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Table 3.  Key Efficacy Analyses Summary 

Endpoint 

Statistical 
Analysis 
Method 

P-values from the 
Statistical Tests 

Hierarchical 
Testing Procedure 
as Specified in the 
Multiplicity 
Adjustment Method 
Diagram 
Testing of Pooled 
EvomabTreatment 
Effect vs. Ezetimibe 

Co-Primary Endpoints  
 Mean percent change from 

baseline at weeks 10 and 
12 in LDL-C 

 Percent change from 
baseline at week 12 in 
LDL-C 

Repeated 
measures model  

P1 = Maximum of the two 
p-values for the 
co-endpoint pair from the 
primary analysis in FAS 

P1 compare to  
 = 0.05 

Co-Secondary Endpoints  
(Tier 1) 

 

 Mean LDL response 
(achievement of LDL-C 
< 70 mg/dL) at weeks 10 
and 12  

 LDL response at week 12  

Cochran 
Mantel-Haenszel 
(CMH) test 

P2a = Maximum of the 
two p-values for the 
co-endpoint pair in FAS 

If P1 < 0.05, 
 P2a and all 

P2b’s will be 
tested through 
Hochberg 
method with 
  =  0.005 

Else (ie, co-primary 
endpoint in FAS is 
not significant) 
 No further 

testing. 

 Mean change from baseline 
at weeks 10 and 12 in 
LDL-C 

 Change from baseline at 
week 12 in LDL-C 

and 
 Mean percent change from 

baseline at weeks 10 and 
12  

 Percent change from 
baseline at week 12  

in each of the following lipid 
parameter: 

total cholesterol, 
non-HDL-C, ApoB, total 
cholesterol/HDL-C ratio, 
ApoB/ApoA1 ratio 

Repeated 
measures model 

For each lipid parameter, 
 
P2b = Maximum of the 
two p-values for each  
co-endpoint pair in FAS 
 
 

Co-Secondary Endpoints 
 (Tier 2) 

 

 Mean percent change from 
baseline at weeks 10 and 
12 

 Percent change from 
baseline at week 12  

in each of the following lipid 
parameters: 

Lp(a), triglycerides, HDL-C, 
and VLDL-C 

Repeated 
measures model 

For each lipid parameter, 
 
P2c = Union-intersection 
test p-value from the two 
contrasts of each 
co-endpoint pair in FAS 
 

If P2a and all P2b’s 
are significant 
through Hochberg 
method,  
 P2c will be 

tested through 
Hochberg 
method with 
  =  0.05. 

Else (ie, not all tier 1 
co- endpoints in FAS 
are significant),  
 P2c will be 

tested through 
Hochberg 
method with 
  =  0.045.
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Appendix A.  Framingham Risk Score (FRS) 
Method to calculate the Framingham Risk Score (FRS): 

The β coefficients given in the two tables below are used to compute a linear function.  

The latter is corrected for the averages of the participants’ risk factors (mean) from the 

Framingham study, and the subsequent result is exponentiated and used to calculate a 

10-year probability of HCHD after insertion into a survival function (Wilson et al). 

The calculation is different for men and women and use the following coefficients βi, 

where i represents each of the independent variables.  The values below are from the 

Framingham heart study (http://www.framinghamheartstudy.org/risk-functions/ 

coronary-heart-disease/hard-10-year-risk.php).   

t_chol = total cholesterol, hdl = HDL-C, sbp = systolic blood pressure, trt_htn = treatment 

for hypertension (if sbp > 120), smoker = current smoker 

Men  
 
 
 
 
 
 
 
 
 
 
 
 

Women 
Independent 
variable 

Coefficient 
βi 

mean Independent 
variable 

Coefficient 
βi 

mean 

ln(age) 52.00961 3.8926095 ln(age) 31.764001 3.9213204
ln(t_chol) 20.014077 5.3441475 ln(t_chol) 22.465206 5.3628984
ln(hdl) -0.905964 3.7731132 ln(hdl) -1.187731 4.0146369
ln(sbp) 1.305784 4.8618212 ln(sbp) 2.552905 4.8376494
trt_htn 
(spb>120) 0.241549 0.1180474

trt_htn 
(spb>120) 0.420251 0.142802

smoker 12.096316 0.335602 smoker 13.07543 0.3236202
ln(age)* 
ln(t_chol) -4.605038 20.8111562

ln(age)* 
ln(t_chol) -5.060998 21.0557746

ln(age)*smoker1 -2.84367 1.2890301 ln(age)*smoker2 -2.996945 1.2519882
ln(age)*ln(age) -2.93323 15.2144965   
1 if age>70 then ln(70)*smoker 2 if age>78 then ln(78)*smoker 

The steps to determine the FRS is the same for men and women. 

Men 

For each subject: 

1. Calculate Lmen = βln(age)*ln(age) + βln(t_chol)*ln(t_chol) + βln(hdl) *ln(hdl) + 
βln(sbp)*ln(sbp) + βtrt_htn*(if trt_htn) + βsmoker*(if smoker) + β 

ln(age)*ln(t_chol)*ln(age)*ln(t_chol) + βln(age)*smoker*ln(age)*(if smoker)  + 
βln(age)*ln(age)*ln(age)*ln(age) 

2. Calculate Amen = Lmen - 172.300168 (note: the value of 172.300168 was derived 
based on the mean columns in above table) 

3. Calculate Bmen = exp (Amen) 
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Scheduled Visit 
Week Week 2 Week 8 Week 10 Week 12 Week 24 Week 36 Week 48 Week 52 

Week 54 
EOS Phone 

Call 

Scheduled Visit Day 15 57 71 85 169 253 337 365 379 

Vital Signs  (1, 63] (63, 77] (77, min(91, first 
dose date of OLE)] 

(min(91, first dose 
date of OLE), 210] 

(210,294] (294,350] >350  

Fasting Lipids (1, 35] (35, 63] (63, 77] (77, min(91, first 
dose date of OLE)] 

(min(91, first dose 
date of OLE), 210] 

(210,294] (294,350] (350,378]  

Lp(a), ApoA1, ApoB   (1, 77] (77, min(91, first 
dose date of OLE)] 

(min(91, first dose 
date of OLE), 210] 

(210,294] (294,350] (350,378]  

PK, PCSK9 (1, 42]  (42, 77] (77, min(91, first 
dose date of OLE)] 

   (min(91, first 
dose date of 
OLE), 378] 

 

Hematology and 
Chemistry 

 (1, 70]  (70, min(91, first 
dose date of OLE)] 

   > min(91, first 
dose date of 

OLE) 

 

Physical Exam, 
hsCRP, Urinalysis, 
HbA1c, Biomarkers, 
anti-evolocumab 
antibodies 

   (1, min(91, first 
dose date of OLE)] 

   > min(91, first 
dose date of 

OLE) 

 

Weight, waist 
circumference 

       > 1  
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Handling multiple records assigned to an analytical study week: 
If there is more than one record in a study week interval, the analytical record for that 

specific study week will be defined as the record closest to the scheduled visit day of 

that specific study week (7 x study week + 1).  If two records are equidistant from the 

scheduled day, then the earlier record will be chosen.  If there are multiple records on 

the same day, the last record will be used. 
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Appendix C.  Common Terminology Criteria for AEs (CTCAE) 
Refer to the NCI Common Terminology Criteria for AEs (CTCAE) for AEs and lab shift 

grading and information.  The CTCAE is available at the following link: 

http://evs.nci.nih.gov/ftp1/CTCAE/About.html 
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