Clinical Study Protocol — v8.0 AstraZeneca
5 mg Rosuvastatin with a Web App (Combination Product) - D356PL00015

Clinical Study Protocol

5 mg Rosuvastatin with a Web
Study Intervention ~ APP (Combination Product)

Study Code D356PL00015

Version 50

O/ Date 14Sep2022

TACTIC - Techno -Assisted Cholesterol Trial in Consumers

A Phase III, 6-Mo —selection and Actual Use for Rx-to-
OTC Switch of rosuvastatin g once-daily in combination with a
Web App

Sponsor Name: AstraZeneca Pharmaceut:

Legal Registered Address: 1800 Concord Pike, )m7 DE 19805
Web App Manufacturer: Idea Evolver

Legal Registered Address: 53 Bridge Street, Smte 302, Srnnkl 1201
Regulatory Agency Identifier Number(s): IND 124210

This Clinical Study Protocol has been subject to a peer review according to
Standard procedures. The Climical Study Protocol 1s publicly registered, and
disclosed and/or published according to the AstraZeneca Global Policy on Bioethn
compliance with prevailing laws and regulations.

CONFIDENTIAL AND PROPRIETARY 1of 155



Protocol Number: D356PL00015

Amendment Number: Amendment 7

Study Intervention: Rosuvastatin calcium 5 mg and Web App

Study Phase: Phase [II Self-selection and Actual Use for BEx-to-OTC Switch
Short Title: Technology-Assisted Consumer Tnal in Cholesterol (TACTIC)

Medical Monitor Name and Contact Information will be provided separately Central
Principal Investigator

National Study Chairman

|||||‘|

CONFIDENTIAL AND PROPRIETARY 2of155



.

Clindeal Stady Protoco] — w50 Astrafeneca
5 mg Rosuvastatin with 2 Web App (Combination Produst) - DASGELOGILS

CLINICAL STUDY PROTOCOL AGREEMENT

TACTIC - Technology-dssisted Cholesterol Trial tn Consumers

A Phase III, §-Month, Selfselection and Actual Use for Rx-to-OTC Swhich of roswvastasin 5 mg once-duily
in combination with a Weh Anp :

FROTOCOL #20030/ D356PLOONTE
Date: 14Dec2022

The signatures below of the Concentrics ! and the representatives of the Sponsor constitate
their pzspective approvals of this protocal and the necessary assurances that this study will be condustad as
statedin the protocol, inclading all stareaents as to confidentiality. It is agroed that the conduct and results of (s
study will be kept confidential and that survey data and other pertinent dsts will become the property of AstraZeness




PPD




Clinical Study Protocol —v8.0 AstraZeneca
5 mg Rosuvastatin with 2 Web App (Combination Product) - D356PL0O0015

TABLE OF CONTENTS

T LE PAGE et e et e e e me et e e 1
TABLE OF CONTEN TS et e e e 5
1 PROTOCOL SUMM AR Y e 9
1.1 W IMOPSIS oot e e e e e e e n e 9
1.2 Schema e 19
13 Schedule of Activities. 20
2 INTRODUCTTIOMN ..o em e e 23
21 Study Rationale . 23
22 Background. ... ..o 23
23 Benefit/Risk Assessment ... 24
231 Rask Assessment e 24
232 Benefit Assessment. . 25
233 Overall Benefit-Risk Conclusion ... 26
3 OBJECTIVES AIND ENDPOIN TS e 27
31 Endpomnt Rationale .. 31
- STUDY DESIGIN et e e 35
4.1 OVErAll DESIEI oo 35
42 Scientific Rationale for StudyDesign. ... 36
43 Justification for Dose ... 38
44 End of Study Definttion ... 38
5 STUDY POPULATTON e e 39
51 Recrmtment Strategy . . 39
52 Inclusion Criferia. ... 40
53 Exclusion Criteria ... 41
54 Lafestyle Considerations ... 42
55 Pre-ScreenFanlures ... 42
6 STUDY INTERVENTION . e 43
6.1 Study Intervention Admmistered ... 43
6.1.1 Investigational Products .. ... 43
6.12 Software asa Constituent Part ... 44
6.2 Preparation/Handling/Storage/Accountability of Interventions ... 44
6.3 Measures to Mimimize Bias: Randomizationand Blinding ... 45
6.4 Study Intervention Comphance. ... 45
6.5 Concomutant Therapy ... 45
6.5.1 Rescue Medicine ... 46
6.6 Dose Modification ... 46

CONFIDENTIAL AND PROPRIETARY 50f 155



Clinical Study Protocol — v8.0 AstraZeneca
5 mg Rosuvastatin with 2 Web App (Combination Product) - D356PL0O0015
6.7 Intervention after the End of the Study ... 46
7 DISCONTINUATION OF STUDY INTERVENTION AND PARTICIPANT
DISCONTINUATION/WITHDRAWAL e 46
7.1 Discontinuation of Study Intervention ... 46
72 Participant Withdrawal fromthe Study_._....... 47
73 Lostto FOlloW-Up ..o 47
8 STUDY ASSESSMENTS AND PROCEDURES . 48
8.1 ATy e 56
82 Efficacy Assessments ... 57
83 Safety Assessments . ... 57
831 Physical Examunations ... 57
8§32 Vtal S1ENS. e 58
833 Electrocardiograms ... 58
834 Chinical Safety Laboratory Assessments ... ... 58
835 Other Safety Assessments .. ... 58
8.4 Adverse Events and Serious Adverse Events ... ... 58
841 Time Period and Frequency for Collecting AE and SAE Information.............__... 59
842 Follow-up of AEsand SAES ... . 59
843 Causality Collection ... 60
844 Adverse Events Based on Signs and Symptoms ... 60
845 Adverse Events Based on Examunations and Tests ... 61
846 Reporting of Serious Adverse Events ... 61
8461 Reporting of AEs/SAEs in Relationto COVID-19 ... ... 62
8§47 Pregman ey 62
8471 Maternal EXPOSUIe . 62
8438 Medication EITOr ... 63
849 Software as a Constrtuent Part. ... 63
8.5 OVETUOSE ...ttt 64
8.6 Human Biological Samples ... . 64
861 Pharmacokmetics ... 64
862 Pharmacodynamics . ... 64
8.7 Human Biological Sample Biomarkers ... 64
871 Collection of Mandatory Samples for Biomarker Analysis ... ... ... 64
872 Collection of Optional Biomarker Samples ... .. 64
873 Other Study-Related BiomarkerResearch ... . 65
8.8 Optional Genomics Imtiative Sample .. 65
89 Health Economics OR Medical Resource Utilization and Health Economics......65
9 STATISTICAL CONSIDERATIONS 65
91 Statistical Hypotheses . 65
92 Sample Size Determunation ... 65
93 Populations for Analyses. ... 68
94 Statistical Analyses . 69

CONFIDENTIAL AND PROPRIETARY G6of 155



Clinical Study Protocol — v8.0 AstraZeneca
5 mg Rosuvastatin with a Web App (Combination Product) - D356PL00015

941 General Considerations. ... 69
9411 Subgroup Analyses ... 69
9412 Web App Records . ..o 69
9413 Mitigation Plan ... 70
9414 Managing Varability of Laboratory, Blood Pressure and Waist Circumference

Data from Dafferent Sources ... 76
942 Study ENdPOItS . o oo 79
9421

04272

943

944

9.5

9.6

10 SUPPORTING DOCUMENTATION AND OPERATIONAL
CONSIDERATIONS ..o 93

11 APPENDICES oo 93

LIST OF FIGURES

Figure 1 Study Desion .o 19
Figure 2 Two-by-Four Table Illustrating Possible Self-Selection Outcomes for
Imifial TASS Assessment. ... 80
Figure 3 Three-by-Three Table Illustrating Possible Self-Selection Outcomes for
Final Use Assessment ... 82

LIST OF TABLES

Table 1 Schedule of Activities ... 20
Table 2 Investigational Products ... 43
Table 3 Estimated Number of Subjects/Participants by Study Stage ... 66
Table 4 Populations for Analysis ... 68
Table 5 Imitial Self-Selection Mitigations. ... 71
Table 6 Use Period Mitigations ... 73

CONFIDENTIAL AND PROPRIETARY 7of 155



Chinical Study Protocol — vE.0 AstraZeneca
5 mg Rosuvastatin with a Web App (Combination Product) - D3S6PTO001S

LIST OF APPENDICES
Appendix A Regulatory, Ethical, and Study Oversight Considerations...........c.cccoeevvene. 95
Appendix B Adverse Events: Definitions and Procedures for Recording, Evaluating,
Follow-up, and Reporting ... 100
Appendix C Cutter Evaluation of Drug Accountability Compliance...........oocoevvvveeee 104
Appendix E Abbreviations & DefInitions. ... 120
Appendix F Protocol Amendment History ... 123
Appendix G BefereniCes .o 129

CONFIDENTIAL AND PROPRIETARY 8 of 155



Clinical Study Protocol — v8.0 AstraZeneca
5 mg Rosuvastatin with a Web App (Combination Product) - D356PL00015

1 PROTOCOL SUMMARY

1.1 Synopsis

Protocol Title: A Phase ITI, 6-Month Self-Selection and Actual Use Study for Rx-to-OTC
Switch of rosuvastatin 5 mg Once-daily

Short Title: Technology-Assisted Cholesterol Trial in Consumers (TACTiC)

Rationale: For over a century, heart disease has remained the leading cause of death for both
men and women in the Umted States and worldwide (Mercado et al 2015). Elevated
cholesterol 1s a key risk factor for heart disease, and while lowering cholesterol with statin
drugs reduces cardiovascular morbidity and mortality, only about half of the people in the
United States who require therapy are currently treated (Mercado et al 2015). This represents
a substantial public health 1ssue for the United States. While there are numerous reasons why
people are not treated, what 1s clear 15 that easier access to safe, effective, and affordable
therapy would have a significant positive impact on public health. One way to stmplify
access to statin therapy would be to make 1t available to consumers without a prescription
(e.g., Over-the-Counter [OTC]). Past attempts to achieve an OTC switch for statin treatment
have failed due to concerns about the efficacy of the statins tested, and because consumers
were unable to properly self-select. The Crestor OTC program addresses these concerns by
using Crestor 5 mg (a safe and highly effective dose of rosuvastatin with mimimal interactions
[AstraZeneca Pharmaceuticals LP 2021]) with a Web App that features a Technology-
Assisted Self-Selection (TASS) tool. The TASS tool ensures the medicine 1s only made
available to consumers for whom 1t 1s safe and appropriate. Completed studies testing Drug
Facts Label (DFL) comprehension, Consumer Information Leaflet (CIL) comprehension, Web
App comprehension, Human Factors, Targeted Self-Selection, and All-comers Self-Selection
have shown that this approach 1s viable. Based on the positive results from these pivotal
studies, AstraZeneca 1s ready to proceed with the Actual Use Study (AUS).

Purpose: The purpose of this AUS 1s to evaluate the extent to which participants can safely
and effectively self-select, purchase, and use Crestor OTC 5 mg for a 6-month period
according to the label. Integral to these evaluations will be the ability of participants to
correctly enter their health information into the Web App.
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Objective and Endpoints

participants deemed “OK to Use” or
those with an “Ask a Doctor” outcome
who contact a doctor and are permitted
to continue freatment) compared to the
TASS outcome obtamned using clinician-
verified medical and laboratory data

Objectives Endpoints
Primary
¢  Evaluate inifial TASS outcome (for ¢  Percentage of participants with an

Overall Correct (correct + mitigated)
Initial TASS Outcome at the initial self-
selection (Threshold: 85% lower bound
[LB])

«  Evalunate that participants are properly .
using nonprescription rosuvastatin
durimg the use period as assessed by
their ability to correctly enter their
ongoing health status into the Web App
to get the correct TASS outcome or
through the medical and medication
history in those participants who fail to
complete a final TASS use assessment

Percentage of participants with an
Overall Correct (correct + mitigated)
Final Use Outcome at the final use
assessment (Threshold: 85% lower
bound [LB])

¢ Effectiveness in lowering LDL-C in .
participants regardless of final use

Percent change from baseline in verified
LDL-C to Visit 2 (Threshold: -15%

within 6 months

outcome upper bound [UB], -20% pomt estimate)
Secondary
¢  Compliance with cholesterol retesting ¢  Cholesterol retest within 6 months of

starting medication (that was verified at
WVisit 2, not including study mandated
tests) by at least 60% of participants
who are eligible for continuous
treatment

¢« Compliance with “Stop Use” wamnings | »

Percentage of participants who correctly
self-identify as having a “Stop Use”
warning and stop medication

¢« Compliance with “Do Not Use” .
warnings

Percentage of participants who correctly
self-1dentify as having a “Do Not Use”
warning at the final use assessment
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Objectives Endpoints

»  Comphance with “Ask a Doctor Before | »
Use™ warnings

Percentage of participants who correctly
self- identify as having an “Ask a
Doctor Before Use” warning at the final

se assessment

» Comphance with Continnous Dosing .

Percentage of participants with overall
compliance between 50% and 120% as
determined by pill count (Threshold:
point estimate = 50%)

Percentage of participants with
longitudinal compliance between 50%
and 120% across all supply periods as
determined using eDiary data
(Threshold: point estimate = 50%)

Percentage of participants who were
persistent as determined by reorder data
from the Web App (Threshold: pont
estimate = 50%)
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Objectives Endpoints

—
'

Overall Design

This 1s a 6-month, single-arm, technology-assisted Self-Selection and Actual Use Study to
evaluate the use of rosuvastatin 5 mg 1n combination with a Web App; there 1s no comparator
or confrol drug. The study will be conducted m a population of all-comers comprised of
interested subjects who respond to an ad for a study about lowening cholesterol, complete pre-
screeming procedures, and complete a Web App that features a TASS tool. The TASS tool 1s
medical device software that ncorporates an algorithm based on the American Heart
Association (AHA)/American College of Cardiology (ACC) cardiovascular risk calculator, the
2018 Gmdeline on the Management of Blood Cholesterol (Grundy et al 2018) and the Crestor
OTC DFL 1n order to determine 1f a consumer would qualify for treatment with
nonprescription rosuvastatin caleum, a moderate-intensity statin therapy.

Subjects are eligible to purchase nonprescription rosuvastatin calcium if they meet the
requirements for safe use according to the DFL, 2018 Cholesterol Treatment Guidelines
(Grundy et al 2018) and have an appropriate atherosclerotic cardiovascular disease (ASCVD)
risk score.

Subjects who have a “Do Not Use” outcome or an “Ask a Doctor” outcome and do not confirm
within the Web that they spoke to a doctor will not be permutted into the home use phase
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The TACTIC study will be conducted 1n 30-50 markets throughout the Umted States. All
visits will be completed utilizing virtual methods such as virtual visits conducted by the
Central Medical Operations Group (CMOG) study staff The CMOG 1s compnised of
clinicians that nclude registered nurses, nurse practitioners, physician assistants and medical
doctors. There will be a Virtual Visit 1, 60-day and 120-day phone calls, a Virtual Visit 2 and a
30-day follow-up phone call post-study drug discontinuation to assess participants status with
regard to adverse events (AEs).

Inclusion Criteria

1 Males, 20-75 years of age

2  Females, 20-75 years of age (This inclusion criterion will be applied until 50 females
under the age of 50 years complete the imtial TASS assessment in the Web App. After
this quota of 50 females under the age of 50 years old 1s met, the inclusion criterion will
be revised to females 50-75 years old).

3 Respond to advertising regarding a concern about high cholesterol or heart health
4  Able to read speak and understand English

Additional Criteria for Inclusion for Actual Use (at Virtual Visit 1)

1  Participant reads and signs the Informed Consent form

Exclusion Criteria

1  The participant or anyone in their household 1s currently employed by any of the
following:
— A pharmacy or pharmaceutical company
— A consumer healthcare company
— A manufacturer of medicines
— A managed care or health insurance company
— A healthcare practice
— An employee of AstraZeneca or Concentrics Research

2 The participant has ever been trained or employed as a healthcare professional (physician,
nurse, nurse practitioner, physician assistant, pharmacist).

3  The participant has, or cannot recall whether he/she has, received an investigational
therapy as part of a chinical trial in the previous twelve (12) months.

4 The participant 1s not willing to provide contact mformation.

5  Previous enrollment in the present study.
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6

10
11

12

The participant has a mailing address in Alaska, or therr mailing address 1s a Post Office
(PO) Box.

The participant 1s not willing to complete an eDiary.

The participant 1s a woman of childbearing potential and 1s not following contraception
gmdelines or 1s not willing to follow contraception gmidelines including practicing
abstinence or using at least 1 of the following acceptable methods of birth control for at
least 1 month prior to entry into the study and for 1 month after study completion:
hormonal — oral, implantable, injectable, or fransdermal; mechanical — spermicide in
conjunction with a barrer such as a condom or diaphragm; intrauterine device; or surgical
sterilization of partner.

The participant does not have access to the internet.

The participant does not have an email address or the ability to recerve emails.

The participant responds to the Single Item Literacy Screener 2 (SILS2) question (Chew
et al 2008), “How confident are you filling out medical forms by yourself?”, with erther
‘extremely’ or ‘quute a bit.” (If the quota for normal literacy 1s met, but the hinuted literacy
target 15 not met, the SILS2 exclusion will be used to help increase the percentage of
limited literacy participants at Virtual Visit 1. Participants identified as normal literacy by
Rapid Estimate of Adult Literacy in Medicine [REATM] testing at Virtual Visit 1 will not
be excluded from entry mnto the treatment phase of the study.)

Inability to conduct interviews in a private location so that sensitive information about the
participant or study would not be overheard by others not permitted to hear such
mformation.

Additional Cniteria for Exclusion from Actual Use (at Virtual Visit 1)

Confirmation by Concentrics Central Medical Operations Group (CMOG) clinician:

1

That the participant 1s pregnant, as determuned by an approved self-admimstered OTC
urine pregnancy test (UPT) conducted for all female participants of chuldbearing potential
(Female participants who are not post-menopausal or surgically stenile).

That the participant 1s breastfeeding.

That the participant has an allergy to rosuvastatin.

Disclosure Statement: Thus 1s a 6-month, single-arm_ uncontrolled technology-assisted self-
selection and actual use study to evaluate the use of rosuvastatin 5 mg in combination with a

Web App.
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Number of Participants:

The target for this study 1s at least 500 evaluable participants with a goal to have 100 of
limited literacy. It 1s expected that approximately 80,000 consumers will contact the Call
Center for pre-screening in response to advertising. Traditional (1.e., television, print) and
digital advertising approaches will be utilized for recrutment. The table below summarizes the
estimates and percentage drops at each step from the imitial call into the Call Center through

completion of the study.
Calls into Call Center Estimated 80,000 calls
Sent the Web Link Estimated 54 400 subjects
Assumes:

Pre-screen Fail rate = 24% Qualified
Refused rate = 8%

Complete the Web Link (66%)

Estimated 35,900 subjects

Qualify as “Ok to Use™ (~ 5%)

Estimated 1,800 subjects

Schedule Virtual Visit 1 (85%)

Estimated 1,525 subjects

Enrolled — Complete consent at Virtual Visit 1
(80%)

Estimated 1,220 participants

Enter Use Phase of the Study (83%)

Estimated 1,000 participants

Withdrawals/Lost-to follow-up during use (~50%)

Estimated 500 participants

Evaluable participants”

Estimated 500 participants

* Evaluable for the second co-primary endpoint, Overall Correct Final Use Outcome

Note: “Enrolled” 1s defined as a participant’s agreement to participate in a climcal study
following completion of the informed consent form (ICF) process. Subjects who are pre-
screened for the purpose of determining eligibility for the study but do not sign consent, are
defined as “pre-screen failures ™ See Section 9.3 for further detail on the defimtion of pre-

screen and screen failures.

Intervention Groups and Duration: Thus 1s a single-arm  uncontrolled Actual Use Study.
The total duration of participation 1s approxumately 7-8 months which includes a 4-week
window to use the Web App at home and complete Virtual Visit 1, 6 months for the home use
period, completion of a Virtual Visit 2 after the use period, and a 30-day follow-up phone call.
The protocol does not call for dose adjustments to be made by mnvestigators or participants.

This study will evaluate self-selection and actual use including compliance with label
warnings and directions. The dose 15 a 5 mg tablet once a day.
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Data Monitoring Committee: No

Statistical Methods: The first two co-primary analyses will evaluate the percentage of
participants who aclieved an Overall Correct Initial TASS Qutcome at inifial self-selection
(SS Population) and an Overall Correct Final Use Outcome at the final use assessment (Per
Protocol population). For these evaluations, the outcomes obtamned by the participant will be
compared to the outcomes obtamned by the CMOG clinician. The SS Population includes all
participants who sign the ICF. The Per Protocol population includes all participants in the
AUS ITT population who complete a Virtual Visit 2 and participants who have discontinued
but have sufficient medical and medication lustory information and, when necessary, a
verified low-density lipoprotein-cholesterol (LDL-C) collected prior to stopping the study to
determune a final use outcome. The third co-primary analysis will evaluate percent change
from baseline (PCFB) m verified LDL- C values to Visit 2 in participants regardless of their
final use outcome.

There are three co-primary endpoints:

1  Percentage of participants with an Overall Correct (correct + nutigated) Initial TASS
Outcome at the imifial self-selection (Threshold: 85% lower bound [LB]).

2 Percentage of participants with an Overall Correct (correct + mitigated) Final Use
Outcome at the final use assessment (Threshold: 85% [LB]).

3  Percent change from baseline in venified LDL-C to Visit 2 (Threshold: -15% upper bound
[UB], -20% point estimate).

The sample size 1s based on powering the study for the co-pnimary endpoints. The evaluation
of the first co-primary endpoint on the Overall Correct Initial TASS Outcome will have a
sample size of approximately 1,220; however, not all of these participants may have an
Overall Correct Initial TASS Outcome. As part of the pnmary analysis of this endpoint, any
participants with a missing Overall Correct Initial TASS Outcome will be imputed using worst
case imputation (1.e_, as incorrect). As such, 1t 15 unknown exactly how the true self-selection
rate will be affected based on this imputation. Therefore, the resulting power assuming various
true self-selection rates m order to demonstrate that the LB of the 95% exact binomal
confidence mterval (CI) 1s greater than 85% with a sample of 1,220 participants 1s presented in
the table below:
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True Self-Selection True Self-Selection
Rate Power Rate Power
88.24% 20% 88.57% 05%
88.30% 91% 88.67% 06%
88.35% 92% 88.78% 97%
88.472% 93% 88.93% 08%
88 49% 94% 90.00% =09%

Evaluation of the second co-primary endpoint on the Overall Correct Final Use Outcome will
have a sample size of at least 500 participants. A sample of 500 participants would provide at
least 90% power to demonstrate that the lower bound of the 95% exact binommal CI 1s greater
than 85% for the final use endpoint, assuming that the true correct final use outcome rate 1s
90%.

For each of the two co-pnmary endpoints assessing Overall Correct Inttial TASS Outcome and
Overall Correct Final Use Outcome, the following hypothesis will be evaluated:

Ho: P<85% vs. Hi: P> 85%

The above null hypothesis will be rejected in favor of the altemnative if the lower bound of the
two-sided 95% exact binonual (1.e., Clopper-Pearson) CI 1s greater than 85%.

