
risk evaluation and mitigation strategy

To achieve the established knowledge threshold of at least @g@jl], all 3 questions must be answered
correctly.
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The HCP REMS Knowledge Assessment Survey will also collect demographic

characteristics for HCPs who complete all survey questions. These include:

¢ medical degree of respondent
— MD, DO, PA, APRN, including CNP and CNS
e medical specialty
e number of years practicing as an HCP
e prescriber versus nonprescriber
e past completer versus current completer

e geographic location

Eligibility and reasons for ineligibility will be presented by counts and percentages.

9.3.3 Covariate Assessment
N/A

9.34 Validity and Reliability
N/A

9.4 Data Sources

The survey will be administered via a secure web-based internet connection, which
will allow respondents to participate at a time and location that is convenient for
them. The survey is written to reflect wording for both methods of survey

administration: internet and telephone.

The structured survey comprises questions or statements written in several formats,

organized by specific survey knowledge domains:

e questions or statements with a defined list of possible answers from which
the respondent is required to choose 1 answer (ie, multiple-choice)

e questions or statements with a defined list of possible answers from which
the respondent is required to choose 1 or more answers (eg, Select all that
apply)

e questions or statements with response options of “yes” or “true,” “no” or
“false,” and “I don’'t know” that require the respondent to indicate agreement
or disagreement

[T
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All answers for questions permitting multiple responses will be combined as part of

the cumulative total to provide a broad picture of HCPs’ knowledge.

The desired response for survey knowledge domains is generally “true” or “yes”
indicating knowledge of the objectives of the Prolia REMS. However, some
questions are formatted to have the respondent disagree with the statement as
written (“false” or “no”) to avoid having the same affirmative answer for all desired
responses. Whenever possible within a survey knowledge domain, there will be an

equal balance of questions with a “true” or “yes” and “false” or “no.”

Information via Amgen’s database will identify HCPs who are currently prescribing
and those who have the potential to prescribe Prolia, who are part of the REMS
Communication Plan outreach, and who have not been debarred or sanctioned. The
total number as of March 2026 is approximately 35,500 HCPs. Given that the total
number of HCPs is large, the list will be stratified by medical specialty and
geographic location and will be randomized and divided into 8 Batches, Batches 1 to
7 will include 5,000 HCPs each and Batch 8 will include the remaining 500 HCPs.
Batch 1 will be used to distribute the initial invitation at survey launch and, depending
upon survey uptake, subsequent batches may be deployed, potentially resulting in all
HCPs being invited to participate in the survey. The HCP characteristics captured in
this dataset include medical specialty, NPl number, state medical license number,
state of practice, facility, first name, last name, and mailing address. Any additional
contact information (ie, email/phone/fax) may be retrieved from an external source
closer to survey launch. Note: HCPs who are licensed and/or practicing in
Massachusetts, Minnesota, Vermont, or New Jersey will be invited to participate but

will not be eligible to receive payment.

9.5 Study Size
Wave 2 will aim to reach, at a minimum, 380 completed surveys from HCPs. Each
survey wave will remain open for the entire scheduled fielding time but will close no

earlier than 60 days + 2 weeks prior to assessment report submission.

Personalized invitations will be sent to each selected participant using electronic

outreach and/or US Mail for communication (Table 1).

To maximize participation in the survey, all potential participants identified at a
designated point in time prior to survey launch will be sent a Pre-Notification Letter

explaining the purpose and details of the upcoming survey. The Pre-Notification
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Letter will identify the methods available for survey completion: internet or telephone.
This letter will be targeted for distribution approximately 2 weeks prior to survey

launch.

After the Pre-Notification Letter has been sent, upon launch of the survey, the first
batch of 5,000 HCPs will be sent an Invitation Letter. *Remaining batches may be

distributed based on survey uptake.
The Invitation Letter will include:

¢ Two methods (internet or telephone) for accessing the survey: a Quick
Response code (QR code) for quick access, via a mobile device, to the
secure website and a uniform resource locator (URL) for the internet survey
and a toll-free number to the Survey Coordinating Center (SCC) for the
telephone interview.

¢ A unique code that the respondent must provide when accessing the survey
via the internet or telephone.

¢ Notification that the survey should take approximately 25 minutes to complete
depending on method chosen to complete it.

¢ Notification that payment meeting a fair market value amount will be provided
to thank them for their participation, if eligible and they elect to receive
compensation.

¢ Notification that participation in the survey will not affect their ability to
prescribe Prolia.

¢ Notification that eligible participants will receive compensation (if the
respondent is eligible and chooses to receive compensation) for completing
the survey. Additionally, potential participants who are not eligible for
compensation will be informed that, while they will not receive compensation
for their participation, they may still participate in the survey but will not be
compensated.

Regardless of the response rate, all HCPs who do not respond to the survey, will be
sent Reminder Letters informing them that others have completed the survey and
that their help is needed, encouraging them to respond to the survey (social
validation). The intervals for sending Reminder Letters to nonrespondents will be
condensed as necessary based on the actual rate of survey accrual relative to the
proximity of the target survey close date and no sooner than 60 days +/- 2 weeks
prior to submission of the 3-year REMS assessment report to the FDA. Reminder
Letters flagged with terms associated with social validation, for example, Reminder 1
- “Friendly Reminder,” Reminder 2 - “We need your help,” Reminder 3 — “Please
Respond,” and Reminder 4 - “Final Reminder” will be implemented. Stratified
random sampling will be used to select a list of potential respondents (Section

9.7.11.1). Furthermore, to minimize sampling error and bias, at least 3 but
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potentially 4 Reminder Letters will be issued (Table 1). Note that at this time email
addresses, telephone numbers, and fax numbers are not available. It is possible that
closer to survey launch this information may be obtained to help to reduce coverage

bias. Outbound calling will occur if necessary and if telephone numbers are available.

Depending on available contact information, returned letters may be evaluated for

redistribution using an alternate mode of delivery to the respondent.

9.6 Data Management

A secure, web-based, proprietary Knowledge Survey System designed and built by
S will be used for the HCP REMS Knowledge Assessment Survey. The system
meets Title 21 Code of Federal Regulations (CFR) Part 11, the Health Insurance
Portability and Accountability Act (HIPAA) and the California Consumer Privacy Act
guidelines for information systems. Respondent-identifying information will be stored

separately from the survey responses.

Title 21 CFR Part 11 applies to records in electronic form that are created, modified,
maintained, archived, retrieved, or transmitted under any records requirements set
forth in regulations; the application must provide protection, security, and
dependability. Protection of the data requires that audit trails be under application
control for all updates and deletions, and that date and time stamps are available.

The_KnowIedge Survey System maintains an audit trail containing

date and time stamps.

The security of the application requires physical and logical security. The SSil]
-Knowledge Survey System maintains user and group-level permissions,
so that only relevant project team members will have appropriate access to the

system.

Dependability of the application requires that the database be validated and have
documented evidence that the application does what it is purported to do and will
continue to do so. @@l will thoroughly validate and document the testing of the [EiSil]
_Knowledge Survey System. The validation of this system begins with the
development of a Project Strategy Document. The document details the strategy for
testing. Product Backlog ltems are created, and test scripts are written and

executed.

All associated Title 21 CFR Part 11 requirements, including requirements for data

entry, audit trails, date and time stamps, and security, are tested at baseline.
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When survey respondents access the survey website to participate in an online
survey, they will be asked to enter the unique code from the Invitation Letter and
pass the CAPTCHA (Completely Automated Public Turing test to tell Computers and
Humans Apart) robot check shown on the screen. After a respondent has correctly
entered the code and passed the CAPTCHA test, the system will advance to the

survey welcome page from which the respondent can access the actual survey.

After the @j@iJj SCC associates, who can facilitate completion of a survey with a
respondent via telephone, access the survey website for entry of survey information
collected from respondents over the telephone, they will click ‘@i#jilj Login” and enter
their @8] network credentials. They will then access the survey assigned to the

respondent by matching the code provided to the respondent code in the system.

All data entered will be single data entered by either the respondent or a designated
B8l resource who has been trained to enter data for this program. Data will be
checked in real time to ensure it is being entered according to acceptable
parameters and requirements. This process will include a data extract, at a time point
during survey execution where the data collected is a reasonable number (ie, more
than 50 completed surveys). This data extract will then follow the process in which it
will be mapped to SAS datasets and evaluated for any parameters that were not

planned (ie, skip pattern errors).

At the end of each survey cycle, the same process as outlined above will be followed
which includes having all data extracted from the _Knowledge Survey
System and mapped to SAS datasets. The mapping of raw data will be validated, as

will the programming of the analysis tables created from the SAS datasets.

9.6.1 Data Collection Tools/Electronic Data Record
As used in this protocol, the term data collection tool (DCT) (the survey) should be

understood to refer to an electronic data record.

A completed DCT is required for each included respondent. As defined in Section

9.7.1, a Completed Survey (Primary Population) is the population for the majority of

the analyses and includes only those respondents who completed all eligibility
questions, met all inclusion criteria and none of the exclusion criteria, and answered
all questions associated with at least 1 survey knowledge domain. The completed
original DCTs (the surveys) are the sole property of Amgen and should not be made

available in any form to third parties, except for authorized representatives of Amgen
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or appropriate regulatory authorities, without written permission from Amgen. SSili
shall ensure that the DCTs (the surveys) are securely stored at §#jjj on a secure

server to prevent access by unauthorized third parties.

EEIl has ultimate responsibility for the collection and reporting of all data entered on
the DCTs (the surveys) as required and ensuring that they are accurate,
authentic/original, attributable, complete, consistent, legible, timely
(contemporaneous), enduring, and available when required. The DCT (the survey)
serves as the source document. Any corrections to entries made in the DCTs (the
surveys) must be dated, initialed, and explained (if necessary) and should not

obscure the original entry.

9.6.2 Record Retention

To enable evaluations, inspections, and/or audits from regulatory authorities or
Amgen, @8] agrees to keep all study-related records. The records will be retained
by @iSll] for a period of time according to local regulations or as specified in the Fully
Executed Statement of Work, whichever is longer. @] must ensure that the

records continue to be stored securely for so long as they are retained.

If §jSjll becomes unable for any reason to retain study records for the required
period, Amgen will be prospectively notified. In such a case, the study records must

be transferred to a designee acceptable to Amgen.

