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Appendix A. Search Strategies

Main search, MEDLINE (1966 to July Week 4 2007)

1. exp Hydroxymethylglutaryl-CoA
Reductase Inhibitors/

2. Heptanoic Acids/

3. (Statin$ or reductase inhibitor$).tw.
4. (Simvastatin or Atorvastatin or

Rosuvastatin or Pravastatin or Lovastatin

or Fluvastatin or Mevastatin or
Pitavastatin).mp.

5. (110862-48-1 or 287714-41-4 or
75330-75-5 or 79902-63-9 or 81093-37-
0 or 93957-54-1).rn.

6. or/1-5

7. exp fatty acids, omega-3/

8. fatty acids, essential/

9. Dietary Fats, Unsaturated/

10. linolenic acids/

11. exp fish oils/

12. (n 3 fatty acid$ or omega 3).tw.
13. eicosapenta?noic.tw,hw,rw.

14. docosahexa?noic.tw,hw,rw.

15. alpha linolenic.tw,hw,rw.

16. (linolenate or cervonic or
timnodonic).tw,hw,rw.

17. (mediterranean adj diet$).tw.

18. ((flax or flaxseed or flax seed or
linseed or rape seed or rapeseed or
canola or soy or soybean or walnut or
mustard seed) adj2 oil$).tw.

19. (walnut$ or butternut$ or soybean$
or pumpkin seed$).tw.

20. (fish adj2 0il$).tw.

21. (cod liver oil$ or marine 0il$ or
marine fat$).tw.

22. (salmon or mackerel or herring or
tuna or halibut or seal or seaweed or
anchov$).tw.

23. (fish consumption or fish intake or
(fish adj2 diet$)).tw.

24. or/7-23

25. (anticholesteremic resin$ or (bile
adj3 resin$) or BAR or BAS or
Sequestrant$ or Bile acid$).tw.

A-1

26. (cholestyramine or colestyramin$ or
quantalan or questran or
colesevelam).tw.

27. Cholestyramine/

28. Colestipol/

29. (colestimide or colestilan or
colestipol).tw.

30. or/25-29

31. ezetimibe.mp.
32.163222-33-1.rn.

33. (cholester$ adj3 inhibit$).tw.

34. or/31-33

35. (fibrate$ or fibric acid$).tw.

36. Clofibric acid/

37. Clofibrate/

38. Bezafibrate/

39. Gemfibrozil/

40. Procetofen/

41. (gemfibrozil or fenofibrate or
bezafibrate or clofibrate or clofibric acid
or procetofen or ciprofibrate).tw.

42. (637-07-0 or 25812-30-0 or 41859-
67-0 or 882-09-7 or 49562-28-9).rn.
43. or/35-42

44. niacin/

45. nicotinic acid/

46. niacin.tw.

47. or/44-46

48. (Zetia or Lopid or Tricor or Lofibra
or Welchol or Colestid or Questran or
Prevalite).mp.

49. Drug Therapy, Combination/

50. (combination adj3 therapy).tw.
51. add-on therapy.tw.

52. or/49-51

53. 6 and (or/24,30,34,43,47-48,52)
54. clinical trial.pt.

55. clinical trials/

56. (randomized or randomly or
placebo).ab.

57. trial.ti.

58. randomized controlled trial.pt.



59. or/54-58

60. 53 and 59

61. or/24,30,34,43,47-48,52

62. exp Cardiovascular Diseases/
63. 61 and 62

64. 0r/6,63

Main search, Embase (1980 to 2007 Week 31)

1. exp Hydroxymethylglutaryl
Coenzyme a Reductase Inhibitor/

2. (Statin$ or reductase inhibitor$).tw.
3. (Simvastatin or Atorvastatin or
Rosuvastatin or Pravastatin or Lovastatin
or Fluvastatin or Mevastatin or
Pitavastatin).mp.

4. (110862-48-1 or 287714-41-4 or
75330-75-5 or 79902-63-9 or 81093-37-
0 or 93957-54-1).rn.

5. 0r/1-4

6. Omega 3 Fatty Acid/

7. exp Essential Fatty Acid/

8. exp Unsaturated Fatty Acid/

9. Fish oils/

10. (n 3 fatty acid$ or omega 3).tw.
11. eicosapenta?noic.tw,hw,rw.

12. docosahexa?noic.tw,hw,rw.

13. alpha linolenic.tw,hw,rw.

14. (linolenate or cervonic or
timnodonic).tw,hw,rw.

15. (mediterranean adj diet$).tw.

16. ((flax or flaxseed or flax seed or
linseed or rape seed or rapeseed or
canola or soy or soybean or walnut or
mustard seed) adj2 0il$).tw.

