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Statistical Methods: 
Presentation and Analysis of Safety and Tolerability Data: 
Subject disposition was summarized and included the following information: number of subjects randomized 
and dosed, number and percentage of subjects completing the study and the number and percentage of subjects 
who were withdrawn (including reasons for withdrawal). 
Demographic variables (age, gender, race, ethnicity, height, weight and BMI) were listed by subject. Part 1 
demographic characteristics (age, gender, race and ethnicity) and subject characteristics (height, weight and 
BMI) were summarized (dose level of AZD8233 and pooled placebo) for all subjects in the safety analysis set. 
For Part 2, demographic and baseline data was summarized separately for the Chinese and Japanese cohorts, 
treatment (AZD8233 and placebo). 
All safety data was presented in the data listings. Adverse events were summarized by Preferred Term and SOC 
using MedDRA vocabulary. Furthermore, listings of serious adverse events (SAEs) and AEs that led to 
withdrawal were made and the number of subjects who had any AEs, SAEs, AEs that led to withdrawal, and 
AEs with severe intensity were summarized, if applicable. Adverse events that occur before dosing were 
reported separately. Tabulations and listings of data for vital signs, clinical laboratory tests and ECGs were 
presented. Any new or aggravated clinically relevant abnormal medical physical examination findings compared 
to the baseline assessment were reported as an AE. 
Vital signs measurements and laboratory results were listed and summarized including changes from baseline. 
Any out of range vital signs measurements and laboratory results were flagged in the individual listings. 
Results of the ECGs, including normal/abnormal and specific findings were listed. 
Presentation and Analysis of Pharmacokinetic Data: 
Pharmacokinetic blood and urine sample collection times including derived sampling time deviations were 
listed. Urine amount and fraction of dose excreted (by interval and cumulative) were listed. Plasma 
concentrations, urine amount excreted and fraction of dose excreted (per collection interval and cumulative) and 
PK parameters were summarized by treatment/dose group using descriptive statistics based on the PK analysis 
set. 
Combined individual plasma concentration versus actual times was plotted in linear and semi-logarithmic scale. 
Figures for the arithmetic mean (SD) concentration-time data was presented for all doses on both a linear and 
semi-logarithmic scale. Individual concentration-time data was graphically presented on linear and 
semi-logarithmic scales. 
AZD8233 is a N-acetylgalactosamine (GalNAc) conjugated chemically modified 16-mer oligonucleotide which 
is cleaved in the hepatocytes to generate the unconjugated anti-sense oligonucleotide (ASO) resulting in the 
pharmacologically active compound inhibiting PCSK9 mRNA translation. Dose proportionality of AZD8233 
and AZD8233 full length ASOs were assessed graphically and analysed using the power model approach with 
the logarithm of PK parameters AUC and Cmax as the dependent variables and the logarithm of the dose as the 
independent variable. 
Figures with individual and dose-normalized Cmax, AUC and AUC(0-last) were also presented graphically 
versus dose. 
Pharmacokinetic data was summarized separately for Part 1 and Part 2. 
Presentation and Analysis of Pharmacodynamic Data: 
The effect of AZD8233 on levels of LDL-C, PCSK9, lipid panel (total cholesterol, HDL-C, LDL-C, 
triglycerides) and lipoprotein profile (particle size and number by nuclear magnetic resonance) was evaluated. 
The results were listed and summarized by treatment (dose level of AZD8233 or pooled placebo) including 
changes from baseline. 
The followings figures were presented: 



     
      

      

             

       

         

    

                 

               

               

                 

        

           

                

   

    

                    

                

                  

                  

                  

  

        



     
      

      

             

       

         

    

  

                  

                  

                

                 

                   

                

                  

                

                 

              

                    

                 

                

                

                  

       

                  

               

              

  

                  

                     

                  

                    

     

                  

               

                 

                     

    

                    

                   

                 

       

                     

                   

                 

      



     
      

      

             

       

         

    

   

  

                

                   

          

                      

         

  

              

              

                 

       

               

                 

                 

       

                 

                 

                

        

                 

             

           

              

 

 