Study records must be kept for a minimum of 15 years after completion or
discontinuation of the study, unless @j#jJj and Amgen have expressly agreed to a
different period of retention via a separate written agreement. Records must be

retained for longer than 15 years if required by applicable local regulations.

S must obtain Amgen's written permission before disposing of any records, even

if retention requirements have been met.

9.6.3 Obtaining Data Files

N/A

9.6.4 Linking Data Files

N/A

9.6.5 Review and Verification of Data Quality

N/A
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9.7 Data Analysis
9.71 Analysis Populations

Data from all respondents who access the survey will be collected. Only data from
survey respondents who were eligible to participate in the survey and answer every
question (“completers”) will be used for the primary analysis. The populations
included in the analysis are defined as follows:

o All Respondents — The “all respondents” population consists of respondents who
accessed the survey using a unique code. This population will be used as the
denominator for percentages in survey administration statistics and in the survey

eligibility results analysis. This population includes any individual who accesses the
survey, regardless of whether they meet the study’s eligibility criteria.

¢ Eligible Respondents — The “eligible respondents” population consists of
respondents who completed all eligibility questions designated as eligible for the
survey, regardless of whether or not they completed the entire survey.

¢ Noncompleted Surveys — The “noncompleters” population consists of respondents
who completed all eligibility questions and answered at least 1 question associated
with 1 survey knowledge domain but did not complete the survey.

¢ Primary Population — The “primary population” consists of eligible respondents who
completed all eligibility questions, met all inclusion criteria and none of the exclusion
criteria, and answered all questions associated with at least 1 survey knowledge
domain. Any remaining questions not answered by this population will be identified
in each analysis as either “missing data” if the respondent discontinued the survey
before answering the question(s) or skipped the question, or “N/A” if the question(s)
was not presented to the respondent due to skip logic in the survey. The primary
population is a subset of eligible respondents.

e Prolia REMS Data Population - The Prolia REMS Data Population consists of HCPs
who are currently prescribing and those who have the potential to prescribe Prolia.
To evaluate the representativeness of the HCPs responded to the survey, the HCP
who completed the survey will be compared to the population of all HCPs who are
currently prescribing and those who have the potential to prescribe Prolia, who have
not been debarred or otherwise sanctioned. This comparator population will be
referred to as the “Prolia REMS HCP population”.

9.7.2 Survey Administration Analyses
The survey administration data to be described in the HCP REMS Knowledge
Assessment survey assessment report include: For details regarding alternating

modalities during reminder letter outreach refer to Table 1:

¢ number of Pre-Notification Letters distributed

o number of Pre-Notification Letters returned as undeliverable
e number of Invitation Letters distributed

o number of Invitation Letters returned as undeliverable

e number of Reminder Letters distributed
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o number of Reminder Letters returned as undeliverable
e response rate after the Invitation Letter
e response rate after each Reminder Letter
o number of respondents screened for participation (all respondents)
o number of respondents eligible for participation
o number of respondents not eligible for participation
o number of respondents eligible for participation who completed the survey
¢ number of respondents who completed the survey via internet or telephone
o time to complete survey (minutes)
e description of survey participants:

o type of HCP (MD, DO, APRN*, PA, other)

¢ “includes CNP and CNS

o medical specialty

o length of time working as an HCP

o length of time prescribing Prolia

o geographic region

o survey completion status

Eligibility and reasons for ineligibility will be presented by counts and percentages.

9.7.21 Primary Analysis
The primary analysis for each wave will be executed upon data lock and data

extraction of the REMS Knowledge Assessment Survey.

9.7.3 Planned Method of Analysis

9.74 General Considerations

Counts and percentages will be calculated for each question/item in the
questionnaire. Exact 2-sided 95% Cls for the survey end points will be calculated to
provide an estimate of precision. All Cls around the percentages will be exact
binomial 2-sided 95% Cls calculated according to the method of Clopper-Pearson
(Clopper, 1934).

The relevant SAS code is provided below.
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Cls for primary and secondary end points will be calculated as inferential statistics to
generalize the results to the entire targeted population. The P values for comparison
of how representative the respective survey respondents are to the respective
stakeholder population will be obtained from the chi-square test. All analyses will be
performed at the respondent level; therefore, within-respondent variation is not

relevant.

9.7.5 Primary Analysis

Primary analyses are performed for all survey knowledge domain questions and will
be stratified by prescriber versus nonprescriber. Responses from all questions/items
from each survey knowledge domain will be summarized by counts and percentages.
The primary analysis for a survey knowledge domain evaluates the rate for each
correct response to each individual question/item defined by the survey knowledge
domain. “Select all that apply” questions will be counted as a single correct
response if the respondent selects @] or more of the correct responses and does
not select any incorrect response. The specific correct response to each
question/item is identified in the body of the Survey Knowledge Domain Table 2 and
Table 3. Exact binomial 2-sided 95% Cls will be calculated for the proportion of
respondents who provide the correct responses. The completed surveys (Primary

Population) will be used for this analysis.

Example Table Output 1: Primary Analysis of Responses to Questions Linked
to Survey Knowledge Domain 1 - Completed Surveys

Overall (N=XX)?

Question Prescribers Non-Prescribers n (%) [95% CI]°

Question 1:

Number not missing XX XX XX

(if applicable)

Yes® XX (XX.0) XX (XX.0) XX (XX.0)
[XX.X - XX.X] [XX.X - XX.X] [XX.X - XX.X]

No XX XX XX

| don't know XX XX XX

@ Total number of eligible respondents completing the survey.

b 95% exact 2-sided Cls are calculated using the Clopper-Pearson method.
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¢ Correct response.

9.7.6 Secondary Analysis

The secondary analysis of the survey knowledge domains will be stratified by
prescriber versus nonprescriber and will be performed consisting of a frequency
distribution of the number of correct responses to each survey knowledge domain
(ie, number and percentages will be shown by the number of correct responses).
“Select all that apply” questions are handled as described in Section 9.7.5. The
completed surveys (Primary Population) will be used for this analysis. A prespecified
threshold of at least @@jJ] has been set. This prespecified threshold aligns with the
FDA general guidance that @@ or higher should be the general standard for each
REMS survey knowledge domain.

Example Table Output 2: Secondary Analysis of Survey Knowledge Domain 1 -
Completed Surveys

Overall (N=XX)
Correct Responses n (%) [95% CI]®
0 correct responses XX (XX.0)
1 correct response XX (XX.0)
2 correct responses XX (XX.0)
3 correct responses XX (XX.0)
4 correct responses XX (XX.0)
Demonstrated understanding of Survey XX (XX.0) [XX.X - XX.X]
Knowledge Domain 1¢

a@ Total number of eligible respondents completing the survey.
b 95% exact 2-sided Cls are calculated using the Clopper-Pearson method.

¢ To demonstrate understanding of Survey Knowledge Domain 1, the respondent must have answered
all 4 questions correctly.

Another endpoint is the demonstrated understanding of each survey knowledge
domain, defined as answering [@#jJj or more questions/items in a survey knowledge
domain correctly. “Select all that apply” questions are handled as described in
Section 9.7.5. The proportion of respondents who demonstrate understanding of the
survey knowledge domain will be presented with 95% Cls. Additionally, the number
and percentages of respondents who demonstrated understanding of all survey
knowledge domains will be provided with 95% Cls. In this analysis, the proportion of
respondents who demonstrated an understanding of the survey knowledge domain
will be presented with 95% Cls. The REMS will be considered meeting its goals if
the lower bound of the Cls of Survey Knowledge Domain 1 and Survey Knowledge

Domain 2 receive a demonstrated understanding of @j@jj or above. Although there is
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no standard knowledge performance threshold for all REMS Programs, as stated in
the FDA draft guidance, “Survey Methodologies to Assess REMS Goals That Relate
to Knowledge: Guidance for Industry,” in most cases it should be 80% or higher for
each survey knowledge domain. The Clopper-Pearson method will be used to

calculate the 95% Cls. The primary population will be used for this analysis.

9.7.7 Trend Over Time Analysis

A descriptive comparison in correct response rates to survey knowledge domain
questions and the demonstrated understanding of each survey knowledge domain
across the survey waves will be conducted to address possible trends in the
knowledge rates of the survey completers. For the trend analysis, only those
questions will be considered for the demonstrated understanding rates that were
asked in all survey waves. Therefore, the demonstrated understanding rates in the
trend analysis may differ from the results of the previous waves. Additionally, the
comparison will include no more than 2 previous waves and the current reporting
period. If any changes to the questions and/or the response options are made
across the survey waves, those questions/responses will be identified as changed

with an applicable footnote for identification.
This analysis will be performed following the completion of Wave 2.

9.7.8 Subgroup Analysis
Subgroup analyses will be performed using the primary population for each survey
knowledge domain for both the primary and secondary analysis based on descriptive

statistics. The subgroup analyses that will be performed will be

¢ medical degree of respondent (MD, DO, APRN*, PA, Other) *Includes CNP
and CNS

e medical specialty
o number of years practicing as an HCP
¢ number of patients being treated with Prolia

e awareness of the educational materials (ie, REMS Letter for Healthcare

Providers, Patient Guide)
e respondent versus nonrespondent

e past completer versus new completer
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e geographic location.

The denominator for the calculation of percentages is the number of available
responses. All subgroup analyses will be programmed; however, only those with a
meaningful sample size, ie, 50 or more respondents in at least 2 subgroups, will be
described in the text of the assessment report. Subgroups with low sample size may
also be combined as appropriate. The Clopper-Pearson method will be used for

these subgroup analyses (Clopper, 1934).
All subgroups will be derived from the survey data.

9.7.9 Analysis of Additional Survey Questions

All other questions, including those about demographics, inclusion/exclusion,
behaviors, safety, requirements of the Prolia REMS, and awareness of the REMS
educational materials, will be analyzed using descriptive statistics. The responses to

each question will be summarized by frequency tables.

9.7.10 Categorization and Verbatim Responses
Free-text and verbatim responses will be presented in data listings and, as

appropriate, may be categorized for categorical data analysis.

9.7.10.1 Missing, Duplicate, or Incomplete Data and Lost to Follow-up
9.7.10.2 Missing Data

Regardless of survey method (internet/telephone) chosen to participate, there is a
potential for missing data associated with demographic questions and nonrelated
survey knowledge domain questions (the main survey content). Any remaining
questions not answered by this population will be identified in each analysis as either
“missing data” if the respondent discontinued the survey before answering the
question(s) or skipped the question, or N/A if the question(s) was not presented to
the respondent due to skip logic in the survey. The primary population will be a

subset of eligible respondents.

9.7.10.3 Duplicate Data

With any voluntary survey there is a possibility of duplicate surveys being received. If
it is discovered that a respondent completed more than 1 survey (eg, during
fulfillment reconciliation), only the results from the first completed survey (based on

time completed) will be included in the analyses.
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9.7.11 Descriptive Analysis
9.7.111 Description of Study Enroliment

The target sample size was derived based on the total population available and
calculated per the FDA draft guidance identifying the estimated population including
a margin of error of £ 5% and 95% Cls. Based on hypothesis testing, the lower

bound of the Cls will be used to assess knowledge of all HCPs.

Additionally, in an effort to ensure that the target sample is proportionately
representative of prescribers and nonprescribers, a soft quota will be set to obtain at
least 190 completed surveys from prescribers and 190 completed surveys from

nonprescribers.

Stratified random sampling will be used to select a list of potential respondents. This
sampling approach will ensure that every HCP eligible for survey participation has a
known probability of selection into the sample and should ensure that the sample is
demographically similar to the general population of identified HCPs (ie, medical
specialty and geographic location). The random sampling process will be performed
by a random number generator and taking into account the ratios of what it is to be
stratified by (ie, medical specialty and geographic location) using SAS. lItis
important to note that recruitment efforts based on type of prescriber (ie, prescribers
and nonprescribers) will be secondary to achieving the overall target sample of

completed surveys.

Table 4 shows the precision of the estimated level of understanding for the survey
knowledge domains identified for HCPs using the lower bound of exact binomial
2-sided 95% Cls for a sample size of 380 completed surveys. The lower bound of
the Cl will be used to determine whether the target knowledge rate threshold has

been met.

Table 4. Precision of Estimated Rates of Understanding With a Sample Size of 380
(2-sided 95% CI)

Upper Limit |Precision
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9.7.11.2 Description of Participant Characteristics

HCPs who are currently prescribing and those who have the potential to prescribe
Prolia, who are part of the REMS Communication Plan outreach, and who have not

been debarred or sanctioned will be invited to participate in this survey.

9.7.11.3 Analysis of the Primary, Secondary, and Exploratory Endpoint(s)
Exact binomial 2-sided 95% Cls are used to indicate that for an estimated
comprehension level, the true population level of comprehension is at least as high

as the lower limit of the 95% CI and may be as high as the upper limit of the 95% CI.

9.7.11.4 Sensitivity Analysis

A sensitivity analysis will be conducted if there are characteristics (ie, credentials,
specialty, geographic location) that are significantly different in the survey completers
population compared to the Prolia REMS data population, based on a p-value of less
than 0.05. If none of the characteristics are significant, based on a p-value of 0.05,
the sensitivity analysis (standardization) will not be performed. To address possible
selection bias, adjusted demonstrated understanding rates will also be calculated
(standardization). In order to standardize the survey responses, each responder will
be adjusted using weights based on distinct respondent characteristics. For each
respondent characteristic, the respondent will be weighted with the ratio of the
proportion of respondents with the characteristic in the overall Prolia REMS

data population and the corresponding proportion of respondents in

the survey respondent population. The demonstrated understanding rates will be
standardized based on credentials, specialty, and geographic location. For the
standardization, the characteristics evaluated will be taken from the Prolia REMS

data via Amgen’s database rather than the self-reported survey data.
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9.7.11.41 Stratified Analysis
N/A

9.7.11.4.2 Sensitivity Analysis for Residual Confounding and Bias
N/A

9.7.11.4.3 Other Sensitivity Analysis
N/A

9.7.12 Analysis of Safety Endpoint(s)/Outcome(s)
Safety data will not be collected or analyzed in this study.

9.8 Quality Control

The _Knowledge Survey System programming will be reviewed by
ES Quality Control (QC) and simulated users (user acceptance testing [UAT])
prior to implementation. At the completion of data collection, the Knowledge Survey
System data will be mapped to SAS datasets by a SAS programmer/designee.
These original SAS datasets will be validated by double programming and QC. The
validated original SAS datasets will then be used by a SAS programmer to create a
set of summary tables and listings according to the analysis text and mock-up tables.
If derived analysis datasets are required to produce these summary tables, the
derived analysis datasets will be created and independently validated according to
Standard Operating Procedures (SOPs). All tables and listings output will be
independently validated and documented according to the established SOPs.
Summary tables will be reviewed by the appropriate team members and included in
the assessment report that is sent to Amgen along with the final document to be
submitted to the FDA. No respondent contact information is included in the tables or

in the assessment report.

9.9 Limitations of the Research Methods

The REMS Knowledge Assessment Survey recruitment strategies are intended to
recruit HCPs who are currently prescribing and those who have the potential to
prescribe Prolia, who are part of the REMS Communication Plan outreach, and who
have not been debarred or sanctioned. Participants will be self-selected because
they will voluntarily respond to the invitation to participate, so the potential exists that
those who choose to respond to the survey may differ in their understanding of the
REMS Program from those who elect not to participate. This is a common limitation

of all studies that rely on voluntary participation.
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The second limitation is that the survey can assess HCPs’ understanding of the
REMS, but it cannot clearly determine which channel the respondents gained the
information from. While the survey asks HCPs where the information was gained,
recall of information may not be reliable. Inherent in survey research is the reliance
on the respondent’s recall of whether or not the REMS educational materials (eg,
REMS Letter for Healthcare Providers) were received and read. It is possible,
however, that respondents may simply not recall receiving and/or reading any 1 or
more of the REMS educational materials that were, in fact, received and/or read. It
is also possible that the respondents have acceptable understanding of the
important product information associated with the use of Prolia despite not receiving
or recalling that they received and/or read the REMS educational materials prior to

completing the survey.

A third limitation is the inclusion of HCPs who are not actively prescribing Prolia but
rather have the potential to prescribe Prolia. This population of HCPs is critical to
ensure that all HCPs (prescribers and nonprescribers) are evaluated equally.
However, at the time of data lock it is possible that the data may be constrained
based on knowledge associated with the Prolia REMS from those who are
nonprescribers. To ensure that the data evaluated is clear, a stratification of
prescribers versus nonprescribers will be implemented for both primary and

secondary analyses.

A fourth limitation is that of social desirability where respondents are more likely to
answer “yes” when they are asked “did you read this?” or “did you do this?” because
they assume this is the expected answer. Social desirability bias tends to result in

higher scores, particularly for questions with a true/false response.

A fifth limitation is that if survey instruments become publicly available prior to or
during study conduct, prior exposure of prescribers, patients, or caregivers to survey
content may introduce response bias and potentially affect interpretability of results.
Where applicable, the study team will assess the potential impact of such exposure

and document mitigation strategies, including sensitivity analyses, if warranted.

9.9.1.1 Measurement Error(s)/Misclassification(s)
N/A
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9.9.1.2 Information Bias
A number of controls will be in place to ensure the survey is conducted in a
professional manner and to minimize biases, including the following:
The survey will be programmed to ensure:
o A standardized script will be used for telephone interviews, and all telephone

interviewers will be carefully trained in interview techniques to minimize
interviewer bias.

e The survey will be programmed to ensure:

o Questions are asked in the appropriate sequence and all questions will
be presented in a standard order to reduce exposure bias.

o Respondents cannot skip ahead and will only allow for missing data
when caused by skip patterns.

o The list of response options within a multi-item question is randomized to
minimize the potential for positional bias

Regardless of the modality—internet or telephone—respondents will be instructed

that they cannot go back to a question once they have progressed to the next

guestion and cannot skip ahead. Both the telephone and the internet questionnaire

will be programmed with a standardized approach.

Respondents will be provided with a unique code during the recruitment process and
will then be asked to provide the unique code to gain access to the internet-based
system or when calling the SCC. The code will be inactivated after use to minimize

exposure bias and fraud.

9.9.1.3 Selection Bias
Potential participants will be self-selected since they will voluntarily respond to the
invitation to participate. Reminder Letters will be sent to nonrespondents to reduce

nonresponse bias.

Additionally, the following measures are in place to minimize potential bias in the

survey sample:

The population of potential participants are those as defined in Section 9.2.3. For

more information about sampling refer to Section 9.7.11.1.

e To reduce exposure bias, the following will be excluded:
o respondents who do not agree to participate in the survey

o respondents who are currently working for and/or whose immediate family
members are currently working for or are consultants to Amgen, @j#jjij or the
FDA
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o respondents who report having a conflict of interest

o respondents who have previously participated may be eligible to participate in
future surveys. This eligibility criterion will be dependent upon the number of
HCPs who are currently prescribing and those who have the potential to
prescribe Prolia available via Amgen’s database, prior to launch of
subsequent survey waves

¢ Two methods are available for survey completion: internet and telephone.
Providing more than 1 method for survey data collection allows for wide survey
access to a heterogeneous population and minimizes intervention bias.

e The list of respondent names will be checked for duplicates so that an
individual’s responses will not be included in the survey assessment more than

once.
9.9.14 Confounding

N/A

9.9.2 External Validity of Study Design

N/A

9.9.3 Analysis Limitations

N/A

9.94 Limitations Due to Missing Data and/or Incomplete Data
N/A

9.10 Other Aspects

If any protocol deviations occur during survey processing that may have an impact on the

survey data and analysis, they will be reported in the final assessment report.

10. Protection of Human Participants

10.1 Informed Consent

The survey will begin with an introduction to the survey providing the respondents with
general information about the research sponsor and the survey expectations followed by
letting them know how their information will be used, how their privacy will be protected,
how they can learn more about the survey, and instructions on taking the survey. Once
this information is reviewed and the respondents proceed to the first survey question,
they will be presented with 1 final statement, which is: “Your agreement to participate in
this survey confirms mutual understanding in connection with completion of the survey
and compensation to be rendered in connection with those services,” concluding with
their first question asking if they agree to participate in the survey about Prolia. If
respondents select “Yes” they will proceed through the screening module to confirm their

eligibility and should they select “No,” the survey will immediately terminate, and their
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session will end. If deemed ineligible, respondents participating via the internet-based
survey are immediately notified with a “thank you” message that their survey participation
has ended. For those respondents participating in the survey via the telephone with the
SCC, the SCC Associate will communicate the “thank you” message that, based on the

respondent’s answer, they are not eligible to participate.

10.2 Institutional Review Board/Independent Ethics Committee (IRB/IEC)
It is the responsibility of @j#jl] to have prospective approval of the study protocol, protocol
amendments, materials describing the consent process (eg, statement regarding
agreement to participate), and other relevant documents, (eg, recruitment
advertisements), if applicable, from the IRB. All correspondence with the IRB should be

retained by @@jl]. Copies of IRB approvals should be forwarded to Amgen.
Please note that IRB approval is not required for this study.

10.3 Participant Confidentiality
BEIl must ensure that the participant’s confidentiality is maintained for documents

submitted to Amgen.

Participant will be assigned a unique identifier by @@jil]- All parties will comply with all
applicable laws, including laws regarding the implementation of organizational and

technical measures to ensure protection of participant personal data. Such measures
will include omitting participant names or other directly identifiable data in any reports,

publications, or other disclosures, except where required by applicable laws.

Participant personal data will be stored at [@#jjj in encrypted electronic form and will be
password protected to ensure that only authorized study staff have access. SEjl] will
implement appropriate technical and organizational measures to ensure that the
personal data can be recovered in the event of disaster. In the event of a potential
personal data breach Sj#jjij shall be responsible for determining whether a personal data

breach has in fact occurred and, if so, providing breach notifications as required by law.

To protect the rights and freedoms of natural persons with regard to the processing of
personal data, when study data are compiled for transfer to Amgen and other authorized
parties, any participant names will be removed and will be replaced by a single, specific,
numerical code. All other identifiable data transferred to Amgen or other authorized
parties will be identified by this single, participant-specific code. E#j] will maintain a
confidential list of participants who participated in the study, linking each participant’s

numerical code to his or her actual identity. In the case of data transfer, Amgen will
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maintain high standards of confidentiality and protection of participants’ personal data

consistent with the vendor contract and applicable privacy laws.

For serious adverse events (AEs) reported to Amgen, participants are to be identified by
their unique participant identification number, initials (for faxed reports, in accordance

with local laws and regulations), and age (in accordance with local laws and regulations).

Documents that are not submitted to Amgen (eg, signed informed consent forms) are to

be kept in confidence by @j#ilj. except as described below.

In compliance with governmental regulations/International Council for Harmonisation
(ICH) Good Clinical Practice (GCP) Guidelines, it is required that @j#jl] permit authorized
representatives of the company, of the regulatory agency(s), and the IRB direct access
to review study related data. @] is obligated to inform and obtain the consent of the
participant to permit such individuals to have access to his/her study-related records,

including personal information.

104 Participants Decision to Withdraw

Participants have the right to withdraw from the study at any time and for any reason.

Withdrawal of consent for a study means that the participant does not wish to or is

unable to continue further study participation. Participant data up to withdrawal of

consent will be included in the analysis of the study and, where permitted, publicly

available data can be included after withdrawal of consent. As per local regulations,

upon withdrawal of consent, the participant has the right to request removal of their data

that was collected and not have it further processed. Ejjijis to discuss with the

participant appropriate steps for withdrawal of their consent from the study.

1. Collection, Recording, and Reporting of Safety Information and
Product Complaints

1.1 Definition of Reportable Events

An AE, Other Safety Finding (OSF) and Product Complaint (PC) are collectively referred

to as reportable events (REs).

11.1.1 Adverse Events
An AE is any untoward medical occurrence in a participant/patient administered a

pharmaceutical product(s) irrespective of a causal relationship with this treatment.

An AE can therefore be any unfavorable and unintended sign (including an abnormal

laboratory finding, for example), symptom, or disease temporally associated with the use
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of a medicinal product combination product, or medical device, whether or not

considered related to the product(s). The definition of an AE includes:

o Worsening of a pre-existing condition or underlying disease

o Events associated with the discontinuation of the use of a product(s), (eg, appearance
of new symptoms)

11.1.2 Serious Adverse Events
A serious adverse event (SAE) is any AE as defined above that meets at least one of the

following serious criteria:

e s fatal

¢ s life threatening (places the participant at immediate risk of death)

e requires in-patient hospitalization or prolongation of existing hospitalization

e results in persistent or significant disability/incapacity

e is a congenital anomaly/birth defect

e is an “other medically important serious event” that does not meet any of the above
criteria

A hospitalization meeting the regulatory definition for “serious” is any in-patient hospital

admission that includes a minimum of an overnight stay in a healthcare facility.

“Other medically important serious events” refer to important medical events that may
not be immediately life threatening or result in death or hospitalization but may
jeopardize the participant or may require intervention to prevent one of the other
outcomes listed in the definition above. Examples of such events could include allergic
bronchospasm, convulsions, and blood dyscrasias, drug-induced liver injury, events that
necessitate an emergency room visit, outpatient surgery, or other events that require

other urgent intervention.

11.1.3 Other Safety Findings (OSF)

OSFs (regardless of association with an AE) include:

¢ Medication errors, overdose/underdose, whether accidental or intentional, misuse,
addiction, or abuse involving an Amgen product,

e Use of an Amgen product while pregnant and/or breast feeding,

e Transmission of infectious agents,

¢ Reports of uses outside the terms for authorized use of the product including -off
label use,

e Accidental or Occupational exposure,
o Any lack or loss of intended effect of the product(s).




Product: Prolia®
Protocol Number: Prolia 20240121 V5.0

Date: 18 June 2026 Page 53 of 124

11.1.4

Product Complaints (PCs) include any written, electronic, or oral communication that

Product Complaints (PCs)

alleges deficiencies related to the identity, quality, durability, reliability, safety,
effectiveness, or performance of a drug, combination product, or device after it is
released for distribution to market or clinic. This includes any drug(s), device(s) or
combination products provisioned and/or repackaged/modified by Amgen. Drug(s) or

device(s) or combination product(s) includes investigational product.

11.2 Safety Collection, Recording and Submission to Amgen

Requirements
This study is collecting information from Healthcare Professionals prospectively at a
point in time through the completion of an online-based survey or telephone-based
survey. All REs (regardless of association with an AE) considered to have occurred
following participant exposure to Prolia will be collected from participant enroliment to
final study contact. The Vendor is responsible for ensuring that all REs they become
aware of during the study period are recorded in the appropriate study documentation. It
is the Vendor’s responsibility to evaluate whether an adverse event is related to an
Amgen product prior to reporting the adverse event to Amgen, in addition, causality is to
be recorded in the appropriate study documentation. If further safety-related data is
needed to fulfill any regulatory reporting requirements for a reportable event, then
additional information may need to be collected from the Vendor/participants. All
reportable events must be submitted as individual safety reports to Amgen Safety via the
applicable Amgen Safety Reporting Form (paper or electronic form) within the timelines

stated in Table 5 below.

Table 5. Types of Safety Data to be Collected and Reported in primary data
collection studies collecting all reportable events

Reportable Events/Event
Type

* Reporting Timeframe

Vendor Managed studies:
Primary Reporting Method

e Serious Adverse Events
(related and nonrelated)

Within 1 business day from
when Vendor first becomes
aware of the event

Enter into vendor managed
EDC system and also
report/submit to Amgen on
the paper-based
Observational Research
Safety Reporting Form

e Product Complaints
(serious and nonserious)

Within 1 business day from
when Vendor first becomes
aware of the event

Enter into vendor managed
EDC system and also
report/submit to Amgen on
the paper-based
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Observational Research
Safety Reporting Form

e Other Safety Findings

and regardless of
association with an AE)

(serious and nonserious,

Within 1 business day from
when Vendor first becomes
aware of the event

Enter into vendor managed
EDC system and also
report/submit to Amgen on
the paper-based
Observational Research
Safety Reporting Form.

e Pregnancy and/or
Lactation Exposure

Within 1 business day from
when Vendor first becomes
aware of the event

Report/submit to Amgen
using the Pregnancy
Notification Form and/or the

Lactation Notification Form.

¢ Nonserious Adverse
Events (related and
nonrelated)

Within 15 calendar days from
when Investigator/Vendor first
becomes aware of the event

Enter into vendor managed
EDC system and also
report/submit to Amgen on
the paper-based
Observational Research
Safety Reporting Form

* Please note, more stringent reporting timelines may apply per local requirements
Note: Date of Awareness is the earliest date that the Vendor receives information that
constitutes a reportable event (ie, the earliest date any verbal communication (eg, face
to face, telephone call or voicemail), nonverbal communication (eg, fax, email, text,

mail), date of extraction, etc.).

Reportable events that are suspected to be related to any Amgen medicinal product,
combination product or device where there is no exposure to Prolia should be
spontaneously reported to Amgen within 1 business day of vendor's awareness. A list of
all Amgen medicinal products can be found in the following link:

https://wwwext.amgen.com/amgen-worldwide

To spontaneously report a reportable event to Amgen, refer to the following link to locate
your Local Amgen contact information by country: https://wwwext.amgen.com/contact-

us/product-inquiries

Additional details on what to collect and report to Amgen for the reportable event can be
found in the following link: https://wwwext.amgen.com/products/global-patient-

safety/adverse-event-reporting

Reportable events suspected to be related to any non-Amgen medicinal product should

be reported to the local authority in line with the local country requirements.

See Appendix 2 for sample Safety Report Form(s) and Appendix 3 for sample
Pregnancy and Lactation Notification Forms. The Investigator may be asked to provide

additional information for any event submitted. Information provided about the event
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must be consistent with information recorded in the study documentation where safety

data may also be recorded.

11.21 Collection of Pregnancy and Lactation Information

Female Patients Who Become Pregnant

The vendor will collect pregnancy information on any female patient who becomes
pregnant following exposure to Prolia if reported by the Healthcare Professional during

completion of the online-based survey or telephone-based survey.

Information will be recorded on the Pregnancy Notification Form (see Appendix 3). The
worksheet must be submitted to Amgen Safety within 1 business day of when Vendor

first becomes aware of the patient’s pregnancy (Note: Vendor is not required to provide
any information on the Pregnancy Notification Form that violates the country or regions

local privacy laws).

After receipt of the Pregnancy Notification Form, Amgen Safety will provide the
Healthcare Professional with a consent form and questionnaire to collect additional
information. After obtaining the female patient’s signed consent for release of pregnancy
and infant health information, the Healthcare Professional will collect pregnancy and
infant health information and complete the pregnancy questionnaire for any female
patient who becomes pregnant following exposure to Prolia through 6 months after the
last dose of Prolia. This information will be forwarded to Amgen Safety. Generally,
infant follow-up will be conducted up to 12 months after the birth of the child (if
applicable).

Any termination of pregnancy will be reported to Amgen Safety, regardless of fetal status

(presence or absence of anomalies) or indication for procedure.

While pregnancy itself is considered another safety finding, any pregnancy complication
or report of a congenital anomaly or developmental delay, fetal death, or suspected
adverse reactions in the neonate will be reported as an adverse event or serious
adverse event. Note that an elective termination with no information on a fetal
congenital malformation or maternal complication is generally not considered an adverse

event but still must be reported to Amgen as a pregnancy exposure case.

If the outcome of the pregnancy meets a criterion for immediate classification as a
serious adverse event (eg, female patient experiences a spontaneous abortion, stillbirth,
or neonatal death or there is a fetal or neonatal congenital anomaly) the Vendor will

report the event as a serious adverse event.
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Male Patients with Partners who Become Pregnant or Were Pregnant at the Time
of Enroliment

In the event the Healthcare Professional notifies the vendor of a male patient who
fathers a child following exposure to Prolia, the information will be recorded on the
Pregnancy Notification Form. The form (see Appendix 3) must be submitted to Amgen
Safety within 1 business day of when the Vendor first becomes aware of the pregnancy.
(Note: Vendor is not required to provide any information on the Pregnancy Notification

Form that violates the country or region’s local privacy laws.)

After receipt of the Pregnancy Notification Form, Amgen Safety will provide the
Healthcare Professional with a consent form and questionnaire to collect additional
information. The Healthcare Professional will attempt to obtain a signed consent for
release of pregnancy and infant health information directly from the pregnant female

partner to obtain additional pregnancy information.

After obtaining the female partner’s signed consent for release of pregnancy and infant
health information, the Healthcare Professional will collect pregnancy outcome and
infant health information on the pregnant partner and her baby and complete the

pregnancy questionnaires. This information will be forwarded to Amgen Safety.

Generally, infant follow-up will be conducted up to 12 months after the birth of the child

(if applicable).

Any termination of the pregnancy will be reported to Amgen Safety regardless of fetal

status (presence or absence of anomalies) or indication for procedure.

Collection of Lactation Information
Vendor will collect lactation information on any female patient who breastfeeds while
taking Prolia through 6 months after last dose if reported by the healthcare professional

during completion of the online-based survey or telephone-based survey.

Information will be recorded on the Lactation Notification Form (see Appendix 3) and
submitted to Amgen Safety within 1 business day of when the Vendor’s first becomes

aware of the lactation exposure.

With the female patient’s signed consent for release of mother and infant health
information, the Healthcare Professional will collect mother and infant health information
and complete the lactation questionnaire on any female patient who breastfeeds while

taking Prolia through 6 months after last dose after discontinuing Prolia.
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11.2.2 Safety Reporting Requirement to Regulatory Bodies

Amgen will report safety data as required in accordance with local requirements to
regulatory authorities, Investigators/institutions, IRBs/IECs, or other relevant ethical
review board(s) in accordance with Pharmacovigilance guidelines and in compliance
with local regulations. @] is to notify the appropriate IRB/IEC or other relevant ethical

review board of reportable events in accordance with local procedures and statutes.

12. Administrative and Legal Obligations
12.1 Protocol Amendments and Study Termination
Amgen may amend the protocol at any time. The IRB must be informed of all

amendments and give approval for all protocol amendments, if applicable.

Amgen reserves the right to terminate the study at any time. Both Amgen and Sl
reserve the right to terminate the participant's participation in the study. @#jj is to notify
the IRB in writing of the study’s completion or early termination and send a copy of the

notification to Amgen, if applicable.
Please note that IRB approval is not required for this study.

13. Plans for Disseminating and Communicating Study Results

Once the survey results are finalized, if applicable, a discussion will be included to
address the extent to which the REMS goals related to knowledge are met, how that
determination is made, and if the demonstrated understanding is below the pre-specified
threshold, outline steps to achieve the desired knowledge rates (eg, enhancing REMS
educational materials or outreach activities as outlined the Prolia REMS Supporting

Document).

During the reporting phase, all data analyses tables and listings will be generated in

Excel and provided to Amgen for inclusion for submission to FDA.

The REMS Survey methodology protocol and instrument will be submitted to FDA in both

a Portable Document Format and Word Format.

In the event of any prohibition or restriction imposed (eg, clinical hold) by an applicable
competent authority in any area of the world, or if the party responsible for collecting data
from the participant is aware of any new information which might influence the evaluation

of the benefits and risks of an Amgen product, Amgen should be informed immediately.

In addition, the investigator will inform Amgen immediately of any urgent safety

measures taken by the party responsible for collecting data from the participant to




Product: Prolia®
Protocol Number: Prolia 20240121 V5.0
Date: 18 June 2026 Page 58 of 124

protect the study participants against any immediate hazard, and of any serious breaches

of this non-interventional study protocol that party becomes aware of.

13.1 Publication Policy

The results of this study will not be submitted for publication.

14. Compensation

All respondents, regardless of the method chosen to complete the survey, who complete
the survey and who provide their contact information will receive a mailing to begin
distribution at survey close and will be sent directly to the respondent based on the

address provided during survey completion. This mailing will include:

e Thank you letter for completing the HCP REMS Knowledge Assessment Survey.

¢ Compensation meeting a fair market value amount will be provided for their time in
completing the survey.

o Correct answers to important survey questions about the safe use of Prolia.
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Appendix 1. ENCePP Checklist for Study Protocols

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTLH

Doc.Ref. EMA/540136/2009

ENCePP Checklist for Study Protocols (Revision 4)

Adopted by the ENCePP Steering Group on 15/10/2018

The European Network of Centres for Pharmacoepidemiology and Pharmacovigilance (ENCePP)
welcomes innovative designs and new methods of research. This Checklist has been developed
by ENCePP to stimulate consideration of important principles when designing and writing a
pharmacoepidemiological or pharmacovigilance study protocol. The Checklist is intended to
promote the quality of such studies, not their uniformity. The user is also referred to the ENCePP
Guide on Methodological Standards in Pharmacoepidemiology, which reviews and gives direct
electronic access to guidance for research in pharmacoepidemiology and pharmacovigilance.

For each question of the Checklist, the investigator should indicate whether or not it has been
addressed in the study protocol. If the answer is “Yes,"” the section number of the protocol where
this issue has been discussed should be specified. It is possible that some questions do not apply
to a particular study (for example, in the case of an innovative study design). In this case, the
answer “N/A” (Not Applicable) can be checked and the “Comments” field included for each
section should be used to explain why. The "Comments” field can also be used to elaborate on
a “"No” answer.

This Checklist should be included as an Annex by marketing authorisation holders when
submitting the protocol of a non-interventional post-authorisation safety study (PASS) to a
regulatory authority (see the Guidance on the format and content of the protocol of non-
interventional post-authorisation safety studies). The Checklist is a supporting document and
does not replace the format of the protocol for PASS presented in the Guidance and Module VIII
of the Good pharmacovigilance practices (GVP).

Study title: Periodic Knowledge Assessment Survey of Certified Prescribers to
Assess Understanding of the Risks with the Prolia Risk Evaluation and
Mitigation Strategy (REMS)

EU PAS Register® number:
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Study reference number (if applicable):
Section 1: Milestones Yes | No | N/A | Section
Number
1.1 Does the protocol specify timelines for
1.1.1 Start of data collection* X | O || O 8.2.1
1.1.2 End of data collection® X | O || O 8.2.1
1.1.3 Progress report(s) I I I ™
1.1.4 Interim report(s) I A R ™
1.1.5 Registration in the EU PAS Register® Will be
added
0| X | O to
page
2
1.1.6 Final report of study results. O g g
Comments:
Section 2: Research question Yes | No | N/ Section
A Number
2.1 Does the formulation of the research
question and objectives clearly explain: > L] L] 6
2.1.1 Why the study is conducted? (e.g. to
address an important public health concern, a risk
identified in the risk management plan, an emerging |X| D D 7
safety issue)
2.1.2 The objective(s) of the study? X | O 4 7
2.1.3 The target population? (i.e. population or
subgroup to whom the study results are intended to |X| |:| |:| 7
be generalised)
2.1.4 Which hypothesis(-es) is (are) to be
tested? [ [ X 7
2.1.5 If applicable, that there is no a priori
hypothesis? X [ [ 7
Comments:

4 Date from which information on the first study is first recorded in the study dataset or, in the case of
secondary use of data, the date from which data extraction starts.
5 Date from which information on the first study is first recorded in the study dataset or, in the case of
secondary use of data, the date from which data extraction starts.
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Section 3: Study design

Yes

No

Section
Number

3.1

Is the study design described? (e.g. cohort,
case-control, cross-sectional, other design)

8.1

3.2

Does the protocol specify whether the study
is based on primary, secondary or combined
data collection?

8.2

3.3

Does the protocol specify measures of
occurrence? (e.g., rate, risk, prevalence)

O O [O|»2

8.3.2

3.4

Does the protocol specify measure(s) of

association? (e.g. risk, odds ratio, excess risk, rate
ratio, hazard ratio, risk/rate difference, number needed
to harm (NNH))

X

3.5

Does the protocol describe the approach for
the collection and reporting of adverse

events/adverse reactions? (e.g. adverse events
that will not be collected in case of primary data
collection)

10

Comments:

Section 4: Source and study populations

Yes

Section
Number

4.1

Is the source population described?