17. (walnut$ or butternut$ or soybean$
or pumpkin seed$).tw.

18. (fish adj2 0il$).tw.

19. (cod liver oil$ or marine oil$ or
marine fat$).tw.

20. (salmon or mackerel or herring or
tuna or halibut or seal or seaweed or
anchov$).tw.

21. (fish consumption or fish intake or
(fish adj2 diet$)).tw.

A-2

65. limit 64 to systematic reviews
66. limit 64 to meta analysis

67. or/60,65-66

68. limit 67 to (english language and
yr="1980 - 2007")

69. remove duplicates from 68

22. or/6-21

23. Bile Acid Sequestrant/

24. (anticholesteremic resin$ or (bile
adj3 resin$) or BAR or BAS or
Sequestrant$ or Bile acid$).tw.

25. (cholestyramine or colestyramin$ or
quantalan or questran or
colesevelam).tw.

26. Cholestyramine/

27. Colestipol/

28. Colestyramine/

29. Colestilan/

30. (colestimide or colestilan or
colestipol).tw.

31. or/23-30

32. Ezetimibe/

33. ezetimibe.mp.
34.163222-33-1.rn.

35. or/32-34

36. Fibric Acid Derivative/

37. (fibrate$ or fibric acid$).tw.

38. Clofibric acid/

39. Clofibrate/

40. Bezafibrate/

41. Gemfibrozil/

42. Procetofen/

43. (gemfibrozil or fenofibrate or
bezafibrate or clofibrate or clofibric acid
or procetofen or ciprofibrate).tw.

44. (637-07-0 or 25812-30-0 or 41859-
67-0 or 882-09-7 or 49562-28-9).rn.
45. or/36-44

46. nicotinic acid/

47. niacin.tw.

48. or/46-47



49. (Zetia or Lopid or Tricor or Lofibra
or Welchol or Colestid or Questran or
Prevalite).mp.

50. Drug Therapy, Combination/

51. (combination adj3 therapy).tw.
52. add-on therapy.tw.

53. or/50-52

54. 5 and (or/22,31,35,45,48-49,53)
55. limit 54 to "treatment (2 or more
terms high specificity)"

56. clinical trials/

57. (randomized or randomly or
placebo).ab.

58. trial.ti.

59. or/55-58

60. 54 and 59

61. or/22,31,35,45,48-49,53

62. exp Cardiovascular Disease/

63. 61 and 62

64.5 or 63

65. limit 64 to "reviews (2 or more terms
high specificity)"

66. or/60,65

67. limit 66 to (english language and
yr="1980 - 2007")

Main search, CENTRAL (The Cochrane Library, Issue 3, 2007)

1. exp Hydroxymethylglutaryl
Coenzyme a Reductase Inhibitor/

2. (Statin$ or reductase inhibitor$).tw.
3. (Simvastatin or Atorvastatin or
Rosuvastatin or Pravastatin or Lovastatin
or Fluvastatin or Mevastatin or
Pitavastatin).mp.

4. (110862-48-1 or 287714-41-4 or
75330-75-5 or 79902-63-9 or 81093-37-
0 or 93957-54-1).rn.

5. 0r/1-4

6. Omega 3 Fatty Acid/

7. exp Essential Fatty Acid/

8. exp Unsaturated Fatty Acid/

9. Fish oils/

10. (n 3 fatty acid$ or omega 3).tw.

11. eicosapenta?noic.tw,hw,rw.

12. docosahexa?noic.tw,hw,rw.

13. alpha linolenic.tw,hw,rw.

14. (linolenate or cervonic or
timnodonic).tw,hw,rw.

15. (mediterranean adj diet$).tw.

16. ((flax or flaxseed or flax seed or
linseed or rape seed or rapeseed or
canola or soy or soybean or walnut or
mustard seed) adj2 oil$).tw.

17. (walnut$ or butternut$ or soybean$
or pumpkin seed$).tw.

18. (fish adj2 0il$).tw.

A-3

19. (cod liver oil$ or marine oil$ or
marine fat$).tw.

20. (salmon or mackerel or herring or
tuna or halibut or seal or seaweed or
anchov$).tw.

21. (fish consumption or fish intake or
(fish adj2 diet$)).tw.

22. or/6-21

23. Bile Acid Sequestrant/

24. (anticholesteremic resin$ or (bile
adj3 resin$) or BAR or BAS or
Sequestrant$ or Bile acid$).tw.

25. (cholestyramine or colestyramin$ or
quantalan or questran or
colesevelam).tw.

26. Cholestyramine/

27. Colestipol/

28. Colestyramine/

29. Colestilan/

30. (colestimide or colestilan or
colestipol).tw.

31. or/23-30

32. Ezetimibