[bookmark: _Toc286652094][bookmark: _GoBack]FOURIER Inclusion and Exclusion Criteria
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1. Signed informed consent
2. Male or female  40 to  85 years of age at signing of informed consent
3. [bookmark: _Ref361907952]History of clinically evident cardiovascular disease as evidenced by ANY of the following:
· diagnosis of myocardial infarction
· diagnosis of non-hemorrhagic stroke (TIA does not qualify as stroke for inclusion)
· [bookmark: _Toc493663546][bookmark: _Ref272306546][bookmark: _Toc321454488]symptomatic peripheral arterial disease (PAD), as evidenced by intermittent claudication with ankle-brachial index (ABI) < 0.85, or peripheral arterial revascularization procedure, or amputation due to atherosclerotic disease
Note: the proportion of subjects with history of MI or non-hemorrhagic stroke > 5 years prior to screening will be determined by the sponsor
4. At least 1 major risk factor or at least 2 minor risk factors below:
Major Risk Factors (1 Required):
· diabetes (type 1 or type 2)
· age  65 years at randomization (and  85 years at time of informed consent)
· MI or non-hemorrhagic stroke within 6 months of screening
· additional diagnosis of myocardial infarction or non-hemorrhagic stroke excluding qualifying MI or non-hemorrhagic strokea
· current daily cigarette smoking
· history of symptomatic PAD (intermittent claudication with ABI < 0.85, or peripheral arterial revascularization procedure, or amputation due to atherosclerotic disease) if eligible by MI or stroke history
Minor Risk Factors (2 Required):
· history of non-MI related coronary revascularizationa
· residual coronary artery disease with  40% stenosis in  2 large vessels
· Most recent HDL-C < 40 mg/dL (1.0 mmol/L) for men and < 50 mg/dL (1.3 mmol/L) for women by central laboratory before randomization
· Most recent hsCRP > 2.0 mg/L by central laboratory before randomization
· Most recent LDL-C ≥ 130 mg/dL (3.4 mmol/L) or non-HDL‑C  160 mg/dL (4.1 mmol/L) by central laboratory before randomization
· metabolic syndromeb
5. Most recent fasting LDL-C  70 mg/dL ( 1.8 mmol/L) or non-HDL‑C  100 mg/dL (≥ 2.6 mmol/L) by central laboratory during screening after  2 weeks of stable lipid lowering therapy per Appendix E
6. Most recent fasting triglycerides  400 mg/dL (4.5 mmol/L) by central laboratory before randomization
aNote: there is no time limit on additional qualifying medical history.
bDefinition: metabolic syndrome for this protocol is defined as  3 of the following (Alberti et al, 2009):
waist circumference > 102 cm (> 40 in.) for men and > 88 cm (> 35 in.) for women (Asian men, including Japanese > 90 cm; Asian women, except Japanese > 80 cm; Japanese women > 90 cm)
triglycerides  150 mg/dL (1.7 mmol/L) by central laboratory at final screening
HDL-C < 40 mg/dL (1.0 mmol/L) for men and < 50 mg/dL (1.3 mmol/L) for women by central laboratory at final screening (Note: if the HDL-C level is one of criterion used to make the diagnosis of metabolic syndrome, it cannot be used as a separate risk factor)
systolic blood pressure (SBP)  130 mmHg or diastolic BP (DBP)  85 mmHg or hypertension treated with medication
fasting glucose  100 mg/dL ( 5.6 mmol/L) by central laboratory at final screening
[bookmark: _Toc336243053][bookmark: _Toc336527042][bookmark: _Toc336527316][bookmark: _Toc336527457][bookmark: _Ref336768810][bookmark: _Toc336596927][bookmark: _Toc343513428][bookmark: _Toc343120155][bookmark: _Toc343524019][bookmark: _Toc397411763]Exclusion Criteria
1. Subject must not be randomized within 4 weeks of their most recent MI or stroke
2. NYHA class III or IV, or last known left ventricular ejection fraction < 30%
3. Known hemorrhagic stroke at any time
4. Uncontrolled or recurrent ventricular tachycardia
5. Planned or expected cardiac surgery or revascularization within 3 months after randomization
6. Uncontrolled hypertension defined as sitting systolic blood pressure (SBP) > 180 mmHg or diastolic BP (DBP) > 110 mmHg
7. Use of cholesteryl ester transfer protein (CETP) inhibition treatment, mipomersen, or lomitapide within 12 months prior to randomization.  Fenofibrate therapy must be stable for at least 6 weeks prior to final screening at a dose that is appropriate for the duration of the study in the judgment of the investigator. Other fibrate therapy (and derivatives) are prohibited
8. Prior use of PCSK9 inhibition treatment other than evolocumab or use of evolocumab < 12 weeks prior to final lipid screening
9. Untreated or inadequately treated hyperthyroidism or hypothyroidism as defined by thyroid stimulating hormone (TSH) < lower limit of normal (LLN) or > 1.5 times the upper limit of normal (ULN), respectively, and free thyroxine (T4) levels that are outside normal range at final screening
10. Severe renal dysfunction, defined as an estimated glomerular filtration rate (eGFR) < 20 mL/min/1.73m2 at final screening
11. Active liver disease or hepatic dysfunction, defined as aspartate aminotransferase (AST) or alanine aminotransferase (ALT) > 3 times the ULN as determined by central laboratory analysis at final screening
12. Recipient of any major organ transplant (eg, lung, liver, heart, bone marrow, renal)
13. Personal or family history of hereditary muscular disorders
14. LDL or plasma apheresis within 12 months prior to randomization
15. Severe, concomitant non-cardiovascular disease that is expected to reduce life expectancy to less than 3 years
16. CK > 5 times the ULN at final screening
17. Known major active infection or major hematologic, renal, metabolic, gastrointestinal or endocrine dysfunction in the judgment of the investigator 
18. Malignancy (except non-melanoma skin cancers, cervical in-situ carcinoma, breast ductal carcinoma in situ, or stage 1 prostate carcinoma) within the last 10 years
19. Subject has received drugs via a systemic route that have known major interactions with background statin therapy (see Appendix F) within 1 month prior to randomization or is likely to require such treatment during the study period
20. [bookmark: _Ref321458530]Currently enrolled in another investigational device or drug study, or less than 30 days since ending another investigational device or drug study(s), or receiving other investigational agent(s)
21. [bookmark: _Ref336767992]Female subject who has either (1) not used acceptable method(s) of birth control for at least 1 month prior to screening or (2) is not willing to use such a method during treatment with IP and for an additional 15 weeks after the end of treatment with IP, unless the subject is sterilized or postmenopausal;
· menopause is defined as 12 months of spontaneous and continuous amenorrhea in a female  55 years old or 12 months of spontaneous and continuous amenorrhea with a follicle‑stimulating hormone (FSH) level > 40 IU/L (or according to the definition of "postmenopausal range" for the laboratory involved) in a female < 55 years old unless the subject has undergone bilateral oophorectomy
· acceptable methods of preventing pregnancy include not having intercourse, birth control pills, injections, implants, or patches, intrauterine devices (IUDs), tubal ligation/occlusion, sexual activity with a male partner who has had a vasectomy, condom or occlusive cap (diaphragm or cervical/vault caps) used with spermicide
22. Subject is pregnant or breast feeding, or planning to become pregnant or to breastfeed during treatment with IP and/ or within 15 weeks after the end of treatment with IP
23. Known sensitivity to any of the active substances or their excipients to be administered during dosing
24. Subject likely to not be available to complete all protocol‑required study visits or procedures, to the best of the subject’s and investigator’s knowledge
25. History or evidence of any other clinically significant disorder, condition or disease other than those outlined above that, in the opinion of the Investigator or Amgen physician, if consulted, may compromise the ability of the subject to give written informed consent, would pose a risk to subject safety, or interfere with the study evaluation, procedures or completion



New-Onset Diabetes Definition
For the purpose of clinical adjudication, diabetes will be defined according to the criteria below, based on the American Diabetes Association (American Diabetes Association, Standards of medical care in diabetes--2013. Diabetes Care 2013;36 Suppl 1:S11-66) and National Diabetes Information Clearinghouse (Diagnosis of Diabetes and Prediabetes. Accessed April 10, 2015, at http://diabetes.niddk.nih.gov/dm/pubs/diagnosis/#3) definitions. 
The criteria for diagnosis of diabetes within the trial are as any of the following:
1. Symptoms (e.g. polyuria, polydipsia, polyphagia, unexplained weight loss) of diabetes and casual/random (any time of day without regard to time since last meal) plasma glucose levels of ≥200 mg/dL (11.1 mmol/L).

OR

2. Fasting (no caloric intake for at least 8 hours) plasma glucose (FPG) level ≥126 mg/dL (7.0 mmol/L), on 2 occasions separated by at least 24 hours [with the date of new-onset diabetes corresponding to the first abnormal test] 

OR

3. Two-hour plasma glucose level ≥200 mg/dL (11.1 mmol/L) during an oral glucose tolerance test (OGTT performed as per WHO criteria with glucose load of 75 g anhydrous glucose dissolved in water).

OR

4. A1c level ≥6.5% using a NGSP3 certified method and standardized to the Diabetes Control and Complications Trial (DCCT) assay.

OR

5. Use of oral or injected diabetes medication and an established diagnosis of diabetes mellitus per the medical record. Note that the use of diabetes medication for pre-diabetes with the intent of preventing diabetes does not meet the definition.
Additional Guidance:
Clinical judgment and the totality of information should be used to make the diagnosis. In general it would be expected that more than one of the diagnostic criteria above would be present unless unequivocal symptoms/signs are present. For example, a single fasting glucose of 180 mg/dl prompting initiation of diabetes therapy would meet the criteria. 
1. If two different tests are used e.g., OGTT and A1c and both indicate diabetes, consider the diagnosis confirmed.
2. If the two different tests are discordant, it may be reasonable to request that additional information be obtained, if available 

Supplemental Table 1. Baseline Characteristics
	Characteristics
	Diabetes
(N = 11,031)
	Pre-diabetes
(N = 10,344)
	Normoglycemia 
(N = 6189)

	Demographics
	
	
	

	Mean age – y (SD)
	62.6 (8.7)
	62.9 (9.0)
	61.7 (9.5)

	Male sex - n (%) 
	8091 (73.3)
	7948 (76.8)
	4756 (76.8)

	White race - n (%)
	8834 (80.1)
	9118 (88.1)
	5506 (89.0)

	Weight – kg (SD)
	88.4 (18.6)
	84.3 (16.4)
	81.2 (15.7)

	BMI – kg/m2 (SD)
	30.7 (5.5)
	28.9 (4.8)
	27.8 (4.5)

	Region - n (%)
	
	
	 

	North America
	2033 (18.4)
	1513 (14.6)
	1025 (16.6)

	Europe
	6312 (57.2)
	7022 (67.9)
	4001 (64.6)

	Latin America
	885 (8.0)
	580 (5.6)
	358 (5.8)

	Asia Pacific and South Africa
	1801 (16.3)
	1229 (11.9)
	805 (13.0)

	Type of atherosclerosis - n (%)
	
	
	

	     Myocardial infarction
	8686 (78.7)
	8591 (83.1)
	5074 (82.0)

	     Non-hemorrhagic stroke
	2391 (21.7)
	1777 (17.2)
	1169 (18.9)

	     Peripheral artery disease
	1696 (15.4)
	1323 (12.8)
	623 (10.1)

	Cardiovascular risk factors – n (%)
	
	
	

	     Hypertension 
	9639 (87.4)
	7941 (76.8)
	4504 (72.8)

	     Current cigarette use
	2434 (22.1)
	3358 (32.5)
	1985 (32.1)

	History of heart failure – n (%)
	2819 (25.6)
	2331 (22.5)
	1244 (20.1)

	eGFR – ml/min/1.73m2 (SD)
	74.8 (20.8)
	75.9 (17.5)
	77.1 (17.1)

	Statin use - n (%)
	
	
	

	     High intensity
	7379 (66.9)
	7431 (71.8)
	4293 (69.4)

	     Moderate intensity
	3628 (32.9)
	2883 (27.9)
	1881 (30.4)

	     Low intensity, unknown intensity, or no data
	24 (0.2)
	30 (0.3)
	 15 (0.2)

	Ezetimibe - n (%)
	485 (4.4)
	614 (5.9)
	341 (5.5)

	Median lipid measures (IQR) 
	
	
	

	     LDL cholesterol – mmol/L
	2.3 (2.0, 2.8)
	2.4 (2.1, 2.8)
	2.4 (2.1, 2.8)

	     Total cholesterol – mmol/L
	4.3 (3.9, 4.8)
	4.4 (3.9, 4.9)
	4.4 (3.9, 4.9)

	     HDL cholesterol – mmol/L
	1.1 (0.9, 1.3)
	1.2 (1.0, 1.4)
	1.2 (1.0, 1.5)

	     Triglycerides – mmol/L
	1.7 (1.3, 2.3)
	1.4 (1.1, 2.0)
	1.3 (1.0, 1.8)


Race was self-reported. Patients could have more than one type of atherosclerosis. Statin intensity was categorized per the ACC/AHA Guidelines. P<0.0001 for all comparisons of baseline characteristics by glycemic status.




Supplemental Table 2. Baseline characteristics by treatment arm in patients with diabetes at baseline
			
	Characteristics
	Evolocumab
(N = 5515)
	Placebo
(N=5516)

	Demographics
	
	

	Mean age – y (SD)
	62.7 (8.7)
	62.4 (8.7)

	Male sex - n (%) 
	4025 (73.0)
	4066 (73.7)

	White race - n (%)
	4431 (80.3)
	4403 (79.8)

	BMI – kg/m2 (SD)
	30.6 (5.5)
	30.8 (5.5)

	Region - n (%)
	
	

	North America
	1018 (18.5)
	1015 (18.4)

	Europe
	3146 (57.0)
	3166 (57.4)

	Latin America
	450 (8.2)
	435 (7.9)

	Asia Pacific and South Africa
	901 (16.3)
	900 (16.3)

	Type of atherosclerosis - n (%)
	
	

	     Myocardial infarction
	4314 (78.2)
	4372 (79.3)

	     Non-hemorrhagic stroke
	1205 (21.8)
	1186 (21.5)

	     Peripheral artery disease
	904 (16.4)
	792 (14.4)

	Cardiovascular risk factors – n (%)
	
	

	     Hypertension 
	4829 (87.6)
	4810 (87.2)

	     Current cigarette use
	1204 (21.8)
	1230 (22.3)

	History of heart failure – n (%)
	1441 (26.1)
	1378 (25.0)

	eGFR – ml/min/1.73m2 (SD)
	74.3 (20.9)
	75.3 (20.8)

	Statin use - n (%)
	
	

	     High intensity
	3677 (66.7)
	3702 (67.1)

	     Moderate intensity
	1824 (33.1)
	1804 (32.7)

	     Low intensity, unknown intensity, or no data
	14 (0.3)
	10 (0.2)

	Ezetimibe - n (%)
	247 (4.5)
	238 (4.3)

	Median lipid measures (IQR) 
	
	

	     LDL cholesterol – mmol/L
	2.3 (2.0, 2.8)
	2.3 (2.0, 2.8)

	     Total cholesterol – mmol/L
	4.3 (3.9, 4.8)
	4.3 (3.9, 4.8)

	     HDL cholesterol – mmol/L
	1.1 (0.9, 1.3)
	1.1 (0.9, 1.3)

	     Triglycerides – mmol/L
	1.7 (1.3, 2.3)
	1.7 (1.2, 2.3)


Race was self-reported. Patients could have more than one type of atherosclerosis. Statin intensity was categorized per the ACC/AHA Guidelines.



Supplemental Table 3. Baseline characteristics by treatment arm in patients without diabetes at baseline
			
	Characteristics
	Evolocumab
(N = 8269)
	Placebo
(N=8264)

	Demographics
	
	

	Mean age – y (SD)
	62.4 (9.3)
	62.5 (9.1)

	Male sex - n (%) 
	6372 (77.1)
	6332 (76.6)

	White race - n (%)
	7317 (88.5)
	7307 (88.4)

	BMI – kg/m2 (SD)
	28.5 (4.7)
	28.6 (4.7)

	Region - n (%)
	
	

	North America
	1269 (15.3)
	1269 (15.4)

	Europe
	5520 (66.8)
	5503 (66.6)

	Latin America
	463 (5.6)
	475 (5.7)

	Asia Pacific and South Africa
	1017 (12.3)
	1017 (12.3)

	Type of atherosclerosis - n (%)
	
	

	     Myocardial infarction
	6831 (82.6)
	6834 (82.7)

	     Non-hemorrhagic stroke
	1481 (17.9)
	1465 (17.7)

	     Peripheral artery disease
	954 (11.5)
	992 (12.0)

	Cardiovascular risk factors – n (%)
	
	

	     Hypertension 
	6216 (75.2)
	6229 (75.4)

	     Current cigarette use
	2650 (32.1)
	2693 (32.6)

	History of heart failure – n (%)
	1783 (21.6)
	1792 (21.7)

	eGFR – ml/min/1.73m2 (SD)
	76.5 (17.6)
	76.3 (17.1)

	Statin use - n (%)
	
	

	     High intensity
	5908 (71.4)
	5816 (70.4)

	     Moderate intensity
	2337 (28.3)
	2427 (29.4)

	     Low intensity, unknown intensity, or no data
	24 (0.3)
	21 (0.3)