For the third co-primary endpoint, the PCFB 1n verified LDL-C values to Visit 15 computed as
follows:

100*(Venfied LDL-C value at Visit 2 — Venfied LDL-C value at
PCFB = Baseline)

Verified LDL-C value at Baseline

where the verified LDL-C value at mmtial selection will serve as Baseline. Negative values in
PCFB represent a decrease in LDL-C.

It 15 anticipated that at least 450 participants will be included in the evaluation of this co-
primary endpomt. Assuming a true mean PCFB of -25% with a standard deviation of 25%, a
sample size of 450 participants would provide greater than 99% power to test the following set
of hypotheses using a one-sample t-test at an a=0.025 of sigmficance:

Ho: p>-15% vs. Hiz p <-15%
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where p 15 the mean PCFB in verified LDL-C to Visit 2. The above null hypothesis will be
rejected m favor of the alternative if the upper bound of the two-sided 95% confidence
mterval on the mean PCFB in venified LDL-C to Visit 2 1s less than -15%.

1.2 Schema
Figure 1 Study Design
Pre-screen Self-selection Virtual Visit 1 Home Use Period Virtual Visit2  30-Day Post Use
Phone Call or Web App Enrollment Study Drug Phone Phone Final Visit Phone
Online Pre- (Remote Delivery Call Call Call
SCTEEnEr Completion)
Day 210 [or 30
Day -30 Day 0 Day 60 Day 120 Day 180 days after study
(+14) +H-T) (+H-T) -7/ +14) drug
discontinunation]
(+14 days)
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1.3 Schedule of Activities

Table 1

Schedule of Activities

Procedures

Pre-screen Phone
Call or Online Pre-
SCTEEner

Self-zselection

Virtual Visit 1

Home Use Period

Virtual Visit 2

J0-day Post Use

Web App (Remote
Completion)

Enrollment

Drug Delivery

Phone
Call®

Phone Callz

Final Visit

Phomne Call

Dav -

Day 0

Day 60

Day 120

Day 180

Day 210 or 30
days after
study drug

discontinuation

Visit Window

+ 1

+7

+7

- TH14

+14

Advertising (Traditional Digital)

Subject completes pre-screening!
* Inchision/Exclusion
* Demographics
= SILS2
+ Povacy Acknowledgment
* Study Overview
= Email Link to those who

qualify

Subject completes Web App:
* DNU = terminate
« AADBU=if not OK to
Use, terminate
« AADBU=if OK to Use,
continue
* QK to Use = continue

Initial purchase of dmg*

Subject contacts Call Center to
schedule Virtual Visit 1

Participant completes Virtual Visit 1

ID check

b b

Central Asszessor confirms verified
diagnostic numbers if available (TC,
HDL-C,LDL-C, TG, BP, hs-CEP,
CAC score, and waist circumference|

as applicable)®
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Procedures

Self-zselection

Virtual Visit 1

Home Use Period

Virtual Visit 2

J0-day Post Use

Pre-screen Phone
Call or Online Pre-
SCTEEner

Web App (Remote
Completion)

Enrollment

Drug Delivery

Phone
Calle

Phone Call®

Final Visit

Phomne Call

Dav -

Day 0

Day 60

Day 120

Day 180

Day 210 or 30
days after
study drug

discontinuation

Visit Window

+ 14

+7

+7

- TH14

+14

Local testing site, home test kit,
and/or home BP monitor, if no
verified numbers are available (TC,

. Visit to be rescheduled if verified
numbers are not provided.

HDL-C, LDL-C, TG, BP, hs-CRP}*

Electronic informed consent

¥

Urine pregnancy test for women of
childbearing potential™

¥

REALM Test

¥

CMOG conducts targeted medical
and medication history®

¥

Hold on Order is released, and dmug
is shipped to participant

¥

Study Instructions

eDiary Instructions

AE reporting

b ] !

Reorder’

Participant completes Virtual Visit 2

Central Assessor confirms venfied
LDL-C. Visit to be rescheduled if
verified numbers are not provided.

Participant completes final TASS
assessment®

Confirm medical and medication
history changes”

¥

Diary review for AEs

¥

Follow-up on incomect TASS
entries and use

X

"L

Dmug Accountability

¥
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Drmg will not be shipped unfil “OK to Use™ participant completes Virtual Visit 1 and they are confirmed to enter Home Use Period.

"  Lab and BP results must be within 12 months (+3 month window) of completing the Web App and be able to identify name of participant in order to be considered verified for
Virtual Visit 1. If participant does not have verified lab test, they will be sent for study mandated testing prior to completing Virtual Visit 1 which will then be considered as
verified source. LDL-C results must NOT be prior to Crestor OTC start date for Virtual Visit 2. For parficipants who withdraw, discontinue from study intervention or those
who received a “Do Not Use™ outcome or an “Ask a Doctor” outcome and never confirmed they spoke to a doctor, study mandated testing will not be performed. For males
age 20 to 39, a source verified blood pressure (BP) will not be required since BP does not factor into the use assessment based on current guidelines.

¢ Once the medical assessment is complete; the CMOG clinician will use the data obtained in the medical assessment and then input that data into the Web App.

¢ Reorders shipped to participant if approved for dispensing through TASS reorder assessment in Web App.

®  Only parficipants who, at their last order, received an “OK to Use™ or “Ask a Doctor™ (and indicated the doctor said it was OK to Use Crestor) will complete a TASS final use
assessment at Virtual Visit 2.

£ The diary will be reviewed by the CMOG for AEs at the day 60 and day 120 phone call and at the Virtual Visit 2. The diary will be used to record when the participant took
study drug, if they have changes to any medications, and if they have any changes in health status. The diary will also be used for the participant to record the unique bottle ID
mmber to confirm receipt of delivery of the sudy dmg.

& Intenim phones calls consist of a telephone status check on participants to assess any changes in health and/or medications as well as any additional study-related issnes. At
approximately Day 165, the participant’s Virtual Visit 2 will also be scheduled.

B The only lab value verified at the Final Virtual Visit is LDL-C.

1 Follow-up probes to understand the rationale for any discrepancies between the participant and CMOG TASS entries will be asked of any TASS question that is only asked at

) inifial self-selection assessment as well as participants who do not meet the criteria for proceeding mto the use portion of the study at Virtual Visit 1.

] Follow-up probes to understand the rationale for any discrepancies between participant and CMOG TASS entries will be asked for all final use assessments as well as any
remaining discrepancies from the initial self-selection assessment that were not asked at Virtual Visit 1.

E  Note that +14-day visit window extends the 30-day period (to 44 total days) and includes participant completion of the Pre-screen phone call, self-selection, and Virtual Visit 1.

1 Subjects will either call the Call Center for pre-screening or an online pre-screener will also be available. If the online pre-screener is completed and the subject qualifies, they
will be directed to call the Call Center or the Call Center will inifiate an outbound call to provide the email link

= If at Virtual Visit 1 or Virtual Visit 2, the pregnancy test has an inconclusive result, the participant will be rescheduled in 2 to 4 weeks at which fime the urnine pregnancy test

will be repeated.

CONFIDENTIAL AND PROPRIETARY 22 of 155



Clinical Study Protocol —v8.0 AstraZeneca
5 mg Rosuvastatin with a Web App (Combination Product) - D356PL0O0015

2 INTRODUCTION

Crestor 5 mg 1s a safe and highly effective moderate-intensity dose of rosuvastatin caleium to
lower cholesterol, one of the key nisk factors that can lead to heart disease.

2.1 Study Rationale

The partial switch of Crestor 5 mg would represent the first statin product available without a
prescription to lower cholesterol in consumers who have a moderate risk of heart disease.

The Over-the-Counter (OTC) availability of Crestor 5 mg would provide an important new
option to self-freat high cholesterol.

Thus pivotal Self-Selection (SS) and Actual Use Study (AUS) 1s mtended to evaluate the use
of rosuvastatin 5 mg in combination with a Software as a Medical Device (SaMD) (Web App
that features a Technology-Assisted Self-Selection [TASS] tool). Specifically, the extent to
which participants can safely and effectively self-select, purchase, and follow a 6-month
regimen of Crestor 5 mg according to the Drug Facts Label (DFL) in an unsupervised
environment. A Consumer Information Leaflet (CIL) will also be provided as supportive
information. The TASS tool acts as a digitized, interactive version of the DFL, allowing
participants to answer a dynamic and personalized set of health-related questions, in lieu of
browsing/searching a DFL for information pertment to them During the (unsupervised) use
period, participant comphance and adherence will be evaluated, including ongoing use of the
Web App to report changes in health status, determune the continued smtability of the
medicine, and purchase additional supply. To test our eCommerce approach, the AUS will
mimic, as much as possible in a clinical tnal, the in-market setting.

2.2 Background

Heart disease remains the leading cause of death for both men and women m the United States
and worldwide. Elevated cholesterol 1s a major nisk factor for heart disease, and while
lowering cholesterol with statin drugs reduces cardiovascular morbidity and mortality, only
about half of the people in the United States who require therapy are treated (Mercado et al
2015). There are numerous reasons for the inertia in getting people treated. What 1s clear 1s
easier access to safe, effective, and affordable therapy would have a signmificant positive
impact on public health. One way to simphfy access to statin therapy would be to make them
“ OTC.” While attempts were made in the past to switch statins OTC, the studies failed due to
concems about the efficacy of the statins that were tested and because consumers were unable
to properly self-select. The Crestor OTC program addresses these two concerns by using
Crestor 5 mg (a safe and highly effective dose of rosuvastatin with mimmal interactions) and a
TASS tool that ensures proper self-selection. Completed studies testing DFL comprehension,
CIL comprehension, Web App comprehension, Human Factors, Targeted Self-Selection and
All-comers Self-Selection have shown that this approach 1s viable. Based on the positive
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results from these pivotal studies, AstraZeneca 1s ready to proceed with the AUS. A detailed
description of the chemstry, pharmacology, efficacy, and safety of Crestor 5 mg 1s provided in
the prescription (Rx) Umited States Prescribing Information (USPI) (AstraZeneca
Pharmaceuticals LP 2021).

2.3 Benefit/Risk Assessment

More detailed information about the known and expected benefits and potential risks of
Crestor 5 mg may be found in the Crestor Rx USPI (AstraZeneca Pharmaceuticals LP 2021).

2.3.1 Risk Assessment

The overall safety profile of rosuvastatin calcium (5 — 40 mg) was established 1n a large
clinical tnial program that included over 12,000 patients, multiple large cardiovascular (CV)
outcome trials, and a post marketing experience mn over 200 million patients worldwide
(Yusuf et al 2016, Ridker et al 2008). Overall, Crestor was well tolerated. The most
commonly reported adverse events (AEs) in controlled clinical trials were headache, myalgia,
abdominal pain, asthema and nausea. Most side effects were muld to moderate mn mtensity and
did not lead to discontinuation. Adverse events with Crestor that are part of the Warmings and
Precautions in the Crestor Rx USPI include the following: skeletal muscle effects (1e.,
myopathy and rhabdomyolysis), liver enzyme abnormalities, drug interaction with coumadin
anticoagulants, protemnuria and hematuria and endocrine effects. All of these adverse effects
are dose related with a low frequency of observed events at the 5 mg dose (AstraZeneca
Pharmaceuticals LP 2021).

Nonprescription rosuvastatin 1s a drug-device combination product comprised of rosuvastatin 5
mg and a Web App. The Web App helps to ensure proper self-selection during the initial
purchase and reorder process by having the consumer answer a senies of questions that ensure
compliance with the DFL and 2018 Gudeline on the Management of Blood Cholesterol
(Grundy et al 2018). Consumers with any existing conditions that could result in an mncreased
risk for AEs are either excluded from treatment or told to “Ask a Doctor” before they can
order drug online.

By usimng the Web App, the
but not elimimated.

Therefore, the potential for a software error resulting in a participant who has a
contramndication to therapy accessing drug 1s very low (e_g., pregnant woman or woman who

1s breastfeeding). While software errors leading to AEs are unlikely, someone could answer
one of the Web App questions incorrectly leading to mappropriate access to therapy.

The pnimary endpoint of thus study will allow us the opportunity to better understand the
frequency of entry errors leading to mappropnate access to therapy.
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In thus AUS, we will momtor for all drug and device AEs. In addition, an email will be
triggered via the Web App to the Contract Research Orgamzation (CRO) if the participant
indicates during reorder that they are pregnant, had a CV event, increased low-density
lipoprotein-cholesterol (LDL-C), new muscle symptoms, liver disease and kidney disease (see
Section 8.4 4 and Section 10 for further details). These findings are expected to be very rare
during the course of this study.

Overall, the nsk to participants from either the drug or the device in this AUS 15 very low. The
procedures undertaken in the protocol will help to ensure the safety of participants enrolled in
this study.

2.3.2 Benefit Assessment

In addition to having a well-tolerated safety profile, rosuvastatin 5 mg 1s highly efficacious. In
a 6-week, double-blind, placebo-controlled study, rosuvastatin 5 mg lowered low-density
lipoprotein-cholesterol (LDL-C) by 45% (AstraZeneca Pharmaceuticals LP 2021). Based on
the Crestor Rx USPI for individual statins available in the United States, the reduction in
LDL-C with rosuvastatin 5 mg 15 sinular or greater than that reported for other statins that
represent approximately 70% of all statin prescriptions in the Umted States today (IMS data).
In the 6-week study, rosuvastatin also showed benefits on other important lipid parameters.
Total Cholesterol (TC), non-high-density lipoprotein-cholesterol (non-HDL-C), ApoB and
Tniglycerides were reduced by 33%, 44%, 38% and 35%, respectively. HDL-C was increased
by 13%. The benefits on Triglycerides and HDL-C are important since many people with
abnormal LDIL-C levels also have abnormal Triglyceride and HDL-C levels. The benefits of
rosuvastatin 5 mg on LDL-C and other lipid parameters has been observed in numerous
clinical trials evaluating short short-term and long- term treatment.

While the benefits of rosuvastatin 5 mg on cardiovascular morbidity and mortality has not
been specifically evaluated in an outcome study, rosuvastatin 10 mg and 20 mg have been
studied in the HOPE-3 (Yusuf et al 2016) and JUPITER (Ridker et al 2008) trials,
respectively. Both of these tnals enrolled a primary prevention patient population. In
HOPE-3, rosuvastatin 10 mg reduced both co- primary endpomts. For the combined endpoimnt
of CV death, myocardial infarction (MI) and stroke, the Hazard Ratio (HR)) was 0.76 (CI: 0.64
—0.91, P=0.002). For the co-primary endpoint of CV death, MI, stroke, resuscitated cardiac
arrest, heart failure and revascularization, the HR was 0.75 (CI: 0.64 — 0.88, p < 0.001) (Yusuf
et al 2016). In the JUPITER Tmnal, rosuvastatin 20 mg reduced the combined endpoint of MI,
stroke, arterial revascularization, hospitalization for unstable angina or CV death. The HR
was 0.56 (CL0.46 — 0.69, p < 0.00001) (Radker et al 2008). Importantly, while the 5 mg dose
was not evaluated in an outcome trial, the LDL-lowernng effects of rosuvastatin 5 mg are
simular to or greater than the LDL-lowering effects seen in landmark statin trials that
demonstrated benefit in primary and secondary prevention conducted over the last 2 decades
(Fabbn and Maggiom 2009). Based on the data from landmark statin trials, HOPE-3 and
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JUPITER, rosuvastatin 5 mg would be expected to have a significant benefit on CV morbidity
and mortality.

2.3.3 Overall Benefit:Risk Conclusion

The overall assessment of benefit and risk for rosuvastatin 5 mg would support its use as a
nonprescription medicine to lower cholesterol, and its evaluation i this AUS. The 5 mg dose
1s highly efficacious i lowering LDL-C and based on the preponderance of evidence would
be expected to show a benefit in reducing CV morbidity and mortality. While no medicine 1s
without risk, rosuvastatin 5 mg has an excellent safety profile. It has a low incidence of AEs,
its metabolism 1s not dependent on cytochrome P450 thus mumnmizing the potential for drug-
drug interactions, and 1t has no known misuse and abuse potential

Additionally, the potential for serious AEs should be mimimized by use of the Web App, which
de-selects people who mught be at hugher nisk for serious AEs.
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3 OBJECTIVES AND ENDPOINTS
Objectives Endpoints Analysis Population
(See Section
93 bookmark78 for
definitions)
Primary
¢ Evaluate initia] TASS |  Percentage of participants with ¢ Prmary: SS

outcome (for
participants deemed
“OK to Use” or those
with an “Ask a Doctor™
outcome who contact a
doctor and are
permitted to continue
treatment) compared to
the TASS outcome
obtained using
clinician-verified
medical and laboratory
data

an Overall Correct (correct +
mufigated) Imtial TASS Outcome
at the imitial self-selection
(Threshold: 85% lower bound
[LBD

¢ Secondary: AUS
ITT

¢ Evaluate that .
participants are
properly using non-
prescription
rosuvastatin during the
use period as assessed
by their ability to
correctly enter their
ongoing health status
mto the Web App to get
the correct TASS
outcome or through the
medical and medication
history in those
participants who fail to
complete a final TASS
use assessment

Percentage of participants with
an Overall Correct (correct +
mitigated) Final Use Outcome at

the final use assessment
(Threshold: 85% LB)
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a Doctor Before Use”
wartings

correctly self-identify as having
an “Ask a Doctor Before Use™
warning at the final use
assessment

Objectives Endpoints Analysis Population
{See Section
93 bookmark78 for
defimifions)
e Fffectiveness in e Percent change from e AUSIIT
lowering LDL-C in baseline in verified LDL-C
participants regardless of to Visit 2 (Threshold: -
final use outcome 15% UB, -20% point
estimate)
Secondary
* Compliance with e Cholesterol retest within 6 « PP
s:l}ollesteml retesting months of starting medication
within 6 months (that was venfied at Visit 2, not
imcluding study mandated tests)
by at least 60% of participants
who are eligible for continuous
treatment
¢ Compliance with“Stop | ¢  Percentage of participants who e« PP
Use™ warnings correctly selt-identify as having a
“Stop Use” warning and stop
medication
¢ Compliance with “Do ¢  Percentage of participants who « PP
Not Use” wamings correctly self-<identify as having a
“Do Not Use” warning at the
final use assessment
¢ Compliance with “Ask | e Percentage of participants who « PP
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were persistent as determined by
reorder data from the Web App
(Threshold: point estimate =
50%)

Objectives Endpoints Analysis Population
(See Section
93 bookmark78 for
definitions)
e  Compliance with e Percentage of participants « PP
Continuous Dosing with overall comphance
) between 50% and 120% as
determined by pill count
(Threshold: point estimate
> 50%)
» Percentage of participants » PP
with longitudinal compliance
between 50% and 120%
across all supply perods as
determined using eDiary data
(Threshold: point estimate
= 50%)
e Percentage of participants who e« PP
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Objectives Endpoints Analysis Population
(See Section

93 bookmark78 for
definitions)
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Objectives Endpoints Analysis Population
(See Section

93 bookmark78 for
definitions)

3.1 Endpoint Rationale

The first co-primary endpomt for this study evaluates correct imitial self-selection in
participants who ultimately recerved an “OK to Use™ outcome using the TASS tool
technology. While the All-Comers Self-Selection pivotal study was designed to show that the
Web App could successfully exclude participants who were not appropriate for treatment,
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(1.e., 92% of participants had a “Not Right for You™” outcome, which equates to a “Do Not
Use™ 1n the AUS), the AUS will only enroll participants who obtain an “OK to Use™ outcome
or an “Ask a Doctor” outcome and indicate the doctor gave them permussion to use
nonprescription rosuvastatin. Because “correct selection™ 1s the critical starting point for
treatment, the first pnmary endpoint in the AUS will evaluate the ability of participants to
correctly select Crestor OTC for imtial use.

The second co-primary endpoint 1s a “use” endpoint and evaluates whether participants are
properly using nonprescription rosuvastatin during the use period as assessed by their ability
to correctly identify changes in their health status through use of the Web App or by taking an
action that complies with the DFL. This endpoint 1s a re-evaluation of a participant’s health
status not typically conducted in other Rx-to-OTC switch programs. Prior to every reorder,
participants are required to enter the Web App and take an abbreviated medical assessment to
ensure that they have not had a change in their health status. During this reorder assessment,
participants are asked about changes in their medical and medication history that would
require them to stop use and/or speak to a doctor. They are also asked about their repeat LDIL.-
C test and to input their number to ensure they are getting an adequate therapeutic response.

Their responses will result in one of three outcomes, “OK to Use,” “Do Not Use,” or “Ask a
Doctor.” A “Do Not Use™ outcome will result when the participant enters information into the
app that indicates they met the Pregnancy Alert, Do Not Use, or Stop Use conditions listed 1n
the DFL.. They will also receive a “Do Not Use™” outcome if their LDL-C retest shows an
mncrease 1n the LDL-C or they enter two LDL-C retest results that demonstrate an mmadequate
response (1.e., = 0% and < 15% reduction). For inadequate responses, the participant 1s
mstructed through the Web App and transactional emails to retest within 3 months. Note that
the Web App instructs people with an imitial inadequate response to take one of the following
actions:

e  If the participant has been compliant with dosing, they are mstructed to see a doctor.

e If the participant has NOT been compliant with dosing, they are instructed to be comphant
and to retest within 3 months.

Participants who have no change or an mcrease m LDL-C will be immediately stopped from
repurchasing drug. These mndividuals will not be eligible for a retest.

The ability to leverage technology to re-assess consumers at the fime of each purchase 1s
unprecedented in the current OTC environment and offers an important safety check to ensure
that the key requurements for continued use are met.

Because of the importance of the first co-pnimary endpoint in establishing that Crestor OTC
can be correctly self-selected and the second co-primary endpoint showing appropriate use
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without the oversight of a healthcare provider, the threshold for success for both was set ata
pont estimate of 90% with a lower bound of 85%. Meeting this rigorous threshold will
provide a high level of confidence that the right consumers will be able to properly self-select
and use Crestor OTC when 1t 15 available without a prescription.

The third co-primary endpoint was selected to evaluate the LDL-C efficacy of rosuvastatin
5mg. Efficacy in lowering LDL-C will be evaluated as mean percent change from baseline in
verified LDL-C at Visit 2. For the purposes of the statistical evaluation of this endpoint, the
upper bound of the 95% confidence nterval on the mean percent change from baseline
(PCFB) n the overall analysis needs to be less than -15% and the point estimate needs to be
less than or equal to -20%. These thresholds were chosen based on several factors: 1) 2018
AHA/ACC pmdehines which state that in intermediate risk (= 7.5% to < 20% 10-year
atherosclerotic cardiovascular disease [ASCVD] nisk) patients, LDL-C levels need to be
reduced by 30% or more, 2) real world clinical practice results show that a 20% or greater
reduction in LDL-C 1s a realistic, achievable goal for 5 mg rosuvastatin i a real world setting
(Bullano et al 2006, Fox et al 2007) and 3) potential public health benefits for patients at
mcreased CV nisk who are not currently on any LDL-lowering therapy. Although an LDI-C
lowering treatment effect of 15% to <30% 1s suboptimal according to the gmdelines, the benefits
of therapy outweigh the risks and provide an opportunity for repeated messaging to the
consumer to improve their compliance with medication or to follow-up with a health care
provider to optimize therapy.

The secondary endpoints were selected to evaluate compliance with retest requirements,
compliance with label warmngs and compliance with dosing_

The LDL-C retest success threshold was set at 60%. In the atorvastatin AUS, compliance
with LDL-C retesting was 6.7% between weeks 2 and 12 and 52% over the course of the
study. In the lovastatin AUS, comphiance with retesting was 71% over the course of the study
(Pfizer Inc 2016, Melin et al 2004). To better understand the results from these studies,
AstraZeneca commissioned AETION® to conduct a study using Prognos Health and IBM
MarketScan data to deternune the frequency of LDL-C retesting in patients who imtiated
therapy with a prescription statin (refer to Appendix D). Of the 1.2M patients in this dataset,
25% had a retest within 3 months, 50% within 6 months and 75% within 12 months. These
data suggest that the atorvastatin results are in line with the data from prescription statins
while the Merck data was higher and most likely due to their use of an optional Mevacor OTC
Self-Management System (MOTC- SMS). While all customers in our program will receive
transactional emails to help ensure compliance with retesting, the ultimate impact of these
emails 1s unknown. Therefore, the 60% threshold was set as the munimum value in this study
because retesting for Crestor OTC should be at least as good as or better than what 1s observed
currently in the real world with statin therapy.
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Secondary endpoints were established to assess compliance with each specific type of DFL
warning. For these endpoints, participants will be evaluated for their ability to follow the
warnings based on correctly entering the information into the Web App, which would prevent
a reorder from occurring, or based on the fact that they stopped therapy (regardless of whether
they used the Web App). Since these situations are likely to be low frequency events, no
defimitive success thresholds were established for these evaluations.

Overall comphiance with dosing will be assessed using three methods: pill count, diary review
and number of reorders using the Web App. The first assessment for overall compliance uses
the pill count or eDiary. Each participant will have overall compliance assessed and will be
considered successfully compliant with dosing if they took between 50% and 120% of their
pills. The target threshold for the overall comphance endpoint 1s an observed point estimate
for the percentage of participants falling in the 50-120% range to be at least 50%. In other
words, at least half of the participants need to be successfully compliant with dosing. In
addition to overall compliance, a longitudinal compliance rate will be calculated to assess
compliance with continuous dosing across each study drug reorder supply period. The pill use
for this analysis will come from the eDiary. Finally, an additional assessment of longitudinal
compliance/persistence will be performed using reorder data from the Web App. This
endpoint will evaluate the percentage of users who were eligible for continuous treatment and
ordered 180 days of therapy. To be eligible for continuous treatment, the participants must
have recerved an “OK to Use” outcome or an “Ask a Doctor” outcome and indicate the doctor
gave them permussion to continue treatment, and they continued to have one of these
outcomes at all assessments (1itial, reorder and final use). Participants who discontinue or
withdraw are not eligible for contimuous treatment. Success 1s persistence >50% similar to the
other compliance/persistence endpoints. The rationale for setting the complhiance/persistence
thresholds at 50% 1s based on prescription data which shows that after 180 days only about
44% of people continue to refill their prescriptions. Our intention 1s to show that our approach
will be at least as good, if not better, on compliance and persistence than what 1s observed in
the real world (IQVIA). Additionally, assuming an individual takes the medicine
intermittently for the duration of the study, a 50% dosing comphiance would equate to talung a
2.5 mg dose of rosuvastatin compared to a 5 mg dose. Based on the climical trial data, a 2.5
mg dose gives an LDL-C lowering of approximately 35% (Olsson et al 2001). Therefore,
someone taking roughly half of their pills (e g_, a 45-pill count takes about 90 days to use)
would still recerve excellent efficacy.

While dosing compliance will be assessed, the best measures for successful compliance will be
the LDL-C lowerning achieved by participants in the study and the number of participants who
continue to reorder.

Following from the secon endpoints re ng ¢ lhiance with use warnines several
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4 STUDY DESIGN

4.1 Overall Design

Thus 15 a 6-month, single-arm, mterventional, phase ITT SS and AUS using a TASS tool within
a Web App. It 1s an open-label study using non- prescription rosuvastatin 5 mg in participants
who qualify for treatment based on the medical and medication history, laboratory and blood
pressure (BP) data they enter into the Web App. The study will enroll approximately 1,220
participants who will ultimately recerve an “OK to Use™ outcome using the Web App. Of
these, an estimated 1,000 participants will ultimately proceed to the use phase. Note that some
mndividuals may mitially get an “Ask a Doctor” outcome because of a potential 1ssue with
treatment 1dentified following the TASS assessment. If they ask a doctor about the potential
1ssue, and the doctor gives them permuission to order drug, they can go back into the app and
retake the TASS assessment. When they confirm the doctor has given permission, they will be
able to proceed to the use phase. Subjects who have a “Do Not Use” outcome or an “Ask a
Doctor” outcome and do not confirm within the Web App that they spoke to a doctor will not
be pernutted into the home use phase of the study.
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After the enrollment visit, the participant will enter a 6-month use period where they will re-
purchase study drug available only through an online purchase via the Web App. Participants
will be required to complete a TASS reorder assessment to confirm they are still “OK to Use™
prior to re-purchase. Participants will be instructed to use an eDiary to record when they took
study drug, have changes to any medications and have any changes in health status. The
CMOG chinician will perform a telephone status check with participants at 60 and 120 days to
assess any changes in health and/or medications as well as any additional study-related 1ssues
(no nstruction will be provided regarding the use of the product). Virtual Visit 2 will be
completed according to the procedures described in the Schedule of Activities (SoA), Section
1.3 and details provided in Section 8 of the protocol. A 30-day follow-up phone call will be
performed after study drug completion/discontinuation to assess participants status with
regard to AEs.

4.2 Scientific Rationale for Study Design

Heart disease 1s the leading cause of death for both men and women m the United States and
worldwide (Mercado et al 2015). Elevated cholesterol 1s a key risk factor for heart disease,
and while lowering cholesterol with statin drugs reduces cardiovascular morbidity and
mortality, only about half of the people 1 the Umted States who require therapy are currently
being treated (Mercado et al 2015). This represents a substantial public health 1ssue for the
United States. There are numerous reasons why people are not treated, but what 1s clear 1s that
easier access to safe, effective, and affordable therapy would have a sigmificant positive
mmpact on public health. One way to simplify access to statin therapy would be to make 1t
available to consumers without a prescription (e.g., OTC). Past attempts to aclueve an OTC
switch for statin freatment have failed due to concerns about the efficacy of the statins that
were tested, and because consumers were unable to properly self-select. The Crestor OTC
program addresses these two concerns by using Crestor 5 mg (a safe and highly effective dose
of rosuvastatin with nimimal interactions) and a TASS tool that ensures the medicine 1s only
made available to consumers for whom 1t 1s appropnate (AstraZeneca Pharmaceuticals LP
2021). Completed studies evaluating DFL comprehension, CIL comprehension, Web App
comprehension, Human Factors, Targeted Self-Selection and All-comers Self-Selection have
shown that this approach 1s viable. Based on the success of these non-interventional
behavioral studies, AstraZeneca 1s ready to proceed with the AUS.
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The AUS 1s designed to test the ability of participants to input their medical data mnto a Web
App 1n order to get a correct TASS outcome for the initial purchase as well as to assess their
ability to correctly enter their ongoing health status into the Web App to demonstrate proper
use of nonprescription rosuvastatin during the use period. Nonprescription rosuvastatin will
only be available online for purchase via the Web App and direct shipment to the participant.
It 15 intended for use by:

e  Males 20-39 years of age with high LDI-C (160-189 mg/dL) plus famuly listory of
cardiovascular disease (CVD) (mother/sister younger than 65 years of age or
father/brother younger than 55 years of age)

e Females 50-75 years of age with ASCVD nisk score between 7.5% - <20% and LDL-C
70-189 mg/dL

e  Males 40-75 years of age with ASCVD risk score between 7.5% - <20% and LDL-C
70 189 mg/dL

e Females 50-75 years of age with ASCVD risk score between 5% - <7.5% plus one risk
enhancing factor and LDL-C 70-189 mg/dL

e  Males 40-75 years of age with ASCVD risk score between 5% - <7.5% plus one nisk
enhancing factor and LDL-C 70-189 mg/dL

e Dhabetics (females 50-60 or males 40-50 years of age) with LDL-C between 70-189
mg/dL and with ASCVD nisk below 20%

When on the market, consumers will access the Web App through any device that has internet
access. Once they access the site, they will have to answer a series of questions in order to
qualify for treatment. If they qualify, they will enter an eCommerce environment where they
will create a personal account and enter shipping and purchasing information. If they order
drug, 1t will be shipped to them Consumers will be able to purchase a limited supply (e.g.,

45 or 90 days). Within a pre-specified window before their supply runs out, the consumer will
be able to order additional drug through the Web App. However, before they can reorder, the
Web App will ask them a limited number of health-related medical questions to ensure that
they are still eligible for treatment. Consumers will also be asked to retest their cholesterol
and enter their LDL-C mto the app to ensure they are getting an adequate treatment effect.

Transactional emails will be sent to let them know the status of their drug orders, to remind
them to retest and to take their medication daily. All customers recerve transactional emails,
which 15 a standard practice in an eCommerce environment. In-market, customers may also
“opt-1n” to receive additional reminders or health-related information.

To test our eCommerce approach and ensure that our approach helps to ensure the proper use
of nonprescription rosuvastatin, the AUS will nunue, as much as possible in a chinical trial, the
mn-market sefting. Subjects will see advertisements for participation in a study for a new
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OTC/nonprescription medicine. If they are interested, they contact a Call Center for pre-
screeming and, 1f they qualify, receive a link to the Web App. Subjects will take the initial
TASS assessment. If they receive an “OK to Use™ outcome, they will be asked to contact the
Call Center to set up a virtual visit to review their medical and medication history and
laboratory and BP data. Subjects who receive an “Ask a Doctor” outcome may also be
eligible provided they contact their doctor, retake the imtial TASS assessment and confirm a
doctor said 1t 1s OK to take Crestor OTC. Provided the participant does not have a sigmficant
contramndication to treatment (e_g., we learn that the participant 1s pregnant during Virtual
Visit 1), they will be able to order a 45- or 90-day drug supply. All subsequent reorders are
performed using the Web App, which requires them to confirm that they have had no
significant changes to their medical and medication history. They will also be asked to retest
their LDL-C and enter 1t into the Web App. Provided the participant meets the DFL criteria
programmed into the Web App for continued use, they can reorder medication

Because participants in the AUS will purchase nonprescription rosuvastatin caleium online,
they will receive eCommerce fransactional communications (emails) that one would expect to
recerve when making an online purchase. Transactional emails will be sent to participants
during the tnal to let them know the status of their orders, their eligibility to reorder, and to
renund them to retest. Some transactional messages will be accompamed by secondary
messages remnforcing DFL requirements (e.g., adherence reminders). There will be no “opt-n™
options incorporated into this study. All participants i the AUS will have a simmlar
eCommerce experience that will minmic, as much as possible, the in-market setting

4.3 Justification for Dose

The 5 mg dose of rosuvastatin was chosen for nonprescription use because it has a safety
profile comparable to placebo and 1s highly efficacious, lowering LDL-C between 40% to
50% 1n controlled clinical trials. The dose planned for thus study 1s based off the intended

dose for the OTC procuct

4.4 End of Study Definition

A participant 1s considered to have completed the study if he/she has completed all phases of
the study including Virtual Visit 2. Participants who discontinue with sufficient medical and
medication listory information and, when necessary, a verified LDL-C collected prior to
stopping the study to determine a final use outcome and has not withdrawn from the study are
also considered to have completed the study.
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A 30-day follow-up phone call will be performed after study drug completion/discontinuation
to assess participants status with regard to AEs. The study will end when the last phone call 1s
completed.

S STUDY POPULATION

The study population will include the followng:

Description # of Participants

All-comers population ages 20°-75 who self- Enrolled: 1,220

report having concern about high cholesterolor | Eyaluable™: At least 500 with a
heart health goal of 100 of limited literacy

* Females 20-49 will be recruited until fifty females under the age of 50 years complete the initial TASS
assessment in the Web App. After this quota of fifty females under the age of 50 years old is met, the inclusion
criterion will be revised to females 50-75 years old.

**Evahiable means the participant completed Virtual Visit 2 or has sufficient medical and medication history
information and, when necessary, a verified L.DI-C collected prior to stopping the study to determine a final use
outcome.

Prospective approval of protocol deviations to recrutment and enrollment criteria, also known
as protocol waivers or exemptions, 1s not pernutted.

5.1 Recruitment Strategy

An appropriate recruitment strategy 1s critical for any study to successfully complete with the
right participant population. As technology and digital connectedness have increased over the
years, most consumers have developed a “digital footprint.” This refers to the information
about a particular person that exists on the internet as a result of their online activity. The
potential to leverage this information for digital recrmitment has grown.

During the All-comers Self-Selection study, the majority of participants met a “Do Not Use™
criterion and were stopped from proceeding by the TASS. Only ~5% of the participants that
completed the All-Comers SS study obtained an “Ok to Use” outcome. This was expected as
the goal of this stand-alone Self-Selection study was to demonstrate that participants correctly
1dentified 1f they had a “Do Not Use™ condition and that TASS correctly stopped them from
proceeding.

In the AUS, an all-comers population will also be recruited; however, only those who obtain
TASS outcomes of “OK to Use” or “Ask a Doctor” and mndicate the doctor gave them
permission to use nonprescription rosuvastatin will be able to proceed to a purchase and use
the product in an unsupervised OTC environment. Based on the recrmtment metrics from the
All- Comers SS study, 1t 15 expected that approxumately 80,000 consumers will need to
respond to our advertising and contact the Call Center for pre-screeming into the AUS. As
such, we intend to use the advantages that digital recrmting affords us to more efficiently
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enroll the AUS. This will allow us to complete the study with sufficient participants to
complete a robust statistical analysis.

By using a consumer’s “digital footprint,” advertising can be targeted more efficiently by
knowing key pieces of information about a subject without directly asking for the information.
Information such as age, gender, cardiac event lustory, or statin use can be utilized to present
the advertisements specifically to those subjects. Leveraging this strategic approach in
conjunction with traditional advertising will allow us to narrow the top of the recruitment
funnel. At the same time, we can ensure we have not biased or influenced the subject by
asking questions that might impact how they would complete the assessment in the Web App
or how they would respond to the pre-screening process with the Call Center. It 15 important to
note that we are advertising and targeting 1n a manner consistent with how we will advertise
and target individuals in the real world when the product 1s launched.

Therefore, some of the tactics used mn the recruitment learmings from the Self-Selection study
will continue to be leveraged, such as digital advertising methods that include paid search,
social media, and display advertising, traditional recruitment methods (e g., radio, TV, print,
commumity outreach) and supplemental methods (e g, aggregation through existing networks
and databases). However, we will also be targeting based on additional key information such
as age, gender, cardiac events, and statin use whach, as stated above, are similar methods that
will be used when the product 1s commercialized.

Methods of recrmtment may also include the following, which can be used alone or, in
combination:

Digital Traditional Supplemental
K eyvword Searches, Age Gender, \Geographically based, Specific Age Gender, Conditions,
Topics/Interests, Audience based, (Channels, Specific Geographically based

Geographically based, Online Behavior, |[NewspapersMagazines, Specific
Retargeting (showing ads again in the Radio Stations

future if a consumer showed inferest in the
r;md}r but did not call the Call Center).

5.2 Inclusion Criteria
Participants are eligible to be mncluded in the study only if all of the following criteria apply-

1 Males, 20-75 years of age.

2 Females, 20-75 years of age (This inclusion criterion will be applied until 50 females
under the age of 50 years complete the imitial TASS assessment in the Web App. After
this quota of 50 women under the age of 50 years old 1s met, the inclusion criterion will be
revised to women 50-75 years old).
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3 Respond to advertising regarding a concern about high cholesterol or heart health

4  Able to read speak and understand English.

Additional Criteria for Inclusion into Actual Use (at Virtual Visit 1)

1  Participant reads and signs the Informed Consent form.

5.3 Exclusion Criteria
Participants are excluded from the study if any of the following criteria apply-
Exclusion Criteria
1  The participant or anyone in their household 1s currently employed by any of the
following:
— A pharmacy or pharmaceutical company
— A consumer healthcare company
— A manufacturer of medicines
— A managed care or health msurance company
— A healthcare practice
— An employee of AstraZeneca or Concentrics Research
2 The participant has ever been trained or employed as a healthcare professional (physician,
nurse, nurse practitioner, physician assistant, pharmacist).

3  The participant has, or cannot recall whether he/she has, received an investigational
therapy as part of a clinical tnial in the previous twelve (12) months.

4  The participant 1s not willing to provide contact information.
Previous enrollment in the present study.

6 The participant has a mailing address in Alaska, or their mailing address 1s a Post Office
(PO) Box.
The participant 1s not willing to complete an eDiary.
The participant 1s a woman of childbearing potential and 1s not following contraception
guidelines or 1s not willing to follow contraception gmidelines including practicing
abstinence or using at least 1 of the following acceptable methods of birth control for at
least 1 month prior to entry into the study and for 1 month after study completion:
hormonal — oral, implantable, injectable, or transdermal; mechanical — spermicide 1n
conjunction with a barnier such as a condom or diaphragm; intrauterine device; or surgical
sterilization of partner.

9  The participant does not have access to the imternet.
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10
11

12

The participant does not have an email address or the ability to recerve emails.

The participant responds to the Single Item Literacy Screener 2 (SILS2) question (Chew
et al 2008) “How confident are you filling out medical forms by yourself?”” with either
‘extremely’ or “‘quute a bit.” (If the quota for normal literacy 1s met, but the limited literacy
target 1s not met, the SIL.S2 exclusion will be used to help increase the percentage of
limited literacy participants at Virtual Visit 1. Participants identified as normal literacy by
Rapid Estimate of Adult Literacy in Medicine (REALM) testing at Virtual Visit 1 will not
be excluded from entry into the treatment phase of the study.)

Inability to conduct interviews in a private location so that sensitive information about the
participant or study would not be overheard by others not permitted to hear such
information.

Additional Criteria for Exclusion from Actual Use (at Virtual Visit 1) Confirmation by CMOG
clinician:

1

5.4

That the participant 1s pregnant, as determined by an approved self-adnunistered OTC
urine pregnancy test conducted for all female participants of childbearing potential
(Female participants who are not post-menopausal or surgically sterile).

That the participant 1s breastfeeding.

That the participant has an allergy to rosuvastatn.

Lifestyle Considerations

No lifestyle restrictions are required for this study.

5.5

Pre-Screen Failures

Pre-screen failures are defined as all subjects who meet one of the following categores:

Did not meet SS inclusion or met SS exclusion

Qualified refused

Received Web App link but did not complete the TASS assessment.
Received Web App link and received a “Do Not Use™ outcome.

Received Web App link and recerved an “Ask a Doctor” outcome and did not go back into
the Web App and indicate a doctor said 1t was okay to proceed.

Received Web App link, received an “OK to Use” outcome or an “Ask a Doctor” outcome
and mdicated a doctor said 1t was okay to proceed but never created a Web App account.

Received Web App link, received an “OK to Use” outcome or an “Ask a Doctor” outcome
and mdicated a doctor said 1t was okay to proceed, created a Web App account but did not
make an mmtial purchase of study drug.
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e Received Web App link, received an “OK to Use™ outcome or an “Ask a Doctor” outcome

and mdicated a doctor said 1t was okay to proceed, created a Web App account, made an
mitial purchase of study drug but did not schedule their first visit.

e Received Web App link, received an “OK to Use™ outcome or an “Ask a Doctor” outcome
and mdicated a doctor said 1t was okay to proceed, scheduled their first visit but did not
sign ICF (either did not show for their first visit or showed but decided not to sign ICF).

Information on pre-screen failures will be reported. A minimal set of pre-screen failure
information 1s required to ensure transparent reporting of pre-screen failure subjects to meet
the Consolidated Standards of Reporting Trials (CONSOR.T) publishing requirements and to
respond to queries from regulatory authorities. Mimimal information mcludes demography,
pre-screen failure details, and eligibility criteria (Schulz et al 2010).

Individuals who do not meet the criteria for participation 1n this study (pre-screen failures)
may not be rescreened.

6 STUDY INTERVENTION

Study intervention 1s defined as any investigational intervention(s), marketed product(s),
placebo, or medical device(s) intended to be adnunistered to a study participant according to
the study protocol.

6.1 Study Intervention Administered
6.1.1 Investigational Products
Table 2 Investigational Products
ARM Name Crestor 5 mg
Intervention Name Rosuvastatin calcium
Type Combination product (Drug and SaMD)
Dose Formulation Tablet

Unit Dose Strength(s) | 5 mg

Dosage Level(s) 1 tablet once-daly

Route of Oral

Administration

Use Lower Cholesterol, a key risk factor for heart disease.
IMP and NIMP P
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Sourcing Drug provided centrally by the Sponsor through AstraZeneca iPR
Phammaceuticals Inc. manufacturing site

Software provided by AstraZeneca through Idea Evolver

Packaging and Study Intervention will be provided 1n 1 or 2 45-count bottles. Each bottle
Labelling will be labelled as per CFR. regulations.

6.1.2 Software as a Constituent Part

The proposed Web App 1s being developed as a constituent part of a combination product by a
third-party collaborating closely with AstraZeneca.

The Web App features a TASS tool which allows consumers to answer a select set of health-
related questions in order to determine consumer swmtability for self-selection, purchasing, and
ongoing admimstration and adherence of Crestor OTC (investigational product). Crestor OTC
will only be available online for purchase via the Web App and direct shipment to the
consumer. The TASS tool 1s a specific and critical “function™ of the broader Web App. The
TASS tool specifically utilizes an algonithm (1.e_, decision tree and business logic aligned to
the DFL and treatment gmdelines) that operates on consumer data mput to produce an
outcome regarding the appropriateness of Crestor OTC treatment for the respective consumer.
The broader Web App also mncludes additional components such as a welcome statement,
privacy statement, account setup, shopping cart checkout, and account management, which are
not considered medical device functions.

The TASS acts as a digitized, interactive version of the DFL, allowing consumers to answer a
dynamic and personalized set of health-related questions, in lien of browsing/searching a DFL
for information pertinent to them. It also calculates a 10-year ASCVD risk based on the
Pooled Cohort Equation (PCE) to determine consumer suitability for moderate-intensity statin
treatment 1n accordance with the 2018 Treatment Guideline (Grundy et al 2018). Potential
consumers are eligible to purchase Crestor OTC if they meet the requirements for safe use
according to the DFL and have an appropnate calculated ASCVD risk score.

6.2 Preparation/Handling/Storage/Accountability of Interventions

1 A detailed process flow chart for product accountability has been developed (see
Appendix C). The study product will be stored at a Central Depot to prepare the product
and accompanying documentation (DFL, CIL, invoice/packing ship) for shipment via a
delivery service. The study product will be stored in a secure and monitored area in
accordance with the labelled storage conditions with limited access to only authorized
staff The Contract Research Orgamzation (CRO) will work with the Central Depot to
ensure only enrolled and mvestigator-approved participants will receive study product for
the mmtial order. Provided the participant has no changes in health as adnumstered via the
Web App, subsequent reorders will automatically trigger shipment through the Web App
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to the Central Depot immediately upon online purchase by the participant. Emails will
also be used to inform participants when they should reorder. They will receive a reorder
email at day 25 for a 45-day supply order and at day 45 for a 90-day supply order though
the Web App will allow the participant to place another order after 5 days from the last
order delivered date for the AUS. This will allow an assessment of participant behaviors
around reordering of drug during the AUS to best position the appropnate ordering
windows m-market.

2 The investigator 1s responsible for final drug accountability, reconciliation, and record
maintenance (1.e., reconcihiation and final disposition records).

3  Further gmudance and information for the final disposition of unused study interventions
are provided in the Product Accountability Log.

6.3 Measures to Minimize Bias: Randomization and Blinding
Open-label, No blinding at | This 1s an open-label study; potential bias will be reduced by
site level having participants use the medication without clinician

supervision and by keeping the number of interactions with
study personnel to a mimmum

6.4 Study Intervention Compliance

When participants take study drug at home, compliance with study drug will be assessed via an
eDiary, pill count and reorders. Participants will be directed to ship back to Concentrics, the
CRO, any unused product as well as product information during the final virtual site visit. A
record of the number of Crestor 5 mg tablets dispensed to and taken by each participant must
be maimntained and reconciled with study intervention and compliance records. Once product 1s
recerved at Concentrics, a final pill count will be conducted and documented on the source
document and electronic case report form (eCRF).

Those participants who refuse to send back their pill bottles for a final pill count will be given
the option to count the pills with the study personnel via video conference at Virtual Visit 2.

This will be recorded on source documentation and the eCRF.

Drug dispensed date (1.e_, delivery date) and Drug refurn date will also be recorded in the Drug
Accountability form.

6.5 Concomitant Therapy

Any medication that the participant 1s recetving at the time of enrollment or recerves during
the study must be recorded on the Concomutant Medication form along with:
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¢ Reason for use
e Dates of admimistration including start and end dates
e Dosage information including dose and frequency

The Medical Monitor should be contacted if there are any questions regarding concomitant or
prior therapy.

6.5.1 Rescue Medicine
There 15 no rescue medicine for this study.

6.6 Dose Modification
There will be no dose modifications as part of this study.

6.7 Intervention after the End of the Study
There 1s no planned intervention after the end of the study.

7 DISCONTINUATION OF STUDY INTERVENTION AND
PARTICIPANT DISCONTINUATION/WITHDRAWAL

7.1 Discontinuation of Study Intervention

A participant may decide to permanently discontinue study medication for any reason at any
time or the CMOG clinician may decide to permanently discontinue a participant from study
medication. If study mtervention 1s permanently discontinued, the participant will be
scheduled for a final Virtual Visit to complete all Virtual Visit 2 study procedures or obtain
sufficient medical and medication history to determine a final use outcome 1f all Virtual Visit 2
assessment procedures cannot be completed. See the SoA for data to be collected at Virtual
Visit 2.

Note that discontinuation from study mtervention 1s NOT the same thing as a withdrawal from
the study.

If a participant decides to permanently discontinue study medication and their last TASS
assessment was “OK to Use” or “Ask a Doctor” and indicated the doctor gave them
permission to continue treatment, the participant will complete a final TASS at Virtual Visit 2.
However, participants will not be required to complete the study mandated LDL-C retest.

While a study participant may decide to discontinue study medication at any time, the only
events that would result in study medical personnel mstructing the participant to stop taking
rosuvastatin are “Stop Use” criteria (which the participant has not self-1identified and taken the
action to stop use) as listed below:
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s Pregnancy
e Severe and unexplained muscle pain, tenderness, or weakness

e  Symptoms of liver problems (upper belly pain, dark urine, yellowing of skin or whites of
eyes)

If such a situation occurs, the participant’s disposition will be classified as “Pregnancy™ for
this “Stop Use” warning or “Adverse Event” for Severe and unexplained muscle pamn,
tenderness or weakness or symptoms of liver problems “Stop Use” warnings. The participant
will be scheduled for a Virtual Visit 2. All procedures will be performed except a final TASS
and a study mandated test for LDL-C.

7.2 Participant Withdrawal from the Study

e  Withdrawal means anyone who signed the ICF and did not complete the study (see
Section 4.4)

e A participant may withdraw from the study at any time at his’her own request or may be
withdrawn at any tume at the discretion of the mvestigator for safety, behavioral,
compliance, or admimistrative reasons (e.g., continually delaying wvisits or interactions,
refusing to use the eDiary, intoxication or under the influence of drugs). Thus 1s expected
to be uncommon. Failure to comply with the dosing regimen 1n and of itself 1s not a
reason for being withdrawn from the study.

— If a participant expresses a desire to withdraw from the study, the CMOG wall
attempt to obtain as much information as possible including final diary data, unused
drug returned, and any information on AEs. Withdrawals, by defimition, will not have
completed Virtual Visit 2 and will not have sufficient data to determine a final use
outcome.

—  Withdrawals occurring after sigming the ICF but prior to drug delivery to the
participant will be designated as “SS Withdrawal”. Withdrawals occurnng following
drug delivery to the participant are designated as an “AUS ITT Withdrawal”.

If the participant withdraws consent for disclosure of future information, the sponsor may
retain and continue to use any data collected before such a withdrawal of consent.

Detailed reasons for withdrawal will be documented including participant verbatims.

7.3 Lost to Follow-up

A participant will be considered lost to follow-up 1f he or she repeatedly fails to complete the
scheduled virtual visits and 1s unable to be contacted by the study staff

The following actions must be taken if a participant fails to complete a required study visit:
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e  There must be an attempt to contact the participant and reschedule the missed virtual visit
as soon as possible and counsel the participant on the importance of mamntaming the
assigned visit schedule and ascertain whether or not the participant wishes to and/or
should continue in the study.

e Before a participant 1s deemed lost to follow-up, the investigator or designee must make
every effort to regain contact with the participant (where possible, 3 telephone calls [on
different days and at different times] and, 1f necessary, a cerfified letter sent to the
participant’s last known mailing address). These contact attempts should be documented
i the participant’s medical record.

e  Should the participant continue to be unreachable, he/she will be considered lost to
follow-up.

Site personnel, or an independent third-party, will attempt to collect the vital status of the
participant within legal and ethical boundaries for all participants enrolled. Public sources may
be searched for vital status information. If vital status 1s determuined as deceased, this will be
documented, and the participant will not be considered lost to follow-up. Sponsor personnel
will not be involved 1n any attempts to collect vital status information.

Discontinuation of the study as a whole 1s handled as part of Appendix A

8 STUDY ASSESSMENTS AND PROCEDURES

e Immediate safety concerns should be discussed with the sponsor immediately upon
occurrence or awareness to determune 1f the participant should continue or discontinue
study intervention.

e  Adherence to the study design requirements, including those specified in the SoA, 1s
essential and required for study conduct.

e  All pre-screening evaluations must be completed and reviewed to confirm that potential
participants meet all eligibility criteria. The investigator will maintain a screening log to
record details of all participants screened and to confirm eligibility or record reasons for
screening failure, as applicable.

e Procedures conducted as part of the participant’s routine clinical management (e g_, lipid
profile) and obtamed within 12 months (+3-month window) before signing of the ICF
may be utihzed for screeming or baseline purposes provided the procedures met the
protocol-specified criteria and were performed within the fime frame defined in the SoA_

e  Study procedures and their timing are summarized in the SoA and described below.
Protocol waivers or exemptions are not allowed. The following steps are i order of
procedures:
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Prior to Virtual Visit 1

1

All-comers who respond to digital or traditional ads will click on an advertisement (af
digiatal) or visit the web page directly (if seeing/hearing traditional ad) to learn more
about the study.

Subjects who are interested will call the Concentrics Call Center to go through pre-
screening questions that are compnised of the inclusion and exclusion criteria as well
as demographic information and a privacy acknowledgment or subjects can opt to
complete an online pre-screener.

Those who meet pre-screenming criteria will be sent the Web App link via email from
the Call Center.

The subject will complete the imitial TASS assessment through the Web App. Ifa
subject does not know their lab numbers prior to taking the mitial assessment and 1s
unsure as to where to obtain their labs, the study staff will provide the subject with
testing options upon request using the information provided mn the Web App as a
gumde, but the subject will choose their preferred option. If a subject wishes to gotoa
doctor and get a prescription for a lab test, that 15 acceptable. They can also order a
home test kit. The study staff will not proactively tell them which testing method to
use. If a subject requests assistance, the study staff will help them locate a testing site
(e.g., local pharmacy, m-store clinic) for testing. However, the Sponsor will not order
the tests or pay for their tests in order to overcome some of the natural barrers that
would be experienced by the consumer when attempting to access nonprescription
rosuvastatin in-market.

Subjects who receive an “OK to Use” outcome or “Ask a Doctor” outcome (and
confirm that their doctor says 1t 1s OK for them to use), will then be given an
opportunity to purchase a 45-day or 90-day (participant’s choice) supply of the
product through the Web App. No drug will be shipped until the subject consents and
completes Virtual Visit 1. If the subject decides not to participate or the participant 1s
deemed not eligible to participate at the end of Virtual Visit 1, the product purchase
price will be refunded.

Upon completion of the mitial TASS assessment and purchase, subjects will be
directed to call the Call Center to schedule their Virtual Visit 1. During this call, the
Call Center staff will confirm that the subject continues to meet pre-screening criteria
and has verified diagnostic numbers (Tniglycendes, TC, HDL-C, LDL-C, BP
numbers, and if applicable a high-sensitivity C-reactive protein [hs-CRP] level,
coronary artery calcium [CAC] score and waist circumference measurement).
o  Subjects will need a verified source for their laboratory values for Virtual Visit 1.
Vernfiable labs will be required in order to proceed to the use phase of the study
(excluding CAC).
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o

“Verified” laboratory values are those for which the subject has appropnate
source documentation (laboratory report, Doctor’s office report, etc_) for the
values entered into the Web App or are laboratory values resulting from a study
mandated test.

Vernfied diagnostic numbers can mclude results obtained prior to completing the
mifial TASS assessment as long as the source type 1s within 12 months (+ 3-
month window) and has a name that matches the subject’s driver’s license or
other identification with a picture ID (e.g_, school ID, nulitary ID, passport, etc).
For males ages 20 to 39, a source verified BP will not be required since BP does
not factor mto the use assessment based on current gmidelines.

Call Center representative will mandate a laboratory test or BP measurement for
Virtual Visit 1 1if the subjects states that they do not have a source document for
the data entered into the Web App.

CAC mmaging results will not be verified if a subject inputs this information into
the Web App and does not have a verified source. This data will be documented
as “unverified,” but this would not exclude them from proceeding to participate
m the AUS. No study mandated testing will be required. In this instance, the
subject’s TASS entry will be considered acceptable.

For study mandated tests only, the Call Center representative will help
coordinate or locate a testing site (e_g_, local pharmacy, in-store clinic) for testing
for the triglycenides, cholesterol numbers and, if applicable, hs-CRP. If a subject
15 unable to get to one of the local testing sites, the study staff can direct them to
order a home test kit. Subjects will not be required to pay for study mandated
testing.

A verified source 1s also required for BP numbers for Virtual Visit 1. If the
subject states they do not have verified BP numbers for their Virtual Visit 1, the
study staff can help to locate a testing site for BP. If a subject 1s unable to get to
one of the local testing sites and 1f they have an FDA approved BP device at
home, they will be allowed to use their device. If the subject cannot get to a local
testing site and does not have an FDA approved BP device at home, a BP
monitor will be shipped to them. General instructions on techmques to measure
BP will be provided.

7 A pre-study shupment will be sent to the subjects in advance of their Virtual Visit 1 and
will contamn pregnancy tests (if female), an eDiary and study mstructions. These
mstructions will be reviewed with the participant at the Virtual Visit 1.

8 Subjects will receive a call ahead of their scheduled Virtual Visit to remund them of their
appointment time and to have the verification of the laboratory numbers and BP they
entered imnto the Web App with them
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10

11

12

13

At Virtual Visit 1

The subject will connect to the online video link, provide an ID check to the Central
Assessor who will also confirm that the subject has venifiable diagnostic data, prior to
speaking with the CMOG clinician and signing the informed consent. The Central
Assessor will conduct this verification due to their availability at the appomtment time and
access to the Virtual web meeting.

o If the diagnostic data 1s not verifiable, the Virtual Visit 1 will be rescheduled.

o If the Central Assessor 1s able to venify the source of the diagnostic data, the data
15 referred to as “verified source.” If the diagnostic values are a result of study
mandated testing, the data 1s referred to as “venfied by SMT”. Both the “venfied
source™ and “verified by SMT™ lab and BP results will be provided to the CMOG
chinician from the Diagnostic Report form for completing the CMOG climician
TASS_ As noted earlier, males 20-39 will not be required to have a venified
source or SMT for BP since BP does not factor info the use assessment for this
age group based on current guidelines.

Once the diagnostic data has been verified, the participant will sign the ICF, and all use
eligibility criteria will be confirmed.

Women of childbearing potential will take a urine pregnancy test and show the test results
to the CMOG wvia the video.

o  Participants will be identified as being of childbearing potential prior to virtual
visits and a urine pregnancy test will be sent to those participants to use during
this visit.

o If at Virtual Visit 1, the pregnancy test has an inconclusive result, the participant
will be rescheduled in 2 to 4 weeks at which time the urine pregnancy test will be
repeated.

All participants will be adnimstered the REALM test to determine literacy (Davis et al
1993). The word list will be displayed on the participants screen and the nterviewer will
be able to visually see and hear the participant say each word on the video. This face-to-
face method of obtaining the REATM 1s consistent with the in-person face-to-face
method.

The CMOG chinician will conduct the targeted medical and medication history. Product
shipment will be held until after the targeted medical and medication history 1s completed
and the Investigator approves the participant to receive the mvestigational product.

o Once the CMOG clinician completes the medical and medication history
mterview and their evaluation, they will input that data along with the verified
diagnostic data (including the CAC regardless of venfication status) from the
Diagnostics source into the TASS tool to obtain a TASS outcome. The clinicians
m the CMOG and the PI are blinded to the entries made by the study participant
m the Web App. The CMOG will only use lab and BP data for their TASS
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assessments that has been either source verified or from a study mandated test. If
the source document contains more than one value for a parameter, the CMOG
will always use the most recent value for their assessment. This procedure will
be used for the Virtual Visit 1 and Virtual Visit 2 TASS assessments.

o  The Central Assessor will compare the self-selection outcome from the
participant in Web App to the TASS entries and mitial outcome from the CMOG
clinician.
= For those participants proceeding into the actual use portion of the study:

Follow-up probes will be asked for any discrepancies between TASS entries
that are only asked at the initial TASS assessment as well as any Web App
use errors.

= For those participants who do not meet the criteria for proceeding into the
actual use portion of the study: Follow-up probes will be asked of a
participant for any discrepancies between TASS entries as well as Web App
use errors.

* The follow-up questions are not used for adjustment of the self- selection
results; this information 1s used to determune the root cause of any
discrepancies between the medical and medication history and Web App
entries.

14 Participants will be provided with study procedure mstructions and instructions on how to

15

16

17

complete the eDiary. No mstruction will be provided regarding the use of the product. See
Section 8.1 for additional information on the eDiary.

Once the participant has been approved to use the product, the Central Principal
Investigator or Sub-Investigator will authorize a release of the mitial order confirmation
from the Web App that 1s sent to the Central Depot for imitial shipment of drug. The date
that the drug 1s delivered to the address given by the participant will be Day 1.

o  All participants at Virtual Visit 1 will be allowed to enter the use period of the
study provided a CMOG clinician has not determined that the participant has a
condition for which treatment would pose an unacceptable risk (e g_, allergy to
rosuvastatin or a woman who 1s breastfeeding or pregnant).

Use Period

The use period of the study begins on the day that the product 1s delivered to the address
provided by the participant. The use period lasts 6-months. Duning this period, participants
have the option to purchase more product.

Participants will need to utilize the eDiary to record the unique bottle ID(s) received for
this imitial shipment and any subsequent reorder shipments received to confirm receipt of

delivery of the study drug.
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18

19

20

21

22

Participants will be instructed to use the eDiary to record when they took study drug, have
changes to any medications and have any changes in health status. The diary will be
reviewed for AEs by a CMOG clinician at the day 60 and day 120 phone call (phone calls
described in Step 22 below) and at the Virtual Visit 2. AEs will be followed to resolution.
See Section 8.1 for further details regarding eDiary.

The timing for reordering drug for a 45-day order and a 90-day order will be after 5 days
from the date of last delivery. Emails will also be used to inform participants when they
should reorder. They will recetve a reorder email at day 25 for a 45-day supply order and
at day 45 for a 90-day supply order. Participants will have a TASS assessment performed
during the reorder. Provided they receive an “OK to Use™ outcome or an “Ask a Doctor™
outcome and indicate the doctor gave them permission to continue treatment, they can
reorder. However, the participant does not interact with a CMOG clinician to have their
medical and medication history assessed during reorders.

Because participants in the AUS will purchase nonprescription rosuvastatin calcium
online, they will receive eCommerce transactional communications (emails) that one
would expect to recerve when making an online purchase; these will be consistent with
the messages provided when nonprescription rosuvastatin 1s commercialized.
Transactional messages will include confirmation that a participant’s order was placed,
shipped, delivered, and notification of eligibility to reorder. In addition, some
transactional messages will be accompanied by secondary messages reinforcing DFL
requirements which mcludes adherence remunders, reminders to have their cholesterol
levels tested, reminders to review and be famihar with the DFL, general heart health
education, and a message to participants with diabetes about the importance of having a
doctor manage their blood sugars. These emails will be sent to all study participants. The
number and frequency of transactional emails sent to participants will vary because they
are triggered by a specific event or activity. If that fransactional event or activity does not
occur, the participant will not be sent the respective transactional email. All emails wall
comply with the 2003 Controlling the Assault of Non-Solicited Pornography and
Marketing (CAN-SPAM Act) requirements.

If the participant 1s unsure where to get their LDL-C retest during the 6-month use period,
the same process as described 1 Step 4 will be followed.

During the 6-month use period, the CMOG clinician will perform a telephone status
check with participants at 60 and 120 days to assess any changes in health and/or
medications as well as any additional study-related 1ssues (no instruction will be provided
regarding the use of the product). At approximately day 165, participants will be called
and the Virtual Visit 2 will be scheduled. During this call if a participant had an LDL-C
retest, they will be asked to confirm 1f they have a venified LDL-C retest.

o Refer to Step 6 for defimition of “verified ™ Venfied LDL-C retest value mcludes
results from a Doctor’s office or health screeming which must NOT be prior to the
start date of Crestor OTC and have a name that matches the participant’s driver’s
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license or other identification with a picture ID (e.g., school ID, military ID,
passport, efc).

o  Study mandated lab testing for Virtual Visit 2 will follow the same process as
described 1n Step 6 and will be required for all participants except those who
recetved a “Do Not Use” outcome, an “Ask a Doctor” outcome but did not
mdicate within the Web App that the doctor gave them pernussion to continue
treatment, permanently discontinued study medication (participant or CMOG
clhinician decision) or withdrew from the study. The reason is that most of these
mdividuals will be off-freatment for an extended period of time before a study
mandated test could be performed.

At Virtual Visit 2

23 If the Central Assessor cannot verify the LDL-C value, Virtual Visit 2 will be rescheduled
if the participant requires a study mandated test.

24 Women of childbearing potential will take a urine pregnancy test and show the test results
to the CMOG clinician via the video.

25 Any participant who, on their last order, had an “OK to Use™ or “Ask a Doctor” and
mndicated that the Doctor gave them permussion to continue treatment will complete a
TASS final use assessment during the Virtual Visit 2. Any participant who, on their last
order, had a “Do Not Use” outcome or a “Ask a Doctor” outcome and did not indicate the
Doctor gave them permussion to continue treatment will not complete a TASS final use
assessment during the Virtual Visit 2. The reorder assessment that resulted in a “Do Not
Use” outcome or an “Ask a Doctor” outcome (and did not indicate the Doctor gave them
permission to continue treatment) will be used as the participant’s TASS final use
assessment and final use outcome.

26 Any participant who, on their last order, had an “OK to Use™ outcome or “Ask a Doctor™
outcome and indicated that the doctor gave them permussion to continue treatment will be
required to have a study mandated LDL-C retest if they do not have a verified source for
their LDL-C retest(s). Participants with a study mandated LDL-C retest will be instructed
by the Central Assessor to answer “No™ to the LDL retest question. The Central
Assessor will review the TASS to ensure the participant entered “No™ as mstructed. If
the participant still entered an LDL-C from the study mandated test, the Central Assessor
will instruct the participant to repeat the TASS and reiterate to enter “No™ to the LDL-C
retest question. The reason for mstructing participants to answer “No” to the retest
question 1s because they were instructed to retest and did not follow the DFL. or Web App
mstructions for retesting. Because the Web App was designed to allow individuals who
do not retest to complete the study, allowing subjects to enter a study mandated test could
potentially lead to mncorrect outcomes and, in addition, bias the results of the retest
compliance endpoimnt. Participants who enter an LDL-C value into the TASS assessment
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27

28

29

30

that 1s an mnadequate response to treatment will be mstructed through the Web App to
repeat the LDL-C retest. If these participants on their last order have an “OK to Use”
outcome or “Ask a Doctor” outcome and mndicated that the doctor gave them permission
to continue treatment, a study mandated LDL-C retest will be required 1if they do not have
a verified source for their repeat LDL-C retest(s). Participants who enter Virtual Visit 2
with a “Do Not Use” outcome or an “Ask a Doctor” outcome but they did not indicate the
doctor gave them permussion to use the drug or withdrew or discontinued from the study
will not undergo study mandated testing

The CMOG clinician will then conduct a follow-up medical and medication lustory to
determune if there were any changes in health during the study.

o Once the targeted medical and medication history interview 1s complete, the
CMOG clinician will use the data obtained in the medical interview along with
the verified LDL-C value from the Diagnostics source and mnput that data into
the Web App to obtain a CMOG clinician use outcome. The CMOG chinician
will only enter a verified LDL-C value into the TASS. If a participant has
multiple verified LDL-C values during the course of the use peniod, the CMOG
clinician will enter the most recent verified value (this can be “verified source™
or “verified by study mandated test™).

o  The Central Assessor will compare the TASS final use outcome from the
participant to the use outcome from the CMOG clinician. Follow-up probes wall
be asked of participants for discrepancies between TASS entries as well as any
use errors. The follow-up questions are not used for adjustment of the self-
selection results; this information 15 used to determine the root cause of any
discrepancies between the medical and medication history and Web App entries
Or USe errors.

The eDiary will also be reviewed at the Virtual Visit 2 for AEs as well as compliance
with the Directions and Stop use warnings on the DFL. AEs will be followed to
resolution. The CMOG clinician will instruct the participant to return all surplus study
drug/packaging purchased during the study into the return packaging provided at the
beginming of the study for shipment back to the study site. Those participants who refuse
to send back their pill bottles for a final pill count will be given the option to count the
pills with the study personnel via video conference at Virtual Visit 2.

Once all questions are complete and the participant has prepared the shipment of the study
drug back to the study site, the participant will be dismissed from the study visit.

30-dav Follow-up

Thurty days post-study drug discontinuation, study staff will complete a follow-up
telephone call to assess for possible AEs. Once this post-use phone call 1s complete and
no additional AEs have been reported, the participant will have completed all study
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procedures. All AEs will be followed to resolution via additional phone call as required.
Participant stipend and compensation for product purchase will be provided upon receipt
of returned study drug and/or product packaging at Concentrics as well as completion of
30-day post use phone call.

8.1 eDiary

The eDiary will be used to gather mimimal data 1 an unbiasing manner and 1s not used to
mstruct the participant on the proper use of the drug. The information gathered will include
dosing (date/time and amount of drug taken), AEs (changes in health), and medication
changes. The participant will record the unique ID from the study drug bottle to confirm
receipt of the product.

The eDiary provider will provide a notification to the study team when they detect no activity
in the eDiary for more than 7 days. This will generate a commumication to the participant from
the study staff to determine 1f (a) the participant has any questions about using the eDiary (re-
traiming may be necessary) or (b) to understand if the participant 1s still participating in the
study. No additional information will be provided beyond the original study mstructions for
the diary.

At the 60-day and 120-day planned telephone contacts, the eDiaries will be reviewed to
determune 1f “Stop Use™ criteria are present and to ask about any changes i health. If so, the
CMOG clinician will discuss the entry with the participant to determine if it meets the “Stop Use”™
definition. Meeting the second co-primary endpoint and the secondary endpoint with regard to
“Stop Use” warmings requires that the participant identify the “Stop Use” warming. Therefore,
should a “Stop Use” warning be identified durning the 60 or 120-day touchpoint, the
participants will be managed as follows:

e If during the 60 or 120-day touchpont, the participant volunteers that they had a stop use
warning, they will be scheduled for Virtual Visit 2. Participants who self-identify a “Stop
Use” criterion will complete all Virtual Visit 2 procedures including a TASS assessment.

e If on the other hand, the CMOG becomes aware of a “Stop Use™ criterion during the
telephone call that the participant did not identify, all Virtual Visit 2 procedures except a
participant TASS and study mandated test for LDL-C will be performed. The reason for
not repeating the TASS 1s that the participant did not self-identify the "Stop Use"
criterion. Instead, the CMOG 1dentified the criterion and discussed with the participant,
which could bias the participant’s behavior when completing the TASS. For example, a
participant who did not realize they should have stopped drug because of severe muscle
symptoms, may answer "yes" to this question in the TASS and be categorized as a correct
selector when, in reality, they may have answered "no" to this question 1f they had not
spoken to a CMOG chinician prior to completing the TASS. Because the study staff had to
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mform the participant that they met a “Stop Use™ criterion, they will be considered a
failure when evaluating the second co-primary endpoint related to “unse™.

e  Participants who the CMOG clinicians 1dentify as having experienced “Stop Use™ criteria
are considered “Discontinued from Study Intervention™ and not a withdrawal (refer to
Section 7.1). In general, the only events recorded 1n an eDiary or communicated to the
study staff during a phone check that would result in study medical personnel mnstructing
the participant to stop taking rosuvastatin are “Stop Use” critenia. If such a situation
occurs, the participant will be classified as a discontinuation from study intervention due
to “Adverse Event” or “Pregnancy” and scheduled for a Virtual Visit 2.

If a participant records a “Do Not Use” warming 1n their eDiary, we will not contact them. Our
mntent n the AUS is to keep interactions with the participants to a mimimum so we do not
influence the participant’s behaviors or bias the outcome of the study. By doing this, we allow
the real-life behavior to continue into the next reorder, at which time, the TASS reorder
assessment would result in a “Crestor OTC 1s no longer night for you™ message along with a
message to stop drug and contact a doctor. In the AUS, the participant will also be messaged
to contact the call center to schedule Virtual Visit 2.

We approached the assessment of the “Stop Use™ and “Do Not Use” warnings differently. In
the DFL, the “Stop Use™ warnings are related to pregnancy, acute rhabdomyolysis, myopathy
and hepatitis, conditions for which stopping the drug immediately are critical. In contrast, the
“Do Not Use” warnings have a much lower risk for harm if treatment 1s continued for a period
following the event. Prescription Crestor 5 mg 15 actually indicated for a number of the “Do
Not Use™ criteria. While we want to see participants with a “Do Not Use” warming stop drug
immediately, should they continue for a period of time prior to completing a TASS reorder
assessment, the likelihood of harm remains low.

8.2 Efficacy Assessments

The efficacy of nonprescription rosuvastatin will be assessed as a co-primary endpoint and in
During the use period of the study, participants will be told to
retest their LDL-C. For those who do not retest or have unverified source for the LDL-C data
mputted mnto the Web App, a study mandated test will be requured for Virtual Visit 2 for those
participants described in Section 8, Step 22. The LDL-C data will be used to assess the
overall response to treatment.

8.3 Safety Assessments
Planned time pomts for all safety assessments are provided in the SoA.

8.3.1 Physical Examinations
There will be no physical examinations performed as part of this study.
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8.3.2 Vital Signs

Blood pressure measurement will be provided at study entry and may be performed through a
local testing site (e_g., retail-based BP kiosks) if the subject did not provide a verified source.
See Section 8, Step 6 for further details.

8.3.3 Electrocardiograms
No ECGs will be performed as part of this study.

8.34 Clinical Safety Laboratory Assessments

At Virtual Visit 1, if the subject cannot provide verification of the source of their laboratory
numbers or 1f the source 1s greater than 12 months (+3-month window) prior to completing the
Web App, then the subject will be sent for study mandated testing for Triglycendes, TC,
LDL-C, HDL-C and, if necessary, hs-CRP. If subject 1s not able to get to one of the local
testing sites, the Call Center can direct them to order a home test kit. Subjects will not pay for
study mandated testing. Subjects also have the option of rescheduling their appointment to
locate their verified source. There will be no option to obtain CAC imaging in the event a
subject inputs this information mto the Web App and does not have a verified source at the
virtual site visit. Thus CAC data will be documented as “unverified” but will be considered
acceptable for use by the CMOG clinician for their TASS assessment 1f necessary. A missing
CAC score would not exclude a participant from proceeding to participate in the AUS. (Note
that 1s huighly unlikely that a participant would understand a CAC score and enter a valid score
mnto the Web App without having had the imaging test.) Women of chuldbearing potential will
take an over-the-counter urine pregnancy test provided by the CRO prior to the virtual visit. At
Virtual Visit 2, participants will be asked to verify the LDL-C entered into the Web App. If
the participants did not provide verification or did not retest, then the participant will be sent
for study mandated testing. See Section 8, Step 22 for a description regarding which
participants are sent for study mandated testing. Women of childbearing potential will take
another over-the-counter urine pregnancy test provided by the CRO.

8.3.5 Other Safety Assessments

When the participant completes the Web App to reorder, the Web App will ask questions about
certain changes in health Changes in health will also be assessed at each interim phone call.

5.4 Adverse Events and Serious Adverse Events

The Principal Investigator (PI) 1s responsible for ensuring that all staff involved in the study
are familiar with the content of this section.

The definitions of an AE or serious AE (SAE) can be found mn Appendix B.
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If the participant reports an AE, the mnvestigator and any designees are responsible for
detecting, documenting, and recording events that meet the definition of an AE.

8.4.1 Time Period and Frequency for Collecting AE and SAE Information

Adverse Events will be collected from the time of signature of informed consent form,
throughout the use period and 30-days after study drug completion/discontinuation. All AEs
will be followed to resolution.

SAEs will be recorded from the time of signing of informed consent form

If the investigator becomes aware of an SAE with a suspected causal relationship to the
mvestigational medicinal product that occurs after the end of the climical study 1n a participant
treated by him or her, the investigator shall, without undue delay, report the SAE to the

SpOnSOr.

8.4.2 Follow-up of AEs and SAEs

All AEs will be followed to resolution. AstraZeneca retains the right to request additional
information for any participant with ongoing AE(s)/SAE(s) at the end of the study, if judged
necessary.

Adverse event variables

The following variables will be collected for each AE:

s AE (verbatim)

e  The date when the AE started and stopped

e Seventy

¢  Whether the AE 1s serious or not

e Investigator causality rating against the Investigational Product(s) (yes or no)
e Action taken with regard to Investigational Product(s)

e AF caused participant’s withdrawal from study (yes or no)

e Oufcome

In addition, the following varables will be collected for SAEs:

e Date AE met critenia for SAE

e Date investigator became aware of SAE
e AFE 1s serious due to

e Date of hospitalization
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e Date of discharge

¢ Probable cause of death

¢ Date of death

e  Autopsy performed

e Causality assessment 1n relation to Study procedure(s)

e Causality assessment to other medication

8.4.3 Causality Collection

The mvestigator should assess causal relationship between Investigational Product (both drug
and software constituent) and each AE, and answer “yes’ or ‘no’ to the question “AE caused by
P?}

For SAEs, in addition to assessment of causal relationship with Investigation product (both
drug and software constituent), causal relationship should also be assessed for other
medication and study procedures. Note that for SAEs that could be associated with any study
procedure the causal relationship 1s implied as “yes.’

A guide to the mterpretation of the causality question 1s found in Appendix B to the Clinical
Study Protocol (CSP).

8.4.4 Adverse Events Based on Signs and Symptoms

All AEs spontaneously reported by the participant or reported i response to the open question
from the study site staff: “Have you had any changes in health since the previous visit/you
were last asked?’, revealed by observation, recerved by CRO via email that 1s tnggered from
the Web App due to participant response during reorder to one of the TASS questions below,
or recorded m the eDiary will be collected and recorded in the eCRF. Certain answers in the
Web App for reorder assessment may also be collected as AEs. These mnclude the following

questions:
e Have you ever had any of the following: heart attack, stroke, operation or procedure on
your heart, peripheral artery disease (PAD)?

e Have you been told by a doctor that you have kidney disease or since you started taking
Crestor OTC, have you been told by a doctor that your kidney disease has gotten worse?

e Have you had any new liver problems (upper belly pain, dark urine, or yellowing of skin
or whites of your eyes)?
e Have you had any new, severe, and unexplained muscle pain, tendemess, or weakness?
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When collecting AEs, the recording of diagnoses 1s preferred (when possible) to recording a
list of signs and symptoms. However, if a diagnosis 1s known and there are other signs or

symptoms that are not generally part of the diagnosis, the diagnosis and each sign or symptom
will be recorded separately.

Participants who report AEs with symptoms suggestive of a severe myopathy, rhabdomyolysis
or liver mjury will be referred to a doctor or an emergency room for immediate care.

8.4.5 Adverse Events Based on Examinations and Tests

The results from the CSP mandated laboratory tests and vital signs will be summarized in the
Clinical Study Report (CSR).

Deterioration as compared to baseline in protocol-mandated laboratory values, should only be
reported as AEs 1f they fulfill any of the SAE criteria, are the reason for discontinuation of
treatment with the mvestigational product or are considered to be clinically relevant as judged
by the investigator (which may include but not limited to consideration as to whether
treatment or non-planned visits were required).

If deterioration 1n a laboratory value/vital sign 15 associated with clinical signs and symptoms,
the sign or symptom will be reported as an AE and the associated laboratory result/vital sign
will be considered as additional information. Wherever possible the reporting investigator
uses the climical, rather than the laboratory term (e.g., anemuia versus low hemoglobin value).
In the absence of climcal signs or symptoms, clinically relevant deteriorations in non-
mandated parameters should be reported as AE(s).

Any new or aggravated climcally relevant abnormal medical finding as compared with the
baseline assessment will be reported as an AE unless unequivocally related to the disease
under study.

8.4.6 Reporting of Serious Adverse Events

All SAEs have to be reported, whether or not considered causally related to the investigational
product, or to the study procedure(s). All SAEs will be recorded in the eCRF.

If any SAE occurs mn the course of the study, then investigators or other study site personnel
inform the appropriate AstraZeneca representatives within one day 1.e_, immediately but no
later than 24 hours of when he or she becomes aware of 1t.

The designated AstraZeneca representative works with the investigator to ensure that all the
necessary mformation is provided to the AstraZeneca Patient Safety data entry site within 1
calendar day of imtial receipt for fatal and life-threateming events and within 5 calendar
days of imitial receipt for all other SAEs.
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For fatal or life-threateming AEs where important or relevant information 1s missing, active
follow-up 1s undertaken immedately. Investigators or other study site personnel inform
AstraZeneca representatives of any follow-up information on a previously reported SAE
within one calendar day 1.e_, immediately but no later than 24 hours of when he or she
becomes aware of 1t.

All SAEs will be recorded 1 the EDC system. Investigators or other study site personnel will
send relevant CRF modules by fax to the designated AstraZeneca representative.

For further pmdance on the definition of a SAE, see Appendix B of the CSP.

The reference document for definition of expectedness/listedness 1s the USPI for Crestor -
(AstraZeneca Pharmaceuticals LP 2021).

8.4.6.1 Reporting of AEs/SAEs in Relation to COVID-19

All AEs/SAEs should be reported 1n line with instructions for safety reporting documented in
the CSP. For participants expeniencing signs and symptoms indicating an infection, an attempt
will be made to determine whether the Coronavirus 2019 (COVID-19) virus 1s the infectious
organism, and the AE will be recorded accordingly. If a participant presents with climcal signs
and symptoms suggestive of COVID-19, a test will be requested where possible. If the test 15
posttive, record “COVID-19 positive” in the AE Field.

If a test has not been performed or result is negative, additional questions will be asked about
contact with someone positive for COVID-19 or with COVID 19 symptoms and timing
around onset of symptoms. If either question 1s true, record “COVID-19 suspected” m the
Adverse Event Field. If the clinician has other concurrent diagnoses for the participant’s signs
and symptoms (e_g_, pneumonia), these will be recorded as separate AEs.

8.4.7 Pregnancy
All pregnancies and outcomes of pregnancy should be reported to AstraZeneca except for:

e  If the pregnancy 1s discovered before the study participant has received any study drug
e Pregnancies in the partner of male participants

84.71 Maternal Exposure
If a participant becomes pregnant during the course of the study, mvestigational product should
be discontinued immediately.

Pregnancy itself 1s not regarded as an AE unless there 1s a suspicion that the investigational
product under study may have interfered with the effectiveness of a contraceptive medication.
Congenital abnormalities/birth defects and spontaneous nuscarriages should be reported and
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handled as SAEs. Elective abortions without complications should not be handled as AEs. The
outcome of all pregnancies (spontaneous nuscarrage, elective termuination, ectopic pregnancy,
normal birth, or congenital abnormality) should be followed up and documented even if the
participant was discontinued from the study.

If any pregnancy occurs during the course of the study, then the investigator or other study site
personnel informs the appropriate AstraZeneca representatives within 1 day 1.e_, immediately
but no later than 24 hours of when he or she becomes aware of 1t

The designated AstraZeneca representative works with the investigator to ensure that all
relevant information 1s provided to the AstraZeneca Patient Safety data entry site within 1 or 5
calendar days for SAEs (see Section 8.4.6) and within 30 days for all other pregnancies.

The same timelines apply when outcome information 1s available.

The data pomnts required to be collected in AstraZeneca’s PREGREP module and PREGOUT
module will be used to report pregnancy and pregnancy outcome via the pregnancy CRF
modules or a pregnancy form.

8.4.8 Medication Error

If a medication error occurs in the course of the study, then the mvestigator or other study site
personnel informs the appropnate AstraZeneca representatives within 1 day 1.e., immediately
but no later than 24 hours of when he or she becomes aware of 1t.

The designated AstraZeneca representative works with the investigator to ensure that all
relevant information 1s completed within 1 (Initial Fatal/TLife-Threatening or follow-up
Fatal/Life-Threateming) or 5 (other serious mitial and follow-up) calendar days if there 1s an
SAE associated with the medication error (see Section 8 4.6) and within 30 days for all other
medication errors.

The definition of a Medication Error can be found in Appendix B.

8.4.9 Software as a Constituent Part

An mvestigational software as a constituent part of a combination product 1s included 1n this
study. Any AEs and/or any SAEs reported in this study will undergo causality assessment by
the mvestigator for causal relationship with the investigational product, inclusive of both the
drug and software constituents. If a causal relationship with the software 15 suspected for an
AFE and/or an SAE, 1t will be documented within the AE and/or SAE report. All SAE reports
which meet the definition of an IND safety report will be submutted to health authorities
according to local regulations.
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8.5 Overdose

Based on data from Crestor clinical program, any dose of 80 mg or above 1n a 24-hour period
will be considered an overdose.

There 15 no specific treatment in the event of overdose. In the event of overdose, the patient
should be treated symptomatically, and supportive measures mstituted as required.
Hemodialysis does not significantly enhance the clearance of rosuvastatin.

e  An overdose with associated AEs 1s recorded as the AE diagnosis/symptoms on the
relevant AE modules in the eCRF and on the Overdose eCRF module.

e An overdose without associated symptoms 1s only reported on the Overdose eCRF module

If an overdose on an AstraZeneca study drug occurs in the course of the study, the investigator
or other study site personnel nform appropnate AstraZeneca representatives immediately, but
no later than 24 hours of when he or she becomes aware of it.

The designated AstraZeneca representative works with the investigator to ensure that all
relevant information 1s provided to the AstraZeneca Patient Safety data entry site within 1 or 5
calendar days for overdoses associated with an SAE (see Section 8.4.6) and within 30 days for
all other overdoses.

8.6 Human Biological Samples

Participants may use a local testing site or a home test kit for labs and women of childbearing
potential will take an at home urine pregnancy test. No human biological samples will be
stored as part of this study. See Section 8 for further details.

8.6.1 Pharmacokinetics
Pharmacokinetic parameters are not evaluated 1n this study.

8.6.2 Pharmacodynamics

Pharmacodynamics are evaluated as part of the LDL-C reduction efficacy evaluations.

8.7 Human Biological Sample Biomarkers
8.7.1 Collection of Mandatory Samples for Biomarker Analysis
There will be no mandatory collection of samples for biomarker analysis m this study.

8.7.2 Collection of Optional Biomarker Samples
There will be no collection of optional biomarkers samples in the study.
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8.7.3 Other Study-Related Biomarker Research
Biomarker research 1s not applicable in this study.

8.8 Optional Genomics Initiative Sample
Optional Genomucs Inifiative research 1s not applicable in this study.

8.9 Health Economics OR Medical Resource Utilization and Health
Economics

Not applicable to this study.

9 STATISTICAL CONSIDERATIONS

9.1 Statistical Hypotheses

Statistical hypotheses will be tested for all of the co-primary endpoints for the study. These
endpoints are defined in detail in Section 9.4.2 1. For each of the use co-primary endpoints,
namely, the Overall Correct Initial TASS Outcome and the Overall Correct Final Use
Outcome, the below null hypothesis will be rejected in favor of the alternative if the lower
bound of the two-sided 95% exact binomual (1.e., Clopper-Pearson) CI 1s greater than 85%.

Ho: P<85% vs. Hi: P> 85%

For the third co-primary endpomnt, PCFB in verified LDL-C to Visit 2, the below null
hypothesis will be rejected in favor of the alternative 1if the upper bound of the two-sided 95%
confidence mnterval on the mean PCFB 1 verified LDL-C to Visit 2 1s less than -15%.

Ho: p>-15% vs. Hi: p<-15%
where p 15 the mean PCFB in verified LDL-C to Visit 2.

9.2 Sample Size Determination

The sample size 1s based on powering the study for the co-primary endpomnts. The evaluation
of the first co-pnimary endpomt on the Overall Correct Imtial TASS Outcome will have a
sample size of approximately 1220; however, not all of these participants may have an
Overall Correct Imtial TASS Outcome. As part of the primary analysis of this endpoint, any
participants with a missing Overall Correct Initial TASS Outcome will be imputed using worst
case mmputation (1.e., as mcorrect). As such, 1t 15 unknown exactly how the true self-selection
rate will be affected based on this imputation. Therefore, the resulting power assuming various
true self-selection rates in order to demonstrate that the LB of the 95% exact binomial
confidence mterval (CI) 1s greater than 85% with a sample of approximately 1220 participants
1s presented 1in the table below:
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True Self-Selection True Self-Selection
Rate Power Rate Power
88.24% 90% 88.57% 05%
88.30% 01% 88.67% 06%
88.35% 02% 88.78% 97%
88.42% 03% 88.93% 08%
88.49% 04% 90.00% =>00%

Evaluation of the second co-primary endpoint on the Overall Correct Final Use Outcome will
have a sample size of at least 500 participants. A sample size of 500 participants would
provide at least 90% power to demonstrate that the lower bound of the 95% exact bimomial CI
1s greater than 85% for the final use endpoint, assuming that the true correct final use outcome
rate 15 90%. It 1s anticipated that at least 450 participants will be included in the evaluation of
the third co-primary endpoint of PCFB 1n verified LDL-C to Visit 2. Assunung a true mean
PCFB of -25% with a standard deviation of 25%, a sample size of 450 participants would
provide greater than 99% power to demonstrate that the upper bound of the two-sided 95%
confidence mnterval on the mean PCFB 1 verified LDL-C to Visit 2 1s less than -15%.

It 15 expected that approximately 80,000 consumers will contact the Call Center for pre-
screeming in response to advertising. Traditional (1.e., television, print) and digital advertising
approaches will be utilized for recruitment. The table below summarizes the estimates and
percentage drops at each step from the imitial call into the Call Center through completion of
the study.

Table 3 Estimated Number of Subjects/Participants by Study Stage
Calls mnto Call Center Estimated 80,000 calls
Sent the Web Link Estimated 54,400 subjects

Assumes:

Pre-screen Fail rate = 24%
Qualified Refused rate= 8%

Complete the Web Link (66%) Estimated 35,900 subjects
Qualify as “Ok to Use” (~ 5%) Estimated 1,800 subjects
Schedule Virtual Visit 1 (85%) Estimated 1,525 subjects
Enrolled — Complete consent at Virtual Visit 1 Estimated 1,220 participants
(80%)

Enter Use Phase of the Study (83%) Estimated 1,000 participants

Withdrawals/Lost-to follow-up during use (~50%) | Estimated 500 participants
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Evaluable participants”

Estimated 500 participants

* Evaluable for the second co-primary endpoint, Overall Comrect Final Use Outcome

Note: “Enrolled” 1s defined as a participant’s agreement to participate in a clinical study
following completion of the informed consent form (ICF) process. Subjects who are pre-
screened for the purpose of determining eligibility for the study but do not sign consent, are
defined as “pre-screen failures.” See Section 9.3 for further detail on the definition of pre-

screen and screen failures.
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9.3 Populations for Analyses
The following populations are defined:

Table 4 Populations for Analysis

Population/Analysis set Description

Pre-Screened Pre-Screened are all subjects who complete the initial pre-
screener erther online or by calling the Call Center.