X

[

> 2

8.2

4.2

Is the planned study population defined in
terms of:

4.2.1 Study time period
4.2.2 Age and sex

4.2.3 Country of origin
4.2.4 Disease/indication
4.2.5 Duration of follow-up

4.3

Does the protocol define how the study
population will be sampled from the source

population? (e.g. event or inclusion/exclusion
criteria)

X OXXKXKX

O Doood

O XOOOO

8.7.13

Comments:

Section 5: Exposure definition and
measurement

Yes

No

Section
Number

5.1

Does the protocol describe how the study
exposure is defined and measured?

(e.g. operational details for defining and categorising
exposure, measurement of dose and duration of drug
exposure)

5.2

Does the protocol address the validity of the

exposure measurement? (e.g. precision,
accuracy, use of validation sub-study)
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Section 5: Exposure definition and Yes | No | N/ Section
measurement A Number
5.3 Is exposure categorised according to time
windows? [ [ X
5.4 Is intensity of exposure addressed?
(e.g. dose, duration) D D IZ'
5.5 Is exposure categorised based on biological
mechanism of action and taking into account [] u =
the pharmacokinetics and
pharmacodynamics of the drug?
5.6 Is (are) (an) appropriate comparator(s)
identified? [ [ X
Comments:
Section 6: Outcome definition and Yes | No | N/ Section
measurement A Number
6.1 Does the protocol specify the primary and
secondary (if applicable) outcome(s) to be O 0 X 8.3.2
investigated?
6.2 Does the protocol describe how the
outcomes are defined and measured? L] L] > 8.3.2
6.3 Does the protocol address the validity of
outcome measurement? (e.g. precision, accuracy, ] ] X 8.3.2
sensitivity, specificity, positive predictive value, use of =
validation sub-study)
6.4 Does the protocol describe specific outcomes
relevant for Health Technology Assessment?
(e.g. HRQoL, QALYs, DALYS, health care services D D |Z|
utilisation, burden of disease or treatment, compliance,
disease management)
Comments:
Section 7: Bias Yes | No | N/ Section
A Number
7.1 Does the protocol address ways to measure
confounding? (e.g. confounding by [ O I A A
indication)
7.2 Does the protocol address selection bias?
(e.g. healthy user/adherer bias) D 8.9.1.3
7.3 Does the protocol address information bias?
(e.g. misclassification of exposure and outcomes, time- X ] ] 8.9.1.2
related bias)
Comments:
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Section 8: Effect measure modification Yes | No | N/A Section
Number
8.1 Does the protocol address effect modifiers?
(e.g. collection of data on known effect modifiers, sub- |:| |:| |Z|
group analyses, anticipated direction of effect)
Comments:
Section 9: Data sources Yes | No | N/ Section
A Number
9.1 Does the protocol describe the data
source(s) used in the study for the
ascertainment of:
9.1.1 Exposure? (e.g. pharmacy dispensing, general
practice prescribing, claims data, self-report, face- |:| |:| |Z|
to-face interview)
9.1.2 Outcomes? (e.q. clinical records, laboratory
markers or values, claims data, self-report, patient
interview including scales and questionnaires, vital IZ' D D 8.3.2
statistics)
9.1.3 Covariates and other characteristics? O 0| X
9.2 Does the protocol describe the information
available from the data source(s) on:
9.2.1 Exposure? (e.g. date of dispensing, drug
quantity, dose, number of days of supply
prescription, daily dosage, prescriber)
9.2.2 Outcomes? (e.g. date of occurrence, multiple 8.3.2
event, severity measures related to event) e
9.2.3 Covariates and other characteristics?
(e.g. age, sex, clinical and drug use history, co- 8.3.2
morbidity, co-medications, lifestyle)
9.3 1Is a coding system described for:
9.3.1 Exposure? (e.g. WHO Drug Dictionary,
Anatomical Therapeutic Chemical (ATC) Classification |:| |:| |Z|
System)
9.3.2 Outcomes? (e.g. International Classification of
Diseases (ICD), Medical Dictionary for Regulatory |:| |:| |X|
Activities (MedDRA))
9.3.3 Covariates and other characteristics? ] | X
9.4 Is alinkage method between data sources H H X
described? (e.g. based on a unique identifier or other)
Comments:
Section 10: Analysis plan Yes | No | N/ Section
A Number
10.1 Are the statistical methods and the reason
- : . 8.7.2
for their choice described? ] L] L]




Product: Prolia®
Protocol Number: Prolia 20240121 V5.0
Date: 18 June 2026

Page 66 of 124

Section 10: Analysis plan Yes | No | N/ Section
A Number
10.2 Is study size and/or statistical precision
estimated? X [ [ 8.5
10.3 Are descriptive analyses included? X | O 4 8.7.2
10.4 Are stratified analyses included? X | O 4 8.7.2
10.5 Does the plan describe methods for analytic [] [] <
control of confounding?
10.6 Does the plan describe methods for analytic [] [] <
control of outcome misclassification?
10.7 Does the plan describe methods for handling
missing data? > L] L] 8.7.12
10.8 Are relevant sensitivity analyses described? O 0 X
Comments:
Section 11: Data management and quality Yes | No | N/ Section
control A Number
11.1 Does the protocol provide information on
data storage? (e.g. software and IT environment, ] 8.6
database maintenance and anti-fraud protection, )
archiving)
11.2 Are methods of quality assurance described? | X | [ | [ 8.8
11.3 Is there a system in place for independent u u 2
review of study results?
Comments:
Section 12: Limitations Yes | No | N/ Section
A Number
12.1 Does the protocol discuss the impact on the
study results of:
12.1.1 Selection bias? X | O | O 8.9.1.3
12.1.2 Information bias? X | O | O 8.9.1.2
12.1.3 Residual/unmeasured confounding? ] ] X
(e.g. anticipated direction and magnitude of such
biases, validation sub-study, use of validation and
external data, analytical methods).
12.2 Does the protocol discuss study feasibility?
(e.g. study size, anticipated exposure uptake, duration
of follow-up in a cohort study, patient recruitment, IZ' D D 8.2, 8.5
precision of the estimates)
Comments:
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Section 13: Ethical/data protection issues Yes | No | N/ Section
A Number
13.1 Have requirements of Ethics Committee/
Institutional Review Board been described? X [ [ 2.2
13.2 Has any outcome of an ethical review u u X
procedure been addressed?
13.3 Have data protection requirements been 9.3
described? X [ [
Comments:
Section 14: Amendments and deviations Yes | No | N/ Section
A Number
14.1 Does the protocol include a section to X u u 5
document amendments and deviations?
Comments:
Section 15: Plans for communication of study | Yes | No | N/ Section
results A Number
15.1 Are plans described for communicating study
results (e.g. to regulatory authorities)? >4 o o 8.1
15.2 Are plans described for disseminating study u u X

results externally, including publication?

Comments:

Name of the main author of the
protocol: PPD

Date: 16/March/2024
PPD

Signature:
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Appendix 2. Sample Safety Reporting Form(s)

Observational Research Safety Reporting Form Instructions

This form is for use for observational studies that are using paper report form

General Instructions

The protocol will provide instruction on what types of events to report for the study.

*Indicates a mandatory field.

What to report on this form:

o All adverse events (AEs) are associated with the Amgen drug irrespective of causal
relationship of the event to the study drug or seriousness, unless instructed
differently by the protocol.

e The following safety findings are to be reported on this form as events regardless of
association with an AE:

- medication errors, overdose, whether accidental or intentional, misuse, or
abuse, involving the Amgen product

- transmission of infectious agents

- reports of uses outside the terms for authorized use of the product including
off label use

- occupational exposure
- any lack or loss of intended effect of the product(s)
- product complaint (PC)
- adverse device effect (ADE)
The following should not be reported on this form and should be reported via the

normal process set up for the study

e pregnancy and lactation reports

1. Initial or Follow-up* — Please tick the appropriate box

2. Site Number* — Enter your assigned site number for this study. Participant
Number* — Enter the entire number assigned to the participant.

3. Indicate event type* — Tick the relevant box which applies to the event(s) you
are reporting. Please note, more than one box can be ticked.

4. Contact Details* — Provide your name, phone, address, etc. (These contact
details should be for the Vendor or Investigator)

5. Reporter ID* — Provide name or ID of reporter, phone, address, etc. (This could
be the Investigator details if vendor details are added in section 4.

6. HCP Contact Details (if other than reporter)* — Provide name or ID of reporter,
country, phone, address, etc.

7. Patient* — Enter the participants demographic information.
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8. Medical History (include primary diagnosis)* — Enter medical history that is
relevant to the reported event, not the event description. This may include pre-
existing conditions that contributed to the event, allergies and any relevant prior
therapy, such as radiation. Include dates if available.

9. Suspect Product Information (include dosing details)* — Provide
Product/Device information, Indication, start date, stop date, dose, route,
frequency, Lot#, Serial#. It is important that all efforts are taken to provide the
Lot number, were possible.

10. AE, Other Safety Finding, PC/ADE Information*:

AE Diagnosis or Syndrome*:

¢ If the diagnosis is known, it should be entered. Do not list all
signs/symptoms if they are included in the diagnosis.
¢ If a diagnosis is not known, the relevant signs/symptoms should
be entered.
e If the event is fatal, the cause of death should be entered and
autopsy results should be submitted, when available.
Onset Date* — Enter date the AE first started rather than the date of diagnosis or
hospitalization. For serious events, the start date is the date the event started, not the

date on which the event met serious criteria. This is a mandatory field.

Resolved Date* — Enter date the AE ended. For serious events, this is not the date
when the event no longer met serious criteria. If the event has not ended at the time of
the initial report, a follow-up report should be completed when the end date is known. If

the event is fatal, enter the date of death as the end date.

Hospitalization* — If the participant was hospitalized, enter admission and discharge
dates. Hospitalization is any in-patient hospital admission for medical reasons, including
an overnight stay in a healthcare facility, regardless of duration. A pre-existing condition
that did not worsen while on study which involved a hospitalization for an elective

treatment, is not considered an AE. Protocol specified hospitalizations are exempt.

Serious Criteria Code* — This is a mandatory field for serious events. Select the

appropriate code for the event(s) being reported
Action Taken* — State what action has been taken with suspect drug/device.

Outcome* — Enter the code for the outcome of the event at the time the form is

completed if outcome is known.

Severity* — State the severity of the safety event being reported.
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Relationship to Product/Device*:

Relationship to Amgen drug under study* — The Investigator must determine and
enter the relationship of the event to the Amgen drug under study at the time the

event is initially reported.