	Ezetimibe - n (%)
	479 (5.8)
	476 (5.8)

	Median lipid measures (IQR) 
	
	

	     LDL cholesterol – mmol/L
	2.4 (2.1, 2.8)
	2.4 (2.1, 2.8)

	     Total cholesterol – mmol/L
	4.4 (3.9, 4.9)
	4.4 (3.9, 4.9)

	     HDL cholesterol – mmol/L
	1.2 (1.0, 1.4)
	1.2 (1.0, 1.4)

	     Triglycerides – mmol/L
	1.4 (1.1, 1.9)
	1.4 (1.0, 1.9)


Race was self-reported. Patients could have more than one type of atherosclerosis. Statin intensity was categorized per the ACC/AHA Guidelines.




Supplemental Table 4. Primary and Secondary End Points in Patients with Diabetes
	Outcome
	Evolocumab 
(N = 5515)
	Placebo
(N = 5516)
	Hazard Ratio
(95% CI)
	P value

	
	No. of patients (3-year KM rate)
	
	

	Primary end point: cardiovascular death, myocardial infarction, stroke, hospitalization for unstable angina, or coronary revascularization
	622 (14.4)
	739 (17.1)
	0.83 (0.75-0.93)
	0.0008

	Key secondary end point: cardiovascular death, myocardial infarction, or stroke
	417 (10.2)
	508 (12.2)
	0.82 (0.72-0.93)
	0.0021

	Other endpoints
	
	
	

	Cardiovascular death
	137 (3.6)
	131 (3.5)
	1.05 (0.83-1.34)

	Death from any cause
	236 (6.4)
	217 (5.8)
	1.10 (0.91-1.32)

	Myocardial infarction
	239 (5.5)
	308 (7.5)
	0.77 (0.65-0.92)

	Hospitalization for unstable angina
	97 (2.3)
	105 (2.4)
	0.93 (0.70-1.22)

	Stroke
	113 (2.9)
	143 (3.2)
	0.79 (0.62-1.01)

	Coronary revascularization
	326 (7.4)
	423 (10.0)
	0.77 (0.66-0.88)

	Urgent
	181 (4.2)
	247 (6.1)
	0.73 (0.60-0.89)

	Elective
	179 (4.1)
	225 (5.3)
	0.79 (0.65-0.96)

	CTTC composite endpoint
	587 (13.6)
	709 (16.3)
	0.82 (0.73-0.91)


CTTC stands for Cholesterol Treatment Trialists Collaboration and the composite endpoint consists of coronary heart death, nonfatal MI, stroke, or coronary revascularization. All P values for interaction between diabetes status and clinical efficacy of evolocumab were non-significant.



Supplemental Table 5. Primary and Secondary End Points in Patients without Diabetes
	Outcome
	Evolocumab 
(N = 8269)
	Placebo
(N = 8264)
	Hazard Ratio
(95% CI)
	P value

	
	No. of patients (3-year KM rate)
	
	

	Primary end point: cardiovascular death, myocardial infarction, stroke, hospitalization for unstable angina, or coronary revascularization
	722 (11.4)
	824 (13.0)
	0.87 (0.79-0.96)
	0.0052

	Key secondary end point: cardiovascular death, myocardial infarction, or stroke
	399 (6.4)
	505 (8.4)
	0.78 (0.69-0.89)
	0.0002

	Other endpoints
	
	
	

	Cardiovascular death
	114 (1.8)
	109 (1.7)
	1.04 (0.80-1.35)

	Death from any cause
	208 (3.7)
	209 (3.3)
	0.99 (0.82-1.20)

	Myocardial infarction
	229 (3.7)
	331 (5.5)
	0.69 (0.58-0.81)

	Hospitalization for unstable angina
	139 (2.2)
	134 (2.3)
	1.04 (0.82-1.31)

	Stroke
	94 (1.7)
	119 (2.2)
	0.79 (0.60-1.03)

	Coronary revascularization
	433 (6.8)
	542 (8.6)
	0.79 (0.70-0.90)

	Urgent
	222 (3.4)
	300 (5.0)
	0.73 (0.62-0.87)

	Elective
	241 (3.8)
	279 (4.2)
	0.86 (0.72-1.02)

	CTTC composite endpoint
	684 (10.7)
	803 (12.6)
	0.84 (0.76-0.93)


CTTC stands for Cholesterol Treatment Trialists Collaboration and the composite endpoint consists of coronary heart death, nonfatal MI, stroke, or coronary revascularization. All P values for interaction between diabetes status and clinical efficacy of evolocumab were non-significant.