Pre-Screen Failures Pre-Screen Failures are all subjects who meet one of the

following categories:

¢ Did not meet SS inclusion or met SS exclusion

& Qualified refused

e Received Web App link but did not complete
the TASS assessment

e Received Web App link and received a “Do Not Use”
outcome

e Received Web App link and received an “Ask a Doctor™
outcome and did not go back into the Web App and
mdicate a doctor said it was okay to proceed

e Received Web App link, received an “OK to Use™
outcome or an “Ask a Doctor” outcome and indicated
a doctor said 1t was okay to proceed but never created
a Web App account

e Received Web App link, recerved an “OK to Use”
outcome or an “Ask a Doctor” outcome and indicated a
doctor said 1t was okay to proceed, created a Web App
account but did not make an mmitial purchase of study
drug

e Received Web App link, received an “OK to Use™
outcome or an “Ask a Doctor” outcome and indicated
a doctor said 1t was okay to proceed, created a Web
App account, made an mmtial purchase of study drug
but did not schedule their first visit

e Received Web App link, received an “OK to Use™
outcome or an “Ask a Doctor” outcome and indicated
a doctor said 1t was okay to proceed, scheduled their
first visit but did not sign ICF (either did not show for
their first visit or showed but decided not to sign ICF)

SS Population Participants who sign the ICF.
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AUS Screen Failures SS population participants who meet AUS exclusion criteria.

AUS Intent to Treat (ITT) SS population participants who meet all eligibility for AUS

Population and have mvestigational product (IP) delivered to their
address.

Per Protocol Population Participants i the AUS ITT population who complete

Virtual Visit 2 or have sufficient medical and medication
history information and, when necessary, a vernified LDL-C
value collected prior to stopping the study to determine the
final use outcome.

Safety All participants in the AUS ITT who takes at least one dose
of IP as determuned by returning fewer pills than dispensed,
mcluding those who do not return any bottles for pill
counting. As such, any participants who return all pills
delivered to them are excluded.

9.4 Statistical Analyses

The Statistical Analysis Plan (SAP) will be finalized prior to data base lock (DBL) and will
include a more techmical and detailed description of the statistical analyses described in this
section. This section 15 a summary of the planned statistical analyses of the most important

endpoints including primary and key secondary endpoints.

2.4.1 General Considerations

9.4.1.1 Subgroup Analyses

Results for all endpoints will be conducted by literacy group (inmuted, normal) as assessed by
the REALM test as well as by sex at birth, race, and age group (less than 50 years old, 50 — 65
years old, > 65 years old) gathered from the CMOG clinician responses in the Targeted Medical
and Medication History Form at Visit 1. Results will also be assessed relative to Order
Preference (based on the participant’s study drug order quantity, 45- or 90- day supply) which
will be obtained from the participant order history.

9.4.1.2 Web App Records

Whenever the subject/participant uses the Web App, a record of that interaction along with the
responses to the questions are created. There 1s the potential for multiple records from a
subject/participant since participants could enter the Web App and then exit because they do
not have the information needed to complete the assessment. The rule for addressing the 1ssue
of multiple Web App records 1s to always use the subject’s/participant’s last completed record
with an outcome result for analysis. A similar process will be used for the CMOG records
completed at Visit 1 and Visit 2. If multiple CMOG assessments are recorded, the last record
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will be used for the evaluation of the endpoints. The reason for multiple CMOG assessments
will be recorded.

9.4.1.3 Mitigation Plan

A limited number of nutigating factors will be acceptable for participants who verbalize an
understanding of the label warmings or provide information that would not be considered a
medical nsk. Mitigating factors may be identified during the targeted medical and medication
history and will be applied during the coding process for determuning correct vs incorrect
TASS and use.

The mutigation process will be performed after all participants have completed the study.
Coding of participant responses and application of any mitigations will be done by an
independent team (1.e., firewalled) comprised of clinicians and behavioral experts. The
clinicians involved in coding and mitigations are not employees of AstraZeneca or Cleveland
Climc. They are employees of Concentrics Research. Clinicians are separated into two
distinet groups for the purpose of this study. The first group are CMOG clinicians who are
responsible for interviewing participants during the virtual visits in order to obtain their
medical and medication histories and complete the CMOG TASS assessments. The second
group of chinicians are firewalled from the CMOG and are strictly involved in the coding and
mitigation process after the CMOG has completed their tasks. In other words, this second
group will not be clinicians operating in the CMOG. Two trained coders will independently
code the results and then compare them. In the event of a disagreement, a 3rd party
adjudicator (a different tramned coder) will code the results to determine the final coding
assessment. The 3™ party adjudicator is an employee of Concentrics Research. Coders will
apply both the climeally pre-approved a priori mitigations and the post-study mitigations.

Following the mitigation coding process conducted by Concentrics Research, the Cleveland
Clinic medical team 1n conjunction with the AstraZeneca medical team (when requested by
Cleveland Clinmc) will review and approve the following mitigations:

e  all post-study mitigations recommended by the firewalled coding and nitigation team,
¢  all remaming incorrect outcomes to confirm that no additional post-study mitigations are
applicable and

e  any issue related to the application of the a priori mitigations

The Cleveland Chinic and AstraZeneca medical teams will be blinded to the impact that post-
study mutigations will have on the study results.

Approved nutigations will be entered into the study database by the firewalled coders and data
management staff.
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The mutigations that were applied to the second co-primary endpoint will be utilized when

assessing the applicable secondary and_

e 4 Priori mitigations: These are anticipated responses that would be considered correct,
after a priori mitigations, usually since there 1s no safety risk. See Table 5 and Table 6 for
list of a priori mitigations.

e Post-study mitigations: While every effort 1s made to anticipate and document mitigations
a priori, there 1s commonly some information that could come to light in context of
reviewing all the data obtained via the Web App and the Targeted Medical and
Medication History from the CMOG clinician. Therefore, an additional review will be
completed post-study to assess whether any additional responses could be mitigated based
on the fact that the responses are a reasoned and acceptable answer to the question and
pose no medical risk.

Table 5 Initial Self-Selection Mitigations

Label Reference Rationale for Mitigation

Pregnancy alert: Do not use if you are pregnant | Participant did not know they were

or breastfeeding. If you become pregnant, stop | pregnant at the time they used the Web
taking and call your doctor. App. Participants who demonstrate they
had knowledge of a pregnancy are not
mutigated.

Participant enters “no™ in the Web App but
learns at a later date that they were pregnant.
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Do not use 1f you are taking:

— any cholesterol-lowering and/or
triglycende lowering prescription
medicine

— cyclosponne (a medicine for your
immune system)

—  warfann/ COUMADIN® (a blood
thinner)

Ask a Doctor before use if you are taking:
colchicine (a medicine to treat gout)
HIV/AIDS or hepatitis medicines (such as
lopinavir, ritonavir or atazanavir)

Participant enters “no™ in the Web App.

Participant was not on a medicine at the
time they took the TASS assessment but
started a medicine subsequently, or the
participant was prescribed a medicine but
had no intention of taking the medicine.

Do not use 1f you are taking cyclosporine (a
medicine for your immune system).

The participant enters “no™ into the Web App.

In the instance where the participant does
not realize that an eyedrop medicine they
are using has cyclosporine, they may enter
“no” mto the Web App. A “no™ response
will be mitigated to correct because the low
concentration and very low systemic
absorption of cyclosporine from an eyedrop
formulation will not sigmficantly impact
rosuvastatin exposure, and therefore not
pose a risk to the participant.

Ask a doctor before use 1f you take:
— colchicine (a medicine to treat gout)

Participant answers “yes’ in TASS to taking]
colchicine but CMOG Chnician determunes
they are not currently taking but had taken
within 7 days of completing the TASS.

Male 20-75 — Take 1 tablet every day
Female 50-75 — Take 1 tablet every day

Participant enters an age within 12 months of
their correct age.

A Participant who enters an age within 12
months of their correct age will be
mitigated to a correct response since the
benefit nisk profile of rosuvastatin will not
be impacted.

CONFIDENTIAL AND PROPRIETARY

72 of 155



Clinical Study Protocol —v8.0

5 mg Rosuvastatin with a Web App (Combination Product) -

AstraZeneca
D356PLO001S

Web App

Rationale for Mitigation

Are you currently taking a prescription medicine
for hugh blood pressure (also known as
“hypertension™)?

Participant enters “no™ into the Web App.

Participant was not on a BP medicine at the
time they took the TASS assessment but
started a BP medicine subsequently, or the
participant was prescribed a BP medicine
but had no mtention of taking the medicine.

Do you smoke cigarettes?

Participant enters “yes™ into the Web App.

Participant says “yes” in the Web App to
smoking cigarettes, but CMOG Chinician
determunes that participant only smokes e-
cigarettes.

Table 6 Use Period Mitigations

Label Reference

Rationale for Mitigation

Pregnancy alert: Do not use if you are pregnant
or breastfeeding_ If you become pregnant, stop
taking and call your doctor.

Participant becomes pregnant during the study
but does not stop taking the drug and/or does not
call doctor.

Participant did not know they were
pregnant while using the product.

Pregnancy alert: Do not use if you are pregnant
or breastfeeding_ If you become pregnant, stop
taking and call your doctor.

Participant enters “no™ in the Web App but
learns during the final visit that they were

pregnant.

Participant did not know they were
pregnant at the time they used the Web

App.
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Do not use 1f you had a heart attack, stroke,

or procedure on your heart.

Participant enters “yes™ in the Web App.

peripheral artery disease (PAD) or an operation

While the participant believes, based on
their lustory, that they had one of these
events, the CMOG physician determines
that 1t was not a true event. The “yes”
response will be mitigated to correct
because the participant believed they were
giving a correct response and their response
was a conservative response, which results
in them not qualifying for Crestor OTC. In
this case, no medical harm can come to the
participant based on this response.

Do not use 1f you are taking:

— any cholesterol-lowering and/or
triglycende lowering prescription
medicine

— cyclosponne (a medicine for your
immune

— system)

—  warfarin/ COUMADIN® (a blood
thinner)

Ask a Doctor before use if you are taking:
colchicine (a medicine to treat gout)
HIV/AIDS or hepatitis medicines (such as
lopinavir, ritonavir or atazanavir)

Participant enters “no™ in the Web App.

Participant was not on a medicine at the
time they took the TASS assessment but
started a medicine subsequently, or the
participant was prescribed a medicine but
had no intention of taking the medicine.

Do not use 1f you are taking cyclosporine (a
medicine for your immune system).

The participant enters “no™ into the Web App.

In the instance where the participant does
not realize that an eyedrop medicine they
are using has cyclosporine, they may enter
“no” mto the Web App. A “no™ response
will be mitigated to correct because the low
concentration and very low systemic
absorption of cyclosporine from an eyedrop
formulation will not sigmficantly impact
rosuvastatin exposure, and therefore not
pose a risk to the participant.
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Stop Use and Ask a Doctor 1f you:

get severe and unexplamed muscle pamn,
tenderness or weakness

get symptoms of liver problems (upper belly

eyes)

pan, dark urine, yellowing of skin or whates of

While the participant believes, based on
their lustory, that they had one of these
events, the CMOG physician determines
that 1t was not a true event. The “stop use”
will be mitigated to correct because the
participant believed they were taking the
correct action and 1f was a conservative
action, which results in them not contimung|
to take Crestor OTC. In this case, no
medical harm can come to the participant
based on this action.

Other

Rationale for Mitigation

Lost Opportunity

CMOG Clmician determunes 1t was ok for
someone to take the drug but based on
responses in the Web App, participant got a
“Do Not Use™ (DNU) or “Ask a Doctor™
(AAD).

Participant decides to stop taking study
medication and discontinues from the
study, but CMOG clinician determines that
they were “OK to Use.”
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AstraZeneca

Missing LDL-C Retests

Given consumers can only purchase non-
prescription rosuvastatin through the
Web App, we can stop shipping
medication to individuals who fail to
retest after a period of time -

us, for participants who qualify
for treatment (1.e_, have an “OK to Use™
outcome or an “Ask a Doctor” outcome
and mdicates the doctor gave them
permission to use the drug) but fail to
obtain the necessary verified retest(s)
(whether 1f 15 an mnitial retest or a second
retest in those with an madequate
response), an a priont mutigation allowing
these mdividuals to be mitigated to a
“correct” response 1s appropriate. This
mutigation can only be applied in
situations where the CMOG's outcome
was “coded” as “mussing” because of a
mussing LDL-C value, and the CMOG's
TASS outcome would have matched the
Participant Outcome if not for the
mussing LDL-C retest.

CMOG final TASS assessment 1s “OK to
Use™ or “Ask a Doctor”, but 15 coded as
“Missing” because the participant failed to
obtain a verified LDL-C retest or an SMT.
CMOG final TASS assessment 1s “OK to
Use” but coded as “Missing” because the
participant failed to retest and the SMT was
an Inadequate Response, or the participant
self-tested with a verified inadequate
response result that was used for their
Visit 2 reassessment.

Participant enters an mitial Inadequate
Response LDL-C retest mnto the Web App
(verified or unverified), has an “OK to
Use™ outcome or “Ask a Doctor” outcome,
indicates the doctor gave them permission
to use the drug and makes a purchase.
CMOG final TASS assessment 1s coded as
“Missing” because only one or no verified
LDL-C retest value was available for use,
but otherwise would have matched the
participant outcome.

9.4.1.4

CONFIDENTIAL AND PROPRIETARY

Managing Variability of Laboratory

, Bload Pressure and Waist

Circumference Data from Different Sources

In this study, subjects are required to have BP and cholesterol testing performed at a local
testing site 1f they cannot provide venification for the data they entered into the TASS tool. If
a subject/participant 1s unable to get to one of the local testing sites, the study staff can direct
them to order a home test kat. If a subject has an FDA approved BP device at home, they will
be allowed to use their device. General instructions on techmques to measure BP will be
provided. See Section 8 for further details. Since the data obtamned from the local testing site
or the home test kit in almost all instances will not match exactly the data entered by the
subject/participant in the TASS tool, rules are established to determune whether the data
entered by the subject/participant should be considered a true reflection of their laboratory and
BP data. Numerous factors can contribute to variability in these measurements over fime.
Examples include changes in diet, the time of day the sample was taken, whether the
individual was fasting or non-fasting, the laboratory or person performing the analysis, and in
the case of BP, white coat increases in pressure or circadian vanability. Because of these
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factors, setting a level of vaniability that would be deemed acceptable for each lab test or for a
BP measurement 15 extremely difficult.

Based on the findings from the pivotal Self-Selection Study, the vast majonity of participants
entered laboratory and BP data that were an appropriate representation of their true data. Of
the 500 participants in the per protocol population, 7 of the 17 incorrect rejectors and 1 of the
3 incorrect selectors were due to lab or BP data errors. In all other situations, the laboratory
and BP data did not impact the primary TASS outcome assessment. Because participants in
the AUS will need an “OK to Use™ outcome (or permussion from a doctor if they get an “Ask
a Doctor” outcome) to proceed into the use period, they will need to enter precise laboratory
and BP data to meet the treatment eligibility requurements. As demonstrated in the Self-
Selection Study, entering fake numbers 15 lughly likely to result mn a “Not Right for You™ (1e,
“Do Not Use™) outcome, and 1f subjects try to guess numbers to get access to drug, they will
get locked out of the Web App after 3 failed attempts and will have to wait for at least one
hour before they can retake the assessment.

In this study, vanability criteria will only be used for the assessment of the first co-primary
endpoint and will only be applied when the participant and CMOG clinician TASS outcomes
at Visit 1 differ because of these values. In other words, if the TASS outcomes for the
participant and CMOG clinician agree, the laboratory and BP values entered by the participant
will be considered acceptable. Because participants must qualify for treatment to enter the
study, all of them, except young males, are required to have a 10-yr ASCVD nisk score within
the appropriate range. Diabetic users are required to have an ASCVD nisk score of 0% to
<20%, and non-diabetic users are required to have an ASCVD risk score of 5% to <20%.
Since TC, HDL and systolic BP are used in the risk score calculation, these values will be
considered acceptable if the CMOG climician TASS outcome 1s >4% for non-diabetic users.
This change from the critena applied in the Self-Selection study 1s because all participants
with a risk =5% are potential candidates for statin therapy. The only participants who should
not be treated are those for whom the CMOG clinicians’ assessments indicate they are low
risk. Diabetics are excluded from this vanability assessment as 0% to <5% ASCVD nisk score
1s acceptable.

While the numerous factors described earlier can contribute to variability in laboratory
measurements, establishing acceptable levels of variability that take into account both biologic
and analytic sources of vanability would require setting arbitrary and, in some instances, (e g,
TG levels) very large acceptability criteria. Therefore, for this study, the acceptable level of
laboratory variability 1s based on The National Cholesterol Education Program (NCEP)
analytical performance goals as shown below (Contois et al 2011).

Total Cholesterol: <9%

Tnglycendes: <15%
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LDL-C: =12%
HDL-C: =13%

No variability criteria will be applied to the LDL-C retest value for Visit 2 to account for
differences in participant and CMOG TASS outcomes due to the retest LDL-C.

The acceptable vanability for BP measurements 1s more difficult to ascertain based ona
review of the literature. Important factors that could impact variability include the tining of
the BP measurement because of the circadian vanability in BP, the use of a different device
for the participant’s inputted BP versus the testing site inputted BP, operator vanability when
using manual devices, and white coat BP effects. In light of these factors and taking into
account that a normal circadian change 1s BP over the course of 24 hours could be 10% to
20%, we set the acceptable vanability for systolic and diastolic BP at 15%.

When applying the variability criteria, the acceptable level of variability will be applied to the
CMOG laboratory or BP result to determune if 1t overlapped with the participant’s data. Further
details on the process for applyimng the vanability criteria will be found in the SAP.

The acceptable level of variability cniteria for the laboratory and BP data will be used to
manage the following situations:

1  The difference between the laboratory and/or BP data entered by the participant and the
one obtained by the testing site was small but was enough to change the assipnment of a
Risk Enhancing Factor (REF) that was used to determune eligibility for treatment. This
will only apply for participants with a 10-yr ASCVD nisk score of 5% to <7.5% since
those at higher risk do not require a REF.

2 The difference between the laboratory and/or BP data entered by the participant and the
one obtained by the testing site was small but was enough to take the value outside the
treatment range.

While the Web App provides instructions to individuals regarding how to perform a waist
circumference measurement, some variability 1s likely to be observed between the
measurement taken by the participant and the measurement taken during the Virtual Visit 1.
Pellowe, et. al_ reported that waist circumference measurements can vary sigmficantly
depending on when during the respiratory cycle the measurement 1s taken or through
volitional alteration in abdominal distension. Additionally, they observed significant
alterations in waist circumference up to 6.5% when measurements are taken duning different
times of the day (Pellowe et al 2010). The 1ssue of variability in waist circumference
measurements has also been reported by others (Mason et al 2018). For the purpose of this
study, a waist circumference measurement entered into the TASS tool by the participant will
be considered verified if both the participant and CMOG measurements meet, or do not meet,
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the criterion for the metabolic syndrome (1.e., waist circumference > 35 inches for females and
> 40 inches for males), or 1f waist circumference measurements are disparate for meeting the
metabolic syndrome criterion, the participant value 1s within 6.5% of the CMOG value.

9.4.2 Study Endpoints

9421 Primary Endpoint(s)

The first co-primary analysis will evaluate the percentage of participants who achieved an
Overall Correct Imtial TASS Outcome at the imtial self-selection. The Self-Selection (SS)
population will be the primary population used for this analysis; however, a second evaluation
using the AUS ITT population and PP population will also be performed. The second co-
primary analysis will evaluate the percentage of participants who achieved an Overall Correct
Final Use Outcome at the final use assessment. The Per Protocol (PP) population will be the
primary population used for this endpoint analysis (see Section 9.3 for defimitions of analysis
populations). For these evaluations, the outcomes obtained by the participant will be
compared to the outcomes obtamned by the CMOG clinician following verification of the
participant’s medical and laboratory data. The third co-primary analysis will evaluate percent
change from baseline (PCFB) in verified LDL-C values to Visit 2 in participants in the AUS
ITT population regardless of their final use outcome.

The three co-primary endpoints are evaluated as follows:

1  Percentage of participants with an Overall Correct (correct + mutigated) Initial TASS
Outcome at the mitial self-selection, defined as the number of participants with a correct
initial TASS outcome divided by the number of participants in the analysis population
(Threshold: 85% LB). Those participants with a missing CMOG clinician initial TASS
outcome will be counted as Incorrect for the endpoint. This will be calculated as follows:

Cs+ Caap+ MRar+ MRErs

Overall Correct Imtial TASS Outcome (%) = # of participants in the analysis

population

A 95% confidence interval will be computed using exact binommal methods (1.e., Clopper-
Pearson) for the proportion of each correct outcome among the entire SS Population.

Figure 2 below provides a matrix of Correct and Incorrect Selectors or Ask a Doctor based on
the participant and CMOG clinician TASS outcomes for the imtial TASS assessment.
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Figure 2 Two-by-Four Table Illustrating Possible Self-Selection Outcomes for
Initial TASS Assessment
CMOG Clinician Verified Initial TASS Ouicome
Ok to Use AAD Do Not Use Missing
Correct
Ok to Use Selection Incorrect Incorrect Incorrect
Participant - Selection Selection Missing
(Cs + MCs)
Initial TASS
Outcome
AAD Incorrect Correct AAD Incorrect Incorrect
AAD (Caap +MCaan) AAD Missing

The primary analysis for the Overall Correct Initial TASS QOutcome will reported as follows:

Analysis Population

(N=XXX)

N % 95% CI

Overall Correct Initial TASS Ouicome | XX X% (LB%, UB%)
Correct Selectors XX X% (LB%, UB%)
Correct AAD XX X% (LB%, UB%)
MR XX XX% | (LB%. UB%)
MR, XX XX% | (LB%. UB%)
where

7

¢ Correct Selectors (Cs) = Obtain a correct TASS outcome that they qualify for Crestor
OTC by recerving an “OK to Use’ screen in the TASS (compared to the CMOG climician
evaluation)

¢ Correct AAD (Caap) = Obtain a correct TASS outcome that they must ask a doctor before
qualifying for Crestor OTC by recerving an ‘Ask a Doctor’ screen i the TASS (compared

to the CMOG climician evaluation)
s MR, = Mitigated results a priori

e MRy = Mitigated results post-study (should there be any post-study mitigations).
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The primary analysis of the first co-primary endpoint will be based on a worst case scenarno
missing data imputation where all participants in the respective analysis population with a
missing CMOG climician imtial TASS outcome will be counted as Incorrect for the endpoint.
An additional secondary analysis of this endpoint will be conducted based on the AUS ITT
population. In addition to the worst case scenario analysis for the first co-primary endpoint,
sensitivity analyses will be performed on the participants in the SS population with a non-
missing mitial TASS outcome for the CMOG clinician (1.e_, complete case analysis) and with
missing Overall Correct Initial TASS Outcome data imputed using best case imputation and a
tipping pomnt analysis. Further details for those participants (or CMOG chinician) with missing
mitial TASS outcomes and the sensitivity analyses will be described i the study SAP.

2 Percentage of participants with an Overall Correct (correct + mitigated) Final Use
Outcome at the final use assessment, defined as the number of participants with a correct
final use outcome divided by the number of participants in the analysis population with a
non-missing final use outcome for both the participant and CMOG climcian (Threshold:
85% LB). This will be calculated as follows:

Cs+ Caap+ Cg+ ME.ap+ MFEps

Overall Correct Final Use Outcome (%) = # of participants in the analysis population
with a non-missing final use outcome for
both the participant and CMOG clinician

A 95% confidence interval will be computed using exact binommal methods (1.e., Clopper-
Pearson) for the proportion of each correct outcome among the entire PP Population.

