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Study Design

A. Design Overview



CONFIDENTIAL



CONFIDENTIAL

B. Study Population
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General Analytical Considerations

A. Data Sources
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C. Analysis Visit Window
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Visit Target Day Analysis Window

Visit Target Day Analysis Window
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D. Missing Data

Adverse events (AEs):

o

o

o

o

Concomitant medications (CM):
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o

o

o

Procedures

E. Multiple Study Centers

F. Covariate Adjustment in Primary Analysis

G. Sample Size Reassessment
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H. Interim Analyses or Timing of Analyses

I. Data Safety Committee (DSC)

J. Test Sizes

K. Multiple Comparisons

L. Analysis Populations 
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1. Full Analysis Set Overall (FAS Overall)

2. Safety Analysis Set

3. Full Analysis Set OLE (FAS OLE)

4. Per-protocol Population (PPS)

5. PK Analysis set
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6. MRI-PDFF Analysis Set

M. Subgroups of Analysis Populations    
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Statin Low Intensity Moderate Intensity High Intensity

N. Data Display Characteristics

Participant Accountability

A. Participant Characteristics
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Demography:

Baseline Characteristics 
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Medical History:

Genotype:

B. Disposition and Population Inclusions
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C. Protocol Deviations 

D. Visit Attendance and COVID-19 Impact Assessment 

Efficacy Analyses 

A. Primary Efficacy Outcome Analysis
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1. Primary Estimand

Attribute Description

treatment policy strategy

2. Primary Efficacy Analysis
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3. Sensitivity Analyses Using Multiple Imputation (MI)
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proc mi data = indata out = mono nimpute = 100 seed = &seed;
var trt01pn basetgc basenh baseh basel base w4 w8 w12 w16 w20 

w24;
mcmc impute = monotone;

run;

proc mi data= mono seed=&seed nimpute=1 out= outdata;
by imputation ;
class trt01pn basetgc;
monotone reg(/details);
mnar model(base w4 w8 w12 w16 w20 w24/ 

modelobs=(trt01pn='0'));
var basetgc basenh baseh basel base w4 w8 w12 w16 w20 w24;

run;

trt01pn='0'

proc mi data = indata out = mcmc nimpute = 100 seed = &seed;
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var trt01pn basetgc basenh baseh basel base w4 w8 w12 w16 w20 
w24;

mcmc;
run;

B. Secondary Efficacy Outcome Analyses



CONFIDENTIAL

C. Exploratory Efficacy Outcome Analyses



CONFIDENTIAL

D. Efficacy Analysis on Subgroups of Participants
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Safety Analyses

A. Exposure and Compliance

B. Adverse Events
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Local injection site reactions (LISR)
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C. Clinical Laboratory Results

D. Vital Signs
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E. Electrocardiogram (ECG)

F. Physical Examination

G. Prior and Concomitant Medications

H. Other Safety Analyses

Pregnancy and FSH Results:
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Substance use:

Immunogenicity (Anti-drug Antibodies) Analysis

Pharmacokinetics Analyses
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Appendix
A. Noncompartmental Pharmacokinetic Analysis

Handling Missing or Non-Quantifiable Data

Pharmacokinetic Parameter Calculation 
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Criteria for Calculation and Reporting of Area Under the Concentration-time 
Curve

Treatment of Outliers in Pharmacokinetic Analysis
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Protocol No.: AROANG3-2001 
Statisitcal Analysis Plan Summary of Changes Version 1 to Version 2 
 STATISICAL ANALYSIS PLAN SUMMARY OF 

CHANGES VERSION 1 TO VERSION 2 
 

PROTOCOL 
NUMBER: 

AROANG3-2001 

STUDY TITLE: A Double-blind, Placebo-controlled Phase 2b Study to 
Evaluate the Efficacy and Safety of ARO-ANG3 in Adults 
with Mixed Dyslipidemia 
 

  
 

− Updated definition of “baseline” for TG value from “average” to “geometric mean” of 
Day 1 predose assessment and two fasting TG values collected during the screening 
period.  

− Clarified that the geometric mean of the two collection timepoints associated with Week 
24 and Week 36 will be used for the analysis.  Further clarified that for all other 
lipid/pharmacodynamic endpoints, the analysis will be based on the reported value for the 
Week 24 and Week 36 visit. 

− Clarified that non-calculable or missing values for LDL-C using Friedewald formula will 
be imputed with LDL-C using ultracentrifugation. 

− Clarified the definition of Full and Sparse PK analysis will align with study protocol 
definitions 

− Updated Baseline Characteristics to be presented in summary tables and listings as 
follows: 

− Added level of LDL-C baseline category of <70 mg/dL, 70-<100 mg/dL and ≥100 
mg/dL 

− Added value of Remnant Cholesterol at baseline  
− Added level of Remnant Cholesterol at baseline category of <39 mg/dL, ≥39 

mg/dL 
− Added value of ApoB at baseline 
− Added value of ANGPTL3 at baseline 
− Added value of ApoA1 at baseline 
− Added concomitant use of PCSK9 inhibitor: Yes, No 
− Removed level of LDL-C at screening and screening category of <100 mg/dL, 

≥100 mg/dL 
− Removed level of non-HDL-C at screening and screening category of <100 

mg/dL, ≥100 mg/dL 
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Statisitcal Analysis Plan Summary of Changes Version 1 to Version 2 

− The Exploratory Efficacy Outcome Analyses section was updated to add the proportion 
of subjects requiring emergent apheresis during the double-blind treatment period. 

− Updated the analyses of clinical laboratory results, vital signs, and electrocardiogram by 
removing the percent change from baseline for the summaries. 

− The Pharmacokinetics Analyses section was updated to: 

− Include PK samples collected outside the sampling window in the PK parameters 
calculation. 

− Add the following PK parameters: 
− Terminal elimination half-life (T 1/2) 
− Apparent volume of distribution during terminal phase after extravascular 

dosing (Vz/F) 
− Apparent systemic clearance after extravascular dosing (CL/F) 
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