Supplemental Table 6. Adverse Events and Laboratory Results in Patients with Diabetes
	Outcome
	Evolocumab 
(N = 5513)
	Placebo
(N = 5502)

	
	No. of patients (%)

	Adverse events
	
	

	Any
	4327 (78.5)
	4307 (78.3)

	Serious
	1497 (27.2)
	1467 (26.7)

	Thought to be treatment-related and leading to discontinuation of study drug
	65 (1.2)
	73 (1.3)

	Injection-site reaction
	96 (1.7)
	75 (1.4)

	Allergic reactions
	180 (3.3)
	150 (2.7)

	Muscle-related
	241 (4.4)
	230 (4.2)

	Cataract
	107 (1.9)
	106 (1.9)

	Neurocognitive event
	79 (1.4)
	79 (1.4)

	Laboratory results
	
	

	Aminotransferase >3x ULN
	89 (1.6)
	85 (1.6)

	Creatinine kinase >5x ULN
	28 (0.5)
	33 (0.6)






Supplemental Table 7. Adverse Events and Laboratory Results in Patients without Diabetes
	Outcome
	Evolocumab 
(N = 8256)
	Placebo
(N = 8254)

	
	No. of patients (%)

	Adverse events
	
	

	Any
	6337 (76.8)
	6337 (76.8)

	Serious
	1913 (23.2)
	1937 (23.5)

	Thought to be treatment-related and leading to discontinuation of study drug
	161 (2.0)
	128 (1.6)

	Injection-site reaction
	200 (2.4)
	144 (1.7)*

	Allergic reactions
	240 (2.9)
	243 (2.9)

	Muscle-related
	441 (5.3)
	426 (5.2)

	Cataract
	121 (1.5)
	136 (1.6)

	Neurocognitive event
	138 (1.7)
	123 (1.5)

	Laboratory results
	
	

	Aminotransferase >3x ULN
	151 (1.9)
	157 (1.9)

	Creatinine kinase >5x ULN
	67 (0.8)
	66 (0.8)


*Nominal P value 0.0023


Supplemental Table 8. Change from baseline in HbA1c (%) over time
	
	Evolocumab
	Placebo

	
	
	

	Patients with diabetes
	0.1 (-0.3, 0.5)
	0.1 (-0.3, 0.5)

	Patients without diabetes
	0.1 (-0.1, 0.2)
	0.1 (-0.1, 0.2)

	Patients with prediabetes
	0.1 (-0.1, 0.2)
	0.1 (-0.1, 0.2)

	Patients with normoglycemia
	0.1 (0.0, 0.3)
	0.1 (0.0, 0.3)


Values are median (IQR) of time-weighted average for post-baseline measurements


Supplemental Table 9. Change from baseline in fasting plasma glucose (mmol/L) over time
	
	Evolocumab
	Placebo

	
	
	

	Patients with diabetes
	0.2 (-0.6, 1.1)
	0.2 (-0.7, 1.1)

	Patients without diabetes
	0.1 (-0.1, 0.4)
	0.1 (-0.1, 0.4)

	Patients with prediabetes
	0.1 (-0.2, 0.4)
	0.1 (-0.2, 0.4)

	Patients with normoglycemia
	0.2 (0.0, 0.5)
	0.2 (0.0, 0.05)


Values are median (IQR) of time-weighted average for post-baseline measurements



Supplemental Table 10. Change from baseline in bodyweight (kg) over time 
	
	Evolocumab
	Placebo

	
	
	

	Patients with diabetes
	-0.1 (-2.1, 1.6)
	-0.1 (-2.0, 1.7)

	Patients without diabetes
	0.3 (-1.3, 2.0)
	0.3 (-1.3, 2.0)

	Patients with prediabetes
	0.2 (-1.4, 2.0)
	0.3 (-1.4, 2.0)

	Patients with normoglycemia
	0.3 (-1.3, 2.0)
	0.3 (-1.3, 2.0)


Values are median (IQR) of time-weighted average for post-baseline measurements





Supplemental Figure 1. Changes in other lipid parameters at 48 weeks
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Supplemental Figure 2. Landmark analyses for primary endpoint
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Supplemental Figure 3. Landmark analyses for key secondary endpoint
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Supplemental Figure 4. Fasting Plasma Glucose over Time
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Supplemental Figure 5. A) HbA1c and B) Fasting Plasma Glucose over Time in patients with Prediabetes
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