Figure 3 below provides a matrix of Correct and Incorrect Selectors, Ask a Doctor, or
Rejectors based on the participant and CMOG climician evaluations for the final use
assessment.
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Figure 3 Three-by-Three Table Illustrating Possible Self-Selection Outcomes for
Final Use Assessment
CMOG Clinician Verified Final Use Ouicome
Ok to Use AAD Do Not Use
Correct
Ok to Use . . Incorrect Incorrect
Selection Selecti Selecti
(CsMCs) Selection Selection
P:rmrcmanr Final | papy Incorrect Correct AAD Incorrect
Use Ontcome AAD (Caap+MCaap) AAD
Do Not Use Incorrect Incorrect ¢ et
Rejection Rejection Rejection
(Ce+MCpg)

Since participants are given a linmted supply (1.e., 45 or 90 day) of rosuvastatin with each
order, they are likely to have multiple reorder assessments over the duration of the trnial. While
this will occur, the critical reorder assessment for the second co-primary endpoint will always
be the last one taken by the participant because it represents their final use outcome. For the
purposes of this study, a participant’s final use assessment will refer to the last reorder
assessment they received during the study, including the final use assessment taken at Virtual
Visit 2. The final use assessments will be determuned based on the following criteria.

1  For those participants who get an “OK to Use” outcome with each reorder, their final use
assessment will be performed at the end of the 6-month use period during Virtual Visit 2.

2 For participants who get a “Do Not Use” outcome as their last reorder assessment prior to
the end of the 6-month use period, their Virtual Visit 2 will occur earlier. The last reorder
assessment which resulted in the “Do Not Use™ outcome will be used as their final use
assessment.

(a) Note that a “Do Not Use” outcome occurs whenever a participant meets DFL or
LDL-C lowening criteria that would require the participant to stop freatment. This
means that a participant who meets a Stop Use or Do Not Use criterion from the DFL
will receive the same “Do Not Use” outcome and be evaluated as “Do Not Use™ for
the purpose of the second co-primary endpomnt. For the purpose of evaluation of the
secondary endpoints, the reasons for the “Do Not Use™ outcomes will be assessed in
order to place them in the appropnate category for evaluation. In other words,
participants who received a “Do Not Use” outcome due to a Stop Use criterion in the
DFL will be assigned to the Stop Use category for evaluation.

3  For participants who get an “Ask a Doctor” outcome during the use period, they will be
given until the end of the 6-month use period to speak to a doctor. Since participants
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cannot reorder drug until they speak to the doctor, the risk of continung them in the study
15 low. Importantly, allowing them to continue for the full 6 months gives us the
opportunity to assess whether they will contact a doctor at some point.

(a) Ifa doctor gives them permission to continue therapy, they will take the reorder
assessment and indicate that they had permission to continue therapy. They will be
able to reorder medication and continue in the study. Their final use assessment will
be performed at the end of the 6-month use period during their Virtual Visit 2.

(b) If they do not take another reorder assessment, they will be seen at the end of the
6-month use period and their “Ask a Doctor™” assessment will be used as their TASS
final use assessment.

For participants who discontinue from study intervention prior to study completion and

therr last TASS assessment was erther “Ok to Use™ or “Ask a Doctor” and mdicated the

doctor gave them permussion to continue freatment, the study staff will attempt to
complete the Virtual Visit 2 procedures in order to have a final use assessment for the
participant and the CMOG climcian. If the participant 1s unwilling to provide sufficient
medical and medication history for the CMOG to make a final use determination, the

CMOG clinician evaluation will be considered nussing, and the participant deemed a

withdrawal. The impact of the nussing data will be assessed 1n the sensitivity analysis.

See the Statistical Analysis Plan for further detail. All final use outcomes obtamned by the

participant will be compared to the use outcomes obtamned by the CMOG clinician

following verification of the participant’s medical and medication history interview at

Virtual Visit 2.

The primary analysis for the Overall Correct Final Use Outcome will be reported as follows:

Analysis Population

IN=XXX)

n % 95% CI

Overall Correct Final Use Qutcome XX X% (LB%, UB%)

Correct Selectors XX XX% | (LB%. UB%)
Correct AAD XX XX% | (LB%. UB%)
Correct Rejectors XX X% (LB%, UB%)
MRy XX XX% | (LB%. UB%)
MRy XX XX% | (LB%. UB%)
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where,

e Correct Selectors (Cs) = Obtain a correct outcome that they qualify for Crestor OTC
(compared to the CMOG clinician evaluation)

e Correct AAD (Caap) = Obtain a correct outcome that they must ask a doctor before
qualifying for Crestor OTC (compared to the CMOG clinician evaluation)

e Correct Rejectors (Cr) = Obtain a correct outcome that they do not qualify for Crestor
OTC (compared to the CMOG clinician evaluation)

e MR = Mitigated results a priori
e  MRp: = Mitigated results post-study (should there be any post-study mitigations).

A sensitivity analysis for those participants with missing data for the second co-primary
endpoint (1.e_, those participants in the AUS ITT population but not the PP population) will be
conducted. The nussing data imputation methods for the Overall Correct Final Use Outcome
will include best case and worst case imputation and a tipping pomnt analysis. Further details
for those participants (or CMOG clinician) with missing final use outcomes and the sensitivity
analyses will be described m the study SAP.

3 The PCFB in verified LDL-C values for participants regardless of final use outcome at
Visit 2. This endpoint 1s calculated as follows:
100%*(Verified LDL-C value at Visit 2 — Verified LDL-C value at
PCFB = Baseline)
Verified LDL-C value at Baseline

where the venified LDL-C value at imtial selection will serve as Baseline. Negative
values in PCFB represent a decrease in LDI-C.

The PCFB for verified LDL-C values will be summarized by subgroup and overall using
descriptive statistics (n, mean, standard deviation, median, nummum, maximum, and
Quartiles 1 and 3 [Q1 and Q3]) for those participants i the AUS ITT population. The target
threshold for this endpomt 1s that the upper bound of the 95% confidence mterval on the mean
PCFB 1 the overall analysis needs to be less than -15%, with a PE less than or equal to -20%.
There will be no hypothesis testing of this endpoint 1n the subgroups.

To test the robustness of the third co-pnimary endpoint on LDL-C efficacy, several sensitivity
analyses will be performed to deternune the effect that various sources of LDL-C values have
on the LDL-C primary endpomt. Sensitivity analyses of LDL-C efficacy will be conducted on
all participants with a verified baseline and retest LDI-C who are eligible for continuous
treatment, on the pnmary LDL-C efficacy population using various mussing data imputation
methods for missing verified on-treatment LDL-C values, on all participants with a baseline
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and retest LDL-C regardless of verification status and Final Use OQutcome, and finally, on all
participants who entered a baseline and retest LDL-C into the Web App regardless of whether
the test was verified. These sensitivity analyses will be further described in the SAP.
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9422 Secondary Endpaoint(s)
Cholesterol Retesting

1

Percentage of participants who are eligible for continuous treatment, and have a
cholesterol retest within 6 months of starting medication that was venified at Visit 2 wall
be calculated as follows:

100* (Number of participants who are eligible for continuous

treatment and had a cholesterol retest within 6 months after
starting medication that was verified at Visit 2)

Total number of participants who are eligible for continuous
treatment

Percentage =

The number and percentage of participants who are eligible for continuous treatment and
have a cholesterol retest within 6 months of starting medication that was venfied at Visit
2 will be summarnized by subgroup and overall Those participants with an unverified
cholesterol retest value at Visit 2, and thus required study mandated testing, will not be
mcluded in the numerator for this endpoint. The total number of participants who are
eligible for continuous treatment will serve as the denomunator for the percentages.

The target threshold for this endpoint 1s that the observed point estimate needs to be at
least 60% overall.

Compliance with Stop Use Warning

2

Percentage of participants who correctly self-identify as having a “Stop Use™ warning and
stop medication, calculated as follows:

100* (Number of participants who correctly self-identify as
having a “Stop Use™ warning and stop medication)

Total number of participants who the CMOG clinician identify
as having a “Stop Use™ warning

Percentage =

The number and percentage of participants who correctly self-identify as having a “Stop
Use” warning and stop medication will be summarized by subgroup and overall.

Compliance with Do Not Use Warning

3

Percentage of participants who correctly self-identify as having a “Do Not Use™ warning
at the final use assessment, calculated as follows:

100* (Number of participants who correctly self-identify as
having a “Do Not Use” warning at the final use assessment)
Total number of participants who the CMOG clinician identify
as having a “Do Not Use” warning

Percentage =
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The number and percentage of participants who correctly self-identify as having a “Do
Not Use” warning at final use assessment will be summanzed by subgroup and overall.

Compliance with Ask a Doctor Before Use Warning

4 Percentage of participants who correctly self-identify as having an “Ask A Doctor Before
Use” warning at the final use assessment calculated as follows:
100* (Number of participants who correctly self-identify as
having an “Ask a Doctor Before Use” warning at the final use
Percentage =  assessment)

Total number of participants who the CMOG clinician identify
as having a “Ask a Doctor Before Use” warmng

The number and percentage of participants who correctly self-identify as having a “Ask a
Doctor Before Use” warming at the final use assessment will be summarized by subgroup
and overall.

Compliance with Continuous Dosing
5 Percentage of participants with overall comphance between 50% and 120% as determined
by pill count. Overall Compliance will be calculated as follows:

100* (Total Number of Pills Taken )
Overall Comphance = Intended Duration (in days) of Treatment

where the intended duration of treatment 15 calculated as follows:

Intended Duration of (Intended Treatment Stop Date — Date Participant
Treatment = Recerved First Supply of Study Drug) + 1 Day

Because there may be instances in which a participant continues study medication when they
should not have (1.e., participant experiences “Stop Use,”, “Do Not Use,” or “Ask a Doctor™
warning) but does not stop medication, 1n order to properly assess compliance with continuous
dosing, the intended duration of treatment will be used rather than the actual duration of
treatment.

6 Percentage of participants with longitudinal comphance with continuous dosing across
each study drug reorder supply period as determined using eDhary data, where supply
period compliance 1s calculated for each supply period for each participant as follows:

100* (Total Number of Pills Taken during the Supply Period i

based on eDiary)

Intended Duration (in days) of Treatment in Supply Period i

Supply Period
Comphliance =
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The Longitudinal Compliance Rate, or the percentage of participants with supply period
compliance between 50-120% across each study drug supply perniod, 1s calculated as
follows:

Longitudinal  100*(MNumber of participants with 50-120% Supply Period
Compliance ~ Compliance across all supply periods)
Rate (%) =

_Total number of participants in PP population for whom supply
period compliance was assessed across all supply periods

Longitudinal Comphiance Rate, along with the number of participants with 50-120%
supply period compliance across all supply periods will be summarized by subgroup and
overall on the PP population.

7  Percentage of participants who were persistent as determined by reorder data from the
Web App will be calculated as follows:

100* (Number of participants who were persistent)
Percentage =

Total number of participants eligible for continuous treatment

Persistence 1s defined as participants eligible for continuous treatment and delivered the
full 180 days or more of treatment. The number and percentage of participants who were
persistent will be summarized by subgroup and overall on the PP population and the AUS
ITT population.

04.2.3
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0.4.3 Safety

All safety analyses will be conducted on the safety population (1.e., all participants in the AUS
ITT Population except those who return all pills delivered).

Adverse Events

Adverse events will be coded using the most recent version of the Medical Dictionary for
Regulatory Activities (MedDRA) that will have been released for execution at
AstraZeneca/designee.

Safety data will be presented using descriptive statistics unless otherwise specified.

AFEs will be presented by SOC (System Organ Class) and PT (Preferred Term) covering
number and percentage of participants reporting at least one event and number of events

where appropnate.

AFs will be presented as frequency count summaries by study period (treatment period and
follow-up period).

An overview of AEs will present the number and percentage of participants with any AE, AEs
with outcome of death, serious AEs, and AEs leading to discontinuation of IP, as well as AEs
leading to withdrawal from study .

Separate AE tables will be provided taking into consideration relationship as assessed by the
mvestigator, seriousness, death and events leading to discontinuation of IP.

An additional table will present number and percentage of participants with most common
AFEs. Most common (e g., frequency of >x%, >x%) will be defined in the SAP.

Key participant information will be presented for participants with AEs with outcome of death
serious AEs, and AEs leading to discontinuation of IP.

¥

An AE listing for the safety analysis set will cover details for each individual AE.
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Full details of AE analyses will be provided in the SAP.

Treatment Period
The following events are considered treatment period related:

e  Adverse events with an onset date on or after drug delivery date through Visit 2 or, if Visit
2 1s not available, date of last contact

e  Worsenng of pre-existing events on or after drug delivery date

e  Adverse events starting during freatment period and extending into 30-day follow-up
period.

Follow-Up Period
The 30-day Follow-up Period begins after Visit 2.

0.4.4 Evaluation of SILS2 Literacy Threshold

9.5 Interim Analyses
No mterim analyses are planned for this study.

9.6 Data Monitoring Committee
There 1s no Data Momtorning Committee for this study.
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Appendix A Regulatory, Ethical, and Study Oversight Considerations

Al Regulatory and Ethical Considerations

e  This study will be conducted in accordance with the protocol and with the following:

—  Consensus ethical principles derived from international giundelines including the
Declaration of Helsinki and Council for International Organizations of Medical
Sciences (CIOMS) International Ethical Guidelines (World Medical Orgamization
1996)

— Applicable ICH Good Chinical Practice (GCP) Gudelines (International Conference
on Harmomzation of Technical Requirements of Pharmaceuticals for Human Use
1996)

— Applicable laws and regulations
e  The protocol, protocol amendments, ICF, Investigator Brochure, and other relevant

documents (e g, advertisements) must be submutted to an IRB by the investigator and
reviewed and approved by the IRB before the study 1s imtiated.

e  Any amendments to the protocol will require IRB and applicable Regulatory Authority
approval before implementation of changes made to the study design, except for changes
necessary to eliminate an immediate hazard to study participants.

e  AstraZeneca will be responsible for obtaimng the required authorizations to conduct the

study from the concerned Regulatory Authority. This responsibility may be delegated to a
CRO but the accountability remains with AstraZeneca.

Regulatory Reporting Requirements for SAEs

e  Prompt notification by the investigator to the sponsor of a SAE 1s essential so that legal
obligations and ethical responsibilities towards the safety of participants and the safety of
a study intervention under clinical mvestigation are met.

e  The sponsor has a legal responsibility to notify both the local regulatory authornity and
other regulatory agencies about the safety of a study intervention under clinical
mvestigation. The sponsor will comply with country-specific regulatory requirements
relating to safety reporting to the regulatory authonty, Institutional Review Boards (IRBs)
and mvestigators.

e For all studies except those utilizing medical devices investigator safety reports must be
prepared for suspected unexpected serious adverse reactions (SUSAR) according to local
regulatory requirements and sponsor policy and forwarded to investigators as necessary.

e An mvestigator who recerves an investigator safety report describing a SAE or other
specific safety information (e.g., summary or listing of SAEs) from the sponsor will
review and then file it along with the USPI and will notify the IRB, if appropnate
according to local requirements.
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A2 Financial Disclosure

Investigators and sub-investigators will provide the sponsor with sufficient, accurate financial
information as requested to allow the sponsor to submit complete and accurate financial
certification or disclosure statements to the appropnate regulatory authorities. Investigators
are responsible for providing information on financial interests during the course of the study
and for 1 year after completion of the study.

A3 Informed Consent Process

e The investigator or lis/her representative will explain the nature of the study to the subject
and answer all questions regarding the study.

e  Subjects must be informed that their participation 1s voluntary, and they are free to refuse
to participate and may withdraw their consent at any time and for any reason during the
study. Participants will be required to sign a statement of informed consent that meets the
requirements of 21 CFR 50 (US Food and Drug Admimstration 2018), local regulations,
ICH guidelines (International Conference on Harmomization of Technical Requirements
of Pharmaceuticals for Human Use 1996), Health Insurance Portability and
Accountability Act (HIPAA) requirements, where applicable, and the IRB or study center.

e  The source must include a statement that written informed consent was obtained before
the participant was enrolled in the study and the date the wnitten consent was obtamed.
The authorized person obtaiming the informed consent must also sign the ICF.

e  Participants must be re-consented to the most current version of the ICF(s) during their
participation in the study.

e A copy of the ICF(s) must be provided to the participant.

A4 Data Protection

e  Subjects will be assigned a unique 1dentifier by the sponsor. Any subject/participant
records or datasets that are transferred to the sponsor will contain the identifier only;
subject/participant names or any information which would make the subject/participant
identifiable will not be transferred.

e  The subject/participant must be informed that lus/her personal study-related data will be
used by the sponsor in accordance with local data protection law. The level of disclosure
and use of their data must also be explamned to the participant in the informed consent

e  The participant must be informed that lis/her study documents including the Targeted
Medical and Medication History form may be examined by Climical Quality Assurance
auditors or other authorized personnel appointed by the sponsor, by appropniate IRB
members, and by inspectors from regulatory authorities.
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AS Dissemination of Clinical Study Data

A description of this clinical study will be available on hitps://astrazenecaclinicaltnials com and
https://www chimicaltnials gov as will the summary of the study results when they are
available. The clinical study and/or summary of study results may also be available on other
websites according to the regulations of the countries in which the study 1s conducted.

Aéb6 Data Quality Assurance

e  All participant data relating to the study will be recorded on eCRF unless transmutted to
the sponsor or designee electronically (e.g., laboratory data). The investigator 1s
responsible for venfying that data entries are accurate and correct by physically or
electronically signing the eCRF.

e  The investigator must maintain accurate documentation (source data) that supports the
information entered in the eCRF.

e  The investigator must permit study-related momitoring, audits, IRB review, and regulatory
agency inspections and provide direct access to source data documents.

e Momntoring details describing strategy (e g, risk-based imitiatives in operations and
quality such as Risk Management and Mitigation Strategies and Analytical Risk-Based
Monitoring), methods, responsibilities, and requirements, including handling of
noncomphiance i1ssues and monitoring techmques (central, remote, or on-site monitoring)
are provided in the Monitoring Plan.

e  The sponsor or designee 1s responsible for the data management of this study including
quality checking of the data.

e  The sponsor assumes accountability for actions delegated to other individuals (e g_,
Contract Research Organizations).

e  Study momitors will perform ongoing source data verification to confirm that data entered
mto the eCRF by authorized site personnel are accurate, complete, and verifiable from
source documents; that the safety and rights of participants are being protected; and that
the study 1s being conducted 1n accordance with the currently approved protocol and any
other study agreements, ICH GCP (International Conference on Harmonmization of
Technical Requirements of Pharmaceuticals for Human Use 1996), and all applicable
regulatory requirements.

e Records and documents, including e-signed ICFs, pertaining to the conduct of this study
must be retamned by the investigator for 15 years after study completion unless local
regulations or mstitutional policies requure a longer retention period. No records may be
destroyed during the retention period without the written approval of the sponsor. No
records may be transferred to another location or party without written notification to the

SpOonsor.
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A7 Source Documents

e  Source documents provide evidence for the existence of the participant and substantiate
the inteprity of the data collected. Source documents are filed with the CMOG.

Data reported on the eCRF or entered in the eCRF that are transcribed from source documents
must be consistent with the source documents or the discrepancies must be explained.

ASB Study and Study Site Start and Closure

The study start date 1s the date on which the climical study will be open for recruitment of
subjects.

The first act of recruatment 1s the date the advertising 1s placed which 1s the first day a subject
can call for pre-screeming and will be the study start date.

The sponsor designee reserves the nght to termunate the study at any time for any reason at the
sole discretion of the sponsor. Study sites will be closed upon study completion. A study site 1s
considered closed when all required documents and study supplies have been collected and a
study site closure visit has been performed.

Reasons for the early closure of a study site by the sponsor or investigator may mclude but are
not hmited to:

e  Failure of the investigator to comply with the protocol, the requirements of the IRB/TEC
or local health authorities, the sponsor’s procedures, or GCP gmdelines

e Inadequate recruitment of participants by the mvestigator
e Discontimuation of further study intervention development

If the study 1s prematurely terminated or suspended, the sponsor shall promptly inform the
mvestigators, the IRB, the regulatory authorities, and any contract research orgamization(s)
used in the study of the reason for termunation or suspension, as specified by the applicable
regulatory requirements. The investigator shall promptly inform the participant and should
assure appropriate participant therapy and/or follow-up.

A9 Publication Policy

e  The results of this study may be published or presented at scientific meetings. If this 1s
foreseen, the investigator agrees to submut all manuscripts or abstracts to the sponsor
before submussion. This allows the sponsor to protect propnietary information and to
provide comments.

e  The sponsor will comply with the requirements for publication of study results. In
accordance with standard editonal and ethical practice, the sponsor will generally support
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publication of multicenter studies only in their entirety and not as individual site data. In
this case, a coordinating investigator will be designated by mutual agreement.

e  Authorship will be determuned by mutual agreement and in line with Intemational
Commuttee of Medical Journal Editors

CONFIDENTIAL AND PROPRIETARY 00 of 155



Clinical Study Protocol —v8.0 AstraZeneca
5 mg Rosuvastatin with a Web App (Combination Product) - D356PL0O0015

Appendix B Adverse Events: Definitions and Procedures for Recording,
Evaluating, Follow-up, and Reporting

Bl Definition of adverse events

An adverse event 1s the development of any untoward medical occurrence in a participant or
clhinical study participant admimstered a medicinal product and which does not necessarily
have a causal relationship with this treatment. An AE can therefore be any unfavorable and
umntended sign (e_g., an abnormal laboratory finding), symptom (for example nausea, chest
pain), or disease temporally associated with the use of a medicinal product, whether or not
considered related to the medicinal product.

The term AE 1s used to include both serious and non-serious AEs and can include a
deterioration of a pre-existing medical occurrence. An AE may occur at any time, including
run-1n or washout periods, even if no Study treatment has been admimistered.

B2 Definitions of serious adverse event

A serious adverse event 1s an AE occurring during any study phase (1.e., mn-n, treatment,
washout, follow-up), that fulfils one or more of the following criteria:

¢ Results in death

e Isimmediately life-threatening

e  Requires in-participant hospitalization or prolongation of existing hospitalization
e Results in persistent or sigmficant disability or incapacity.

e Isa congenital abnormality or birth defect

e Is an important medical event that may jeopardize the participant or may require medical
treatment to prevent one of the outcomes listed above.

Life-threatening

‘Life-threateming’ means that the participant was at immediate nsk of death from the AE as it
occurred, or 1t 15 suspected that use or continued use of the product would result in the
participant’s death. ‘Life-threatening’ does not mean that had an AE occurred in a more severe
form 1t might have caused death (e g, hepatitis that resolved without hepatic failure).

Hospitalization

Qutpatient treatment 1n an emergency room 15 not 1 itself a serious AE, although the reasons
for it may be (e.g., bronchospasm, laryngeal edema). Hospital admissions and/or surgical
operations planned before or during a study are not considered AEs if the illness or disease
existed before the participant was enrolled in the study, provided that 1t did not deteriorate in
an unexpected way during the study.
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Important medical event or medical treatment

Medical and scientific judgement should be exercised in deciding whether a case 1s serious in
situations where important medical events may not be immediately life-threatening or result in
death, hospitalization, disability, or incapacity but may jeopardize the participant or may
require medical treatment to prevent one or more outcomes listed in the definition of serious.
These should usually be considered as serious.