Relationship to Amgen device* — The Investigator must determine and enter the
relationship of the event to the Amgen device (eg, prefilled syringe, auto-injector) at
the time the event is initially reported. If the study involves an Amgen device,
this is a mandatory field. This question does not apply to non-Amgen devices

used in the study (eg, heating pads, infusion pumps)
11. Concomitant Medications* — Indicate if there are any medications.

Medication Name, Start Date, Stop Date, Dose, Route, and Frequency — Enter
information for any other medications the participant is taking. Include any study drugs
not included in section 5 (Product Administration) such as chemotherapy, which may be

considered co-suspect.

Co-suspect — Indicate if the medication is co-suspect in the event.
Continuing — Indicate if the participant is still taking the medication.
Event Treatment — Indicate if the medication was used to treat the event.

12. Relevant Laboratory Tests* — Indicate if there are any relevant laboratory

values.
For each test type, enter the test name, units, date the test was run and the results.

13. Other Relevant Tests* — Indicate if there are any tests, including any

diagnostics or procedures.
For each test type, enter the date, name, results, and units (if applicable).
14. Description* — Describe Event.

Enter summary of the event. Provide narrative details of the events listed in
section 3. Include any therapy administered, such as radiotherapy; (excluding
medications, which will be captured in section 6). If necessary, provide additional

pages to Amgen.
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Complete the signature section at the bottom of each page and fax the form to

Amgen.

Date of Reporter
Awareness:
Observational Research Date Reported to
Study ID: 20240121 | AMGEN Safety Reporting Form Amgen:
Fax reports to: <<populate LAO fax here or delete
Amgen Local Office language>>

1. Initial: [] Follow-up: [ ]
2. Site Number: Subject Number:

3. Indicate event type: (Please tick all that apply)
[ ] AE/Other Safety Finding [ IProduct Complaint (PC) [ ] Adverse Device Effect (ADE

4. Contact Details (Vendor/Investigator) 5. Reporter ID
Name Phone Fax Name or ID Phone Fax
Address Address
City State/Province City State/Province
Postal Code Country Postal Code Country
6. HCP Contact Details (if other than 7. Patient
reporter)
Name Initials | Sex Age (at|Was consent
(option time  of|obtained to
Country al) LIF event) |follow-up with
M HCP?
Address
[ Yes
City State/Province | Postal Code | Weight | Height Race [ ] No
Phone Fax ] Llin Is patient also
Ibs ] reporter?
] |em []Yes
kg []No

8. Medical History (include 9. Suspect Product Information (include dosing

primary diagnosis) details)

Product/Device:

Indication:

Start Date Stop Date Dose |Route |Frequency
day month |day

year month

year
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Pregnant? []Yes []No Prefilled Syringe? Lot #
Lactating? []Yes []No [JYes []No ] Unknown Vial Size
Serial #
Allergy: Other Device |[] Unavailable /
Unknown
her Safety Finding
Hospitalization [Serious [|Action |[Outco (Seve|Relation
Hospitalized? Criteria |[Taken |me rity [ship to
Finding O Yes [ No 01 Fatal |1=none |01 1=mil|Product
(List main Prolonged 02 2—dose |Recoveld /Device
event first; Resolved | Hospitalization? |Immediatel|reduced |red/  [2=m [Is there
one event Date [ Yes [ No Vi life-3=dose |Resolv |oder |a
per line) (If patient threateninglincrease |ed ate |reasona
died, list |Admitting  dx (03 d 02 3=se [Ple
date  of Required/Pl4_qgryg [Recovejvere |possibilit
Onset |92t0) | rolonged  |withdraw N9/ y  that
Date |C2use of hospitalizat}, Resolvi this
Death: Date Admitted fion 5-drug |9 event
(provide |Date 04 rechallen|03 Not may
autopsy |Discharged Persistent ge recover have
report) or (state ed/not been
significant |5 tcome [resolve caused
disability by the
/incapacity 04 Product/
05 Recove Device?
day day day day Congenital red/ Prod|De
month | month month |month [anomaly/bi resolve uct |vic
year |year year year rth defect d with e
06 Other sequel
significant ae
medical 05
hazard Fatal
07 Non 06
serious Unkno
wn
Y |Y
N |N
Y |Y
N |N
Y |Y
N |N
Y |Y
N |N
Y |Y
N |N
Y |Y
N |N
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Medication |Start [Stop |Co- Continui |Dose Route Freque | Treatment
Names Date |Date [suspect |ng ncy Meds

Day Day No No

Month |Month |Yes Yes

Year Year

12. Relevant Laboratory Values (include dates, allergies, and any relevant prior

therapy)
Date Te
Day st
Month |Un
Year it

13. Other Relevant Test (diagnostics and procedures)

Date Additional Tests Results Units
Day Month Year

14. Description: Provide chronological summary and details of AE symptoms, PC or ADE

that are listed in section 10 (signs, diagnosis, treatment, concomitant medications

including those used to treat event).
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Appendix 3. Pregnancy and Lactation Notification Forms

Ahﬁﬂ'l Pregnancy Motification Form
Report to Amgen at: USTO fax: +1-888-814-3553, Mon-US fax: +44 (0)207-136-1046 or email {worldwide): svc-ags-in-us@amgen.com

1. Case Administrative Information

Protocol! Study Mumbser:

Study Design: [J Interventional  [E] Cbservational (f Observational: [ Prospective [ Retrospactive)

2. Contact Information

Investigator Name Site #
Phone ( 1 Faxi ___ | Email
Institution

Address

3. _Subject Information

Subject ID # Subject Gender: [] Fernale [ Male Subject ape (at onset):___ {in wears)

4. Amgen Product Exposure

Dose at time of
conception

Amgen Product Frequency Route Start Date

mm fdd Y

Was the Amgen product {or study drug) discontinued? O fes O Mo
If yes, provide product (or study drug) stop date: mm fcld Iy
Did the subject withdraw from the study? 0 Yes O Mo

5. Pregnancy Information

Fregnant female's last menstrusl pericd (LMP) am {dd S yyyy OUnknowm Im
Estimated date of delivery  mm {dd Sy

If WA, date of termination {actusal or planned) mm dd__yvyy
Has the pregnant female slresdy delivered? [J¥es [JMo [JUnknown [JMA

If yes, provide dete of delivery: mm ' dd WYY

Wias the infant heslthy? [ Yes [JMo [JUnknown [JRA

If any Adverse Event was experienced by the infant, provide brief details:

Eorm Completed by
Print Mame: Title:
Sigmature: Date:
FORM-115188 ‘Wersion 1.0 Effective Date- 24-S=pt-2018
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Ahm Lactation Notfification Form

Report to Amegan ab: LISTO fax: +1-28B8-214-8653, Man-U% Fax: +44 [01207-136- 1046 or email (warldhwide): sve-ags

1. Case Administrative Information

Profocol/ $tudy Number: _ 20240121

I - 5 T e ECT T

E Obsarvational {§ Obsarvational: [0 Prospective [ Relrospacsie)

Study Deslgn: [0 Intercentional

2. Contact Information

Investigator Nams Eite #
Phiona | 1 Fax i | Emall
Inatitution

Addrass

3. Subject Information

Subjact ID &

4. Amgen Product Exposure

Subject age (at onest): (in years)

. Doza at ime of |
Amgen Product breast fesaing Frequency Route start Date
m W VY.
Was the Amgen praduct {or study drug) discontinued ? O v¥es [ MHa
If yes, provide product (ar study drog) stop date: mm (el gy

O Mo

Did the subject withdraw fram the stedy? Ve
I i

5. Breast Feeding Information

Did the mother breastfesd or provide the infant with pumped breast milk while acticely taking an Amgen praduct? [J¥es [Jo
f Mo, provide siop date: mm idd Y

nfant date of birth: mm idd YYYY,

nfant gander: [ Female [ Male

s the infant healthy? [QYes [WNo [ Unknown B

fany Adverse Event was experienced by the m s or the infant, pravide beief de

Earm Completed Dy:

Print Hame: Title:

Elgnature: Date:

FORM s201 Warzion 1.0 Effectne Dale: Z4-5ep-2018
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66 References to a historic document or activity prior to the update to REMS Knowledge Assessment Survey
terminology.
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List of Abbreviations

Abbreviation Definition

AE Adverse Event

Amgen Amgen Inc.

APRN Advanced Practice Registered Nurse
DO Doctor of Osteopathy

FDA Food and Drug Administration

HCPs Healthcare Providers

1gG2 Immunoglobulin G2

KAB Knowledge, Attitudes, and Behavior
MD Doctor of Medicine

MIR Medical Information Request

OSF Other Safety Events

PA Physician Assistant

PC Product Complaint

QR Qualitative Research

RANK Receptor Activator of Nuclear Factor-Kappa B
RANKL RANK Ligand

REMS Risk Evaluation and Mitigation Strategy
SE PSP Safety Event Project Specific Procedure
TDlIs Telephone In-Depth Interviews
A

us United States
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OVERVIEW

Prolia® (denosumab) is a fully human Immunoglobulin G2 (IgG2) monoclonal antibody
with affinity (equilibrium dissociation constant = 3x x10 12 M) and specificity for human
receptor activator of nuclear factor-kappa B (RANK) ligand (RANKL). Prolia has an
approximate molecular weight of 147 kDa and is produced in genetically engineered
mammalian (Chinese hamster ovary) cells. RANKL exists as a transmembrane or

soluble protein.

RANKL is essential for the formation, function, and survival of osteoclasts, the sole
somatic cell type responsible for bone resorption. Prolia binds to RANKL, preventing
RANKL from activating its receptor, RANK, on the surface of osteoclasts and their
precursors. Prevention of the RANKL/RANK interaction inhibits osteoclast formation,
function, and survival, thereby decreasing bone resorption and increasing bone mass

and strength in both cortical and trabecular bone.

Because of the increased risk of severe hypocalcemia, a comprehensive Risk Evaluation
and Mitigation Strategy (REMS) was determined necessary by the United States (US)
Food and Drug Administration (FDA) to ensure that the benefits of the drug outweigh the
risks. Amgen Inc, (hereinafter referred to as “Amgen”) received the FDA’s approval of
Prolia and the Prolia REMS on 05 March 2024.