Simply stopping the suspect drug does not mean that it 1s an important medical event; medical
judgement must be used.

e Angicedema not severe enough to require intubation but requiring 1v hydrocortisone
treatment

e  Hepatotoxicity caused by paracetamol (acetaminophen) overdose requiring treatment with
N-acetylcysteme

e Intensive freatment in an emergency room or at home for allergic bronchospasm

¢ Blood dyscrasias (e.g., neutropemia or anemma requiring blood transfusion, etc.) or
convulsions that do not result in hospitalization

e Development of drug dependency or drug abuse

Intensity rating scale:

e muld (awareness of sign or symptom, but easily tolerated)

« moderate (discomfort sufficient to cause mterference with normal activities)
e severe (mcapacitating, with inability to perform normal activities)

It 1s important to distingmish between serious and severe AEs. Severnity 1s a measure of
intensity whereas seriousness 1s defined by the criteria m Appendx B 2. An AE of severe
intensity need not necessarily be considered serious. For example, nausea that persists for
several hours may be considered severe nausea, but not a SAE unless 1t meets the critenia
shown 1n Appendx B 2. On the other hand, a stroke that results in only a limited degree of
disability may be considered a nuld stroke but would be a SAE when 1t satisfies the criteria

shown 1n Appendx B 2.

B3 A Guide to Interpreting the Causality Question
When making an assessment of causality consider the following factors when deciding if there
1s a ‘reasonable possibility’ that an AE may have been caused by the drug.

e Time Course. Exposure to suspect drug. Has the participant actually recerved the suspect
drug? Did the AE occur mn a reasonable temporal relationship to the administration of the
suspect drug?
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e  Consistency with known drug profile. Was the AE consistent with the previous
knowledge of the suspect drug (pharmacology and toxicology) or drugs of the same
pharmacological class? Or could the AE be anticipated from 1ts pharmacological
properties?

e De-challenge experience. Did the AE resolve or improve on stopping or reducing the dose
of the suspect drug?

e No alternative cause. The AE cannot be reasonably explained by another etiology such as
the underlying disease, other drugs, other host or environmental factors.

e Re-challenge experience. Did the AE reoccur if the suspected drug was remtroduced after
having been stopped? AstraZeneca would not normally recommend or support a re-
challenge.

e Laboratory tests. A specific laboratory investigation (1f performed) has confirmed the
relationship.

In difficult cases, other factors could be considered such as:

e s this a recogmzed feature of overdose of the drug?
¢ Is there a known mechanism?

Causality of ‘related’ 1s made 1if following a review of the relevant data, there 1s evidence for a
‘reasonable possibility” of a causal relationship for the individual case. The expression
‘reasonable possibility” of a causal relationship 1s meant to convey, in general, that there are
facts (evidence) or arguments to suggest a causal relationship.

The causality assessment 1s performed based on the available data mcluding enough
information to make an informed judgment. With no available facts or arguments to suggest a
causal relationship, the event(s) will be assessed as “not related’.

Causal relationship in cases where the disease under study has deteniorated due to lack of
effect should be classified as no reasonable possibility.

B4 Medication Error

For the purposes of this clinical study a medication error 1s an unintended failure or mistake in
the treatment process for an AstraZeneca study drug that erther causes harm to the participant
or has the potential to cause harm to the participant.

A medication error 1s not lack of efficacy of the drug, but rather a human or process related
failure while the drug 1s in control of the study site staff or participant.

Medication error includes situations where an error.
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e occurred
e was identified and intercepted before the participant received the drug
e  did not occur, but circumstances were recognized that could have led to an error

Examples of events to be reported in clinical studies as medication errors:

e Drug not taken as indicated e_g_, tablet dissolved in water when it should be taken as a
solid tablet

Examples of events that do not require reporting as medication errors in clinical studies:

e  Participant accidentally missed drug dose(s) e.g., forgot to take medication
e  Accidental overdose (will be captured as an overdose)
e Participant failed to return unused medication or empty packaging

e  Errors related to background and rescue medication, or standard of care medication in
open-label studies, even if an AstraZeneca product
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Appendix C Cutter Evaluation of Drug Accountability Compliance

To better improve public health, AstraZeneca 15 developing an innovative approach in
healthcare through use of a Technology Assisted Self-Selection tool (TASS). This allows
qualified statin-eligible consumers who are not Rx-treating their high cholesterol to self-treat
and improve their health. Our approach requires a standard e-commerce solution to drug
delivery. Therefore, mn our Actual Use Study (AUS), we will follow a real-world e-commerce
approach for access and delivery of drug.

The Technology-Assisted Cholesterol Trial in Consumers (TACTIC) 1s a self-selection (SS)
and AUS that will be conducted as part of the Rx-to-OTC Switch program for rosuvastatin 5
mg to lower cholesterol, one of the key nisk factors that can lead to heart disease. This study
fully leverages innovative approaches that include technology-assisted self-selection and
reselection using a Web App access that will block the purchase of drug if “Do not use”
critenia are mputted by the consumer. The goal of AstraZeneca 1s to design the AUS to
mimic, to the best of our ability in a clinical trial, the “real-life” consumer experience ordering
and using non-prescription rosuvastatin.

Nonprescription rosuvastatin will ONLY be available through an online purchase. It will not
be available on shelves at retail stores. Because the purchase of the drug will be done outside
of a retail setting, AstraZeneca proposes that self-selection, purchase, and acquisition of the
product be conducted n a similar manner i the AUS. This means that consumers would use
the Web App to answer self-selection questions, and if eligible to receive the product, they are
permutted to complete an online purchase and have the drug delivered to the address they

provided upon purchase.

QOur proposed approach to product delivery requires a thorough evaluation of the steps we
would need to take to ensure the integrity of the product accountability process while at the
same fime ensuring minimal impact to the naturalistic aspect of the study. As summanzed
below, during the AUS, AstraZeneca will have a carefully designed and executed process for
managing product accountability. However, one step during the online delivery process that
we will not incorporate into our process 1s the requirement for a signature from the consumer
upon delivery of drug. Given that shippers routinely deliver products during the day, people
may not be interested in participating in the study due to the added burden of needing to be
home at the time of delivery for signature. In addition, if they do participate, they may end up
missing days of therapy if they are not home to sign for their delivery. Since subjects are
required to re-order drug every 45 or 90 days during the course of the study, thus 1ssue 1s a real
possibility. While a signature 15 not required, delivery of medication will be confirmed by the
delivery company as outlined below. Note that in our current e-commerce environment,
consumers are not required to sign for medications that come from an online pharmacy.

CONFIDENTIAL AND PROPRIETARY 104 of 155



Clinical Study Protocol —v8.0 AstraZeneca
5 mg Rosuvastatin with a Web App (Combination Product) - D356PL0O0015

As previously stated, AstraZeneca 1s committed to mamntaiming the mtegnty of product
accountability, and the following safeguards and accompanying documentation demonstrate
control of mvestigational product through the entire process:

The AstraZeneca Newark packaging site will be responsible for packaging the bottles of
drug which will be shipped to a packaging and distribution vendor, Hibbert. Hibbert acts
as a Central Depot to prepare the drug and accompanying documentation (Drug Facts
Label (DFL), Consumer Information Leaflet (CIL), invoice/packing slip) for shipment via
a delivery service. This service, for example FedEx or USPS, will provide an audit trail
via a tracking number which will confirm the location of the drug duning transit and
arrival at the delivery address provided by the participant at the time of purchase.
Inventory will be configured as a regulated product mn Hibbert’s Inventory Management
System. Regulated 1s defined as encompassing product that 1s lot controlled, and/or has
an National Drug Code (NDC), and/or 1s governed by Prescription Drug Marketing Act
guidelines. This configuration triggers added quality control checks in the Hibbert
mventory system and processes.

Upon completion of an online purchase by the subject, the Web App has a control usmg
Ship Engine® technology to ensure the subject 1s inputting a valid mailing address.

In the AUS, the iitial shipment will be held by the Web App until the participant
completes virtual Visit 1 online with the study staff, to consent and venify that they are
not pregnant/breastfeeding and/or has severe allergy to the medication. Once Visit 1 15
completed, the central investigator or sub- investigator will authorize a release of the
mitial order confirmation from the Web App that 1s sent to the Central Depot. Provided
the participant has no changes in health as adnimstered via the Web App, subsequent re-
orders will automatically trigger shipment through the Web App to the Hibbert Central
Depot immediately upon online purchase by the participant. Emails will also be used to
mform subjects when they can reorder. They will receive a reorder email at day 25 for a
45-day supply order and at day 45 for a 90 day supply order. Participants will be told at
Visit 1 and at the time Visit 2 1s scheduled, to return all umused drug product as well as
empty, used bottles after Visit 2 for drug accountability. During the virtual Visit 2, the
participant will provide a visual confirmation of the packaging of study matenal to the
study staff and confirm 1t 1s ready for returns shipment. Those participants who refuse to
send back their pill bottles for a final pill count will be given the option to count the pills
with the study personnel via video conference at Virtual Visit 2. This will be recorded on
source documentation and the eCRF.

The Hibbert system integrates with the Web App.

—  The Order Shupped notification will include the following shipment data comprised
of information from both the Web App and Hibbert:

o  Full participant name and address
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Participant ID

Carrier and Shipping Method used for Shipping

Quantity of Crestor 5mg Bottle shipped

Lot Number

Date Shipped

Date Chinician Released (1mitial order only)

Date Order Cancelled (1f applicable)

Tracking Number
—  The Order Delivered notification will update shipment data with the following details:

o  Participant ID
o Date Delivered
o Tracking Number

e In addition to the aforementioned product controls, AstraZeneca will send transactional
emails to participants notifying them that their drug 1s being shipped and that it 1s has
been delivered to the address they provided at the time they placed the order. The
delivery email will also contain a telephone number to call if they did not receive their
order. These emails will support identification of an 1ssue with product accountability. If
the participant did not recerve their drug supply, Hibbert will imitiate the manual overnde
process described below.

e  Upon notification of any nussing shipments or product damage, Hibbert will manually
mitiate a replacement order to ship to participant. A manual order placement check 15 in
place for maximum of two (2) per participant based on the participant ID. If the
participant requests a third replacement order, the request will be elevated to AstraZeneca
and Concentrics for further evaluation and a decision on next steps. Any approved
replacement order will be tracked via Hibbert’s systems and the new delivery date will be
entered mto the Study Admin Portal once received from Hibbert. While missing
shipments will be a rare occurrence, the replacement order process was put in place to

ensure continuity of treatment, and to prevent potential abuse of the online ordering
process.

o o o o O o o O

Documentation and appropriate audit trails will be i place to ensure traceability of product
from Sponsor to Central Depot, Web App to Central Depot, and Central Depot to the delivery
address provided by consumer. See attached Flowchart for Management of Investigational
Product in the AUS (Figure 1).
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AstraZeneca 1s requesting feedback from the Agency about the interpretation and application
of 21 CFR 312 40 and 21 CFR 312.57,312.59, 312 .61 and through 312 62 as 1t relates to this
novel AUS design and no requurement for a signature for this product upon arrival at the
delivery address.

FIGURE 1: Management of Investigational Product in the AUS

AstraZeneca Newark Location (manufacturer)
Packages drmug and labels bottles “Caution: New Drug—Limited by Federal (or United States) law to
ge g g
investigational use.™]

AstraZeneca Newark Location ships drug bottles to Central Depot
[Aundit Trail Documentation: Paper Shipping Log with shipment]

Study subject places an online order from the Web App (Web App)
[Audit Trail Documentation: Order Tracking Report]

Order 15 placed on “hold™ by the Web App until released at Visit 1 for initial order only (Web App)
[Audit Trail Documentation: Order Tracking Report]

Study participant medical history taken by the Concentrics Telemedicine Group at Visit 1 (CMOG clinician)
[Audit Trail Documentation: EDC system or source documentation)

If no exclusions for use are identified, the Central Investigator or Sub-I authorizes the dmg to be dispensed to
the participant (Central FI— CMOG or Sub-I -CMOG)
[Audit Trail Documentation: Pmdur Dispensing Authorization Form]'

A Clinician will then release the drug “hold” in the Web App (Clinician Lead)
[Andit Trail Documentation: Product Release Form)

The Web App will release the order to the Central Depot (Web App)
[Audit Trail Dnmunentatioi: Order Tracking Report]

1 If exclusions are identified the Central Investigator or Sub-I does NOT authorize the drug to be dispensed [Andit
Trail Documentation: Product Dhspensing Authonzation Form, Documentation of Deactivation of Accounts,
Documentafion of Cancelled Orders] — no drug dispensed
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Central Depot ships drug to the participant’s address (Central Depot)
[Aundit Trail Documentation: ?rd« Detail and Usage Beport]

Transactional emails sent to participant when drog is shipped and when delivered with details on what
to do if shipment is not received.
[Audit Trail Documentation: Participant CRM Report]

Dimug is tracked during shipment (Shipping company)
[Audit Trail Documentation: Order Detail and Usage Report]

Drug is delivered to participant’s address (Shipping company)*
[Audit Trail Documentation: Order Detail and Usage Eeport]

Dirmug bottle number is verified by participant receipt through defined method (Participant)
[Audit Trail Documentation: Elec%ouic confirmation documentation)

Drug inventory is discussed with participant at V2 (Study site staff)}
[Audit Trail Documentation: Dmig Accountability Log maintained by study site staff]

Diug is shipped back from participant to study site staff to confirm dmig accountability (Study site)
[Audit Trail Docomentation: Diug Accountability Log maintained by study site staff]

Drug is shipped back from study site staff to a qualified third-party vendor for produoct destruction.
[Andit Trail Documentation: Paper Dmg Shipping Log, Certificate of Destruction)

‘1leﬂepmsmﬁﬂhmgwiﬁthe“'ebApp.TheOrderShippadnﬁtiﬁmﬁnnwﬂlind:ﬂeﬂleﬁuﬂnwing
shipment data comprised of mformation from both the Web App and Central Depot: Full participant name and address,
Participant ID), Carrier and Shipping Method used for Shipping, Quantity of Crestor 5 mg Bottle shipped, Lot Mumber,
Date Shipped, Diate Clinician Released (intial order only), Date Order Cancelled (if apphcable), Tracking Mumber.
The Order Delivered notification will update shipment data with the following details: Participant ID, Date Deliversd,
Tracking Number

I tfa shipment 15 missing or product is damaged, Central Depot will manually initiate a replacement order to ship to
the participant. This will only be permitted X2

+ Those participants who refuse to send back their pill bottles for a final pill count will be given the option fo count the pills with the
study personnel via video conference at Virtual Visit 2. This will be recorded on source documentation and the oCEF
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Appendix E Abbreviations & Definitions

Abbreviation or special Explanation

term

AAD Ask a Doctor

AADBU Ask a Doctor Before Use

ACC American College of Cardiology

AE Adverse Event

AHA American Heart Association

ATDS Acquired Immmne Deficiency Syndrome

ASCVD Atherosclerotic Cardiovascular Disease

AUS Actual Use Stdy

EBP Blood Pressure

CAC Coronary Artery Calcm

CAN-SPAM Controlling the Assault of Non-Solicited Pommography and Marketing

CFR Code of Federal Regulations

CI Confidence Interval

CIL Consumer Information Leaflet

CMOG Central Medical Operations Group

CONSORT Consolidated Standards of Reporting Trials

CRO Contract Research Organization

CSA Clinical Study Agreement

CsSP Clinical Study Protocol

CSR Clinical Study Report

cv Cardiovascular

CVD Cardiovascular Disease

DBL Data Base Lock

DFL Drug Facts Label

DNU Do Not Use

eCERF Electronic Case Report Form

eDiary Electronic Diary

FDA U.5. Food and Drug Administration

GCP Good Clinical Practice

HDL-C High-Density Lipoprotein - Cholesterol

HIPAA Health Insurance Portability and Accountability Act

HIV Human Immunodeficiency Virmus

HR Hazard Ratio

Hs-CRP High-sensitivity C-reactive Protein

ICF Informed Consent Form

ICH International Conference on Harmonization
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Abbreviation or special Explanation

term

IMS Intercontinental Medical Statistics

PR 1PR. Pharmaceuticals (a manufacturing site for AstraZeneca)

IRB Institutional Review Board

ITT Intent to Treat

LB Lower Bound

LC Label Comprehension

LDI-C Low-Density Lipoprotein - Cholesterol

medDRA Medical Dictionary for Regulatory Activities

mg Milligrams

MI Myocardial Infarction

NCEP National Cholesterol Education Program

oTC Over-the-Counter

PAD Peripheral Artery Disease

Participant Any subject who enrolls in the study

PCE Pooled Cohort Equation

FI Principal Investigator

PO Post Office

PT Preferred Term

REATM Rapid Estimate of Adult Literacy in Medicine

REF Risk Enhancing Factor

Rx Prescription

SAE Serious Adverse Event

SaMD Software as a Medical Device

SAP Statistical Analysis Plan

SMT Study Mandated Testing

SoA Schedule of Activities

S0C System Organ Class

55 Self-Selection

Subject All subjects who completes the online pre-screening either online or by calling the
Call Center

SUSAR Suspected Unexpected Serious Adverse Reaction

TASS Technology-Assisted Self-Selection

TC Total Cholesterol

G Triglycendes

TOC Table of Contents

UPT Urine Pregnancy Test

USPI United States Prescribing Information

Web App Web Application
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Appendix F Protocol Amendment History

Protocol Amendment Summary of Changes Table

DOCUMENT HISTORY
Document Date
Amendment 7 14Dec2022
Amendment 6 015ep2022
Amendment 5 114pr2022
Amendment 4 14-Ocit-2021
Amendment 3 22-Jul-2021 (never implem5ented)
Amendment 2 16-Jun-2021
Amendment 1 11-Mar-2021
Original Protocol 17-July-2020
Amendment 7 (14Dec2022)
Overall Rationale for the Amendment:
Section # and Description of Brief Rationale Substantial/ Non-
Name Change substantial
Section 1.1 and Added “correctly Provide clanty Non-substantial
Section 3 self-identify™ to the
_ endpoint description
Synopsis and
Objectives and
Endpoints
Section 1.1 and Added “(1e. Provide clanty Non-substantial
Section 3 participant who are
< < and longitudinally
YNOops1s an e
Objectives and compliant)
Endpoints
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Section # and Description of Brief Rationale Substantial/ Non-
Name Change substantial
Section 1.1, Clarnfied Inclusion In order to achieve the | Substantial
Section 5, and Criteria #2 — quota of n=50 of
Section 5.2 removed reference to | females under 50 years
Synopsis, Study “enrolled” to achieve | of age, subjecjcs_h_ad to
Population, our quota on females | complete the imitial
Inclusion Criteria | under 50 years of age | TASS assessment
which occurs before
enrollment. As such,
to achieve the quota, it
was not necessary to
enroll the participant
which means signing
the ICF.
Section 1.1 and Added the full SIT.S2 | Provide clanty Non-substantial
Section 5.3 question being asked
Synopsis and
Exclusion Criteria
Section 1.1 and Null hypotheses Provide clanty. The Non-substantial
Section 9.1 equations updated updating of the
_ from “="to “<"and | equation doesn’t
Synopsts and “=" respectively change the testing of
Statistical -
Hypotheses the statistical
hypotheses.
Section 1.1 and Updated “where the | Provide clanty Non-substantial
Section 94.2.1 LDL-C value entered
_ by the participant at
Synopsisand | iitia) selection and
mt{s) verified by the
CMOG will serve as
Baseline” to “where
the venified LDL-C
value at imtial
selection will serve
as Baseline”
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Section # and Description of Brief Rationale Substantial/ Non-
Name Change substantial
Section 3.1 Updated from “uses | Participant may not Non-substantial
the pill count™ to return pills but have
Endpoint Rationale [ «;qeg the pill count been highly comphiant
or eDhary™ for with completing the
overall compliance eDiary or a participant
with dosing may not have been as
compliant with eDiary
but returned all palls.
Thas will allow us to
use whichever has the
most data for the
compliance calculation
Section 4.4 Updated definition of | To provide clanty that | Non-substantial
“completing the participants who
End of Study study” discontinue with
Defimition sufficient medical and
medication history to
determine a final use
outcome (and do not
withdraw) are
considered to have
completed the study
Section 7.2 Categonized Provide further clanity | Non-substantial
N withdrawals as SS
Participant withdrawals or AUS
Ere‘tgﬁgy“’“l fOm | 17T withdrawals
Section 843 Updated question Provide clanty Non-substantial
_ asked on causality to
Causality reflect how it is
Collection asked on source
Section 8.6.2 Updated from Provide clanty Non-substantial
| “Pharmacodynamics
Pharmacodynamics| ,re not evaluated in
this study™ to
“Pharmacodynamics
are evaluated as part
of the LDL-C
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Section # and Description of Brief Rationale Substantial/ Non-
Name Change substantial
reduction efficacy
evaluation™
Section 9.3 Updated definition of | Provide further clanty | Non-substantial
_ pre-screened
Populations for population
Analyses
Section 9.3 and Updated definition of | Provide further clanty | Non-substantial
Section 9.4.3 safety population as it 1s unknown as to
_ when a participant took
izpalll;;g:ﬂs for a first dose so we
Statistical Analyses defined that first dose
to be the date drug was
delivered

Section 9.4.1.3 Added wording to Non-substantial
confirm that AZ and

Mitigation Plan | (feveland Clinic are

blinded to the impact
that post-study
mitigations will have
on the study results
Section 9.4.1.3 Added mitigation on | Ensure the a prion Substantial
missing LDL-C mutigation on missing
Mitigation Plan | retests to Table 94 | LDL-C retest was
that was added to captured in the CSP
SAP after being identified in
the SAPv4.0
Section 9.4.1 4 Added how waist Provide clanty Non-substantial
_ circumference
ﬁlﬂﬂﬂag fLab variability would be
aria of La
Blood Pressure, " | handied
and Waist
Crrcumference
from Different
Sources
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Section # and Description of Brief Rationale Substantial/ Non-
Name Change substantial
Section 9.4.1.4 Added that diabetics | Prowvide clanty Non-substantial
are excluded from
Managing variability

Varnabihity of Lab,
Blood Pressure,

assessment for 3% to
=20% ASCVD risk

Primary
Endpoint(s)

and Waist

Circumference score as they can

from Different have a 0% to <20%

Sources ASCVD nisk score

Section 9.4.2.1 Updated Figure 2 to | Provide clarity Substantial
) melude Missing

Primary cohunn

Endpoint(s)

Section 9.4.2.1 Updated Figure 3 Provide clarity Substantial

Section 9.4.2.2

Secondary

Endrointi 5 l

Updated equation for
overall comphance

Simplified for clarity but
analysis itself did not
change

Non-substantial

Section 9.4.3 Updated defimtion of | Provide clarity Non-substantial
treatment period and
Safety added definition of
follow-up period
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Section # and Description of Brief Rationale Substantial/Non-
Name Change substantial

———

General Updated to correct Ensure consistency
formatting and align
style

Non-substantial
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