A component of the Prolia REMS Assessment Plan is the conduct of a quantitative
evaluation survey of healthcare providers (HCPs) to assess their awareness of the
REMS materials, knowledge of the risks associated with Prolia, and knowledge of the
requirements of the Prolia REMS. This non-interventional study is part of the Prolia

REMS Assessment and is a commitment to the FDA.

In order to effectively evaluate the HCP Knowledge, Attitudes, and Behavior (KAB)
Survey, qualitative research, hereafter referred to as Qualitative Research (QR), will be
conducted on a subset of questions from the draft Wave 1 HCP KAB Survey with a
representative sample of HCPs who are treating osteoporosis will be identified via direct
outreach by a recruitment facility. The recruitment facility will utilize its nationwide
proprietary database of HCPs who have expressed interest in participating in market

research and opted-in to be contacted about potential research opportunities.

QR will be carried out in a double-blinded manner, ie, respondents will not know the
identity of Amgen and the product under study and Amgen will not know the respondents

who participated in the study. Note that in the event an HCP reports information that
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meets the criteria as defined in the Safety Event Project Specific Procedure (SE PSP),

the identity of the HCP may be provided to Amgen.

Feedback elicited from the QR interviews will be used to support the identification of
terms, questions, or topics that may require clarification or revision based on any areas

of confusion or miscomprehension reported by interviewed participants.

Upon concluding this research, a findings presentation will be delivered by SiSillill
I (he KAB Administrator, the company responsible for conducting
this research, on behalf of Amgen. Findings and recommendations from QR will be
reviewed and incorporated as appropriate to update the questions and response options

prior to the implementation of the Wave 1 HCP KAB Survey.

RESEARCH DESIGN

This QR plan outlines the goals and objectives, research methodology, eligibility criteria,
and interview design to be used in the qualitative evaluation of the HCP knowledge,
attitudes, and behaviors around the survey questions, and response options being
tested for the Prolia REMS HCP KAB Survey.

Objectives

The objectives of this research include the following:

¢ Review of survey questions and response options with respect to comprehension,
relevance, and clarity.

¢ Identify terms, questions, or topics that require clarification or revision based on
areas of confusion or miscomprehension by interviewed participants.

o Evaluate participants’ overall understanding of the survey questions and response
options; and

¢ Make recommendations for potential changes to the survey questions and/or
response options based on QR findings.

Methodology

The goal of the qualitative research is to conduct twelve (12), 60-minute one-on-one

Telephone In-Depth Interviews (TDIs) with a representative sample of HCPs who are

treating osteoporosis.

All interviews will be conducted by an experienced research moderator (hereafter
referred to as “moderator”) to ensure consistency between participant interviews using a
detailed discussion guide. All interviews will be audio recorded with the participants’

consent and subsequently transcribed.
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Eligibility Criteria
Inclusion Criteria:
Include 12 HCPs who:

e Are located in the US.
e Are treating patients with osteoporosis.

e Do not work for or have immediate family who work or is a consultant for a
pharmaceutical company, @#lj. or the FDA.

o Who have not been debarred or otherwise sanctioned
e Have access to a computer/tablet with access to the internet during the interview.
¢ Are willing and able to sign an Interview Release Form to participate in the research.

Exclusion Criteria:

HCPs who do not meet all of the inclusion criteria as listed above.

Recruitment

ESI will work with a recruitment vendor to identify participants who meet eligibility
(Eligibility Criteria). Recruitment will consist of direct outreach to each potential
participant, utilizing various outreach methods including mail, e-mail and/or telephone
calls. Up to 3 attempts will be made targeting non-responders. Eligible participants who
complete the interview and would like to receive compensation can choose to receive
compensation as fair market value for their time spent participating in the interview. All
potential participants have the option of participating and not receiving compensation.
Thank you materials can be found in Appendix 4.

Participants will be screened (Appendix A) for eligibility as outlined in the Eligibility Criteria.
When a respondent meets all eligibility criteria, the recruitment vendor will:

e Collect the participant’s information and schedule an interview.

e E-mail/fax/mail and collect the Interview Release Form from the participant.

o E-mail/fax/mail participant confirmation letters which include the interview date and
time, the teleconference dial-in information, and detailed instructions on how to join
the interview.

¢ Notify participants at the completion of the interview and once the Interview Release
Form that s/he will be compensated for their time spent participating in this 60-minute
qualitative interview process.

— If Physician: SSili

— If Advanced Practice Registered Nurse (APRN) (including Nurse
Practitioner [NP])/Physician Assistant (PA): SSlll

The recruitment vendor will only share participant information with @j#j that is necessary

to determine eligibility, to coordinate the research interview with participants, and or to
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comply with reporting of information as outlined in the SE PSP. Depending on the
information being queried, @jil] may share information with Amgen to further the

decision in support of this research.

If the participant does not want to be contacted about future research studies, their
information will be removed from future contact attempts. If for any reason, the
recruitment vendor is unsure about a participant’s eligibility as it relates to this program,

the recruitment vendor will contact @@jj who will confirm with Amgen as needed.

INTERVIEW DESIGN
Prior to the Interview
Upon confirmation of each participant’s eligibility and availability, the recruitment vendor

will e-mail or fax an interview confirmation letter to each participant.

Each participant will be informed that the interview will be conducted online where the
moderator will share a screen with the participant and present the materials for review.
As such, the participant will be advised that a computing device of reasonable size
(ie, desktop, laptop, or tablet; not a smartphone) will be needed with access to the

internet at the time of the interview.

During the Interview
All participant interviews will follow a standard process and will be guided by a pre-
scripted discussion guide. When the participant joins the interview, the moderator will go

through introductions and disclosures with the participant. For example:

1. General introductions — The moderator will thank the participant for being part of the
research and inform the participant that the interview will be audio taped only to help
prepare a written report for research purposes. The moderator will reconfirm with the
participant that audio taping may begin and will initiate recording upon the
participant’s agreement.

2. Confidentiality — The moderator will inform the participant that the information
gathered is for research purposes only and s/he will not be identified by name in any
reports. The moderator will assure the participants that their input and opinions will
be reported in aggregate and are important to improve the program'’s research or
educational materials.

3. Potential Adverse Event (AE), Other Safety Events (OSF), Potential Product
Complaint (PC), Potential Medical Information Request (MIR), and/or Potential
REMS-related Questions, Reporting — The moderator will inform the participant that
should any Potential AE, PC, MIR, and/or REMS-related Questions be reported, the
moderator is required to forward this information to the research sponsor and ask the
participant if they are willing to waive their confidentiality for Potential AE, PC, MIR,
and/or REMS-related Questions reporting purposes only.
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4. Rapport building — The moderator will learn a little bit about the participant.

5. The moderator will remotely assist the participant in logging in to the secure website
to review the materials via screen share.

After the above steps, the moderator will then review the associated question items with

each participant. Additional details on interview content and conduct will be included in

the HCP Moderator’s Discussion Guide.

At the close of the interview, the participant will be thanked for his/her time and will log
off of the online platform. The participant will be informed that the recruitment vendor
will mail compensation in the amount determined as fair market value, if eligible, for their
time and efforts. For more information regarding compensation for participation efforts

please refer to Recruitment.

INTERVIEW RELEASE PROCEDURES

All participants will provide a signed Interview Release Form prior to the interview. All
participants will provide verbal consent to be audio recorded. Participants will be
informed that the transcribed interviews may be shared with the sponsor and regulatory
agencies; however, the moderator will explain that neither the participant’'s name nor
other identifying information will be associated with the audio recording, or the
responses provided during the interview. In the event that a participant does not
consent to the recording of their interview, the interview will be terminated, and another
participant will be scheduled.

POTENTIAL ADVERSE EVENT, PRODUCT COMPLAINT, MEDICAL INFORMATION
REQUEST, AND REMS-RELATED QUESTION REPORTING REQUIREMENTS

The SE PSP has been created to establish a process for the proper handling of potential
AEs, OSF, PCs, MIRs, and/or REMS-Related Questions should personnel conducting

this research become aware of such information.

While it is not the intent that any participant in QR will report information that meets the
criteria of a potential AE, OSF, PC, MIR, and/or REMS-Related Question, it is possible
that a participant may spontaneously report information that meets these criteria. If
information pertaining to a potential AE, OSF, PC, MIR, and/or REMS Related Question
is mentioned during a QR interview, a ] QR team member will document the
information and the participant’s contact information, if consent to provide contact
information is given. Information on all reports that may constitute a potential AE, OSF,

PC, MIR, and/or REMS Related Question will be forwarded to Amgen, according to the
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B8l KAB SE PSP and the Amgen requirements for management and reporting such

information.

QUALITATIVE ANALYSIS & REPORTING

Data from all research interviews, including transcripts, and interviewer notes, will be
thoroughly reviewed by @i#jl] staff. A systematic content analysis approach will be used
to assess the participant’s understanding of the select HCP KAB Survey questions and
response options evaluated. Emphasis will be placed on identifying areas of ambiguity
or disagreement with, and/or gaps in understanding the survey questions and/or

response options, and suggested changes for clarification and revision.

The QR findings will be reported in two formats. One format will consist of a PowerPoint

presentation that will include but not be limited to:

e Participants select survey questions and response options

¢ QR findings that place emphasis on identifying specific points of confusion,
disagreement or ambiguity

e [EEI recommendations based on participant feedback
¢ Final decisions made by Amgen

The second format consists of a final report prepared by @@l in Microsoft Word. This
final Summary Report will include an overview of the goals and objectives of the
research, participant inclusion/exclusion criteria, methodology, a description of the
participant demographics, a high-level summary of qualitative findings, and final
decisions made by Amgen as applicable on any modifications required to the survey
questions and/or response options. Additionally, this final Summary Report, along with
the QR Plan and Screener, Recruitment Materials, Discussion Guide used to conduct
QR, Interview Transcripts, and the Findings Presentation, will be available for inclusion

as part of the submission to the regulatory authorities.

As this research is qualitative and exploratory in nature with a limited sample size, the
number of participants who made a particular comment about specific language in the
survey questions/response options will not be quantified in the final Summary Report
(eg, # of participants said that this question of the survey was easy to understand).
Instead, the qualitative findings will highlight overall, common themes (eg, most

participants felt that...) to help qualitatively inform any revisions to the materials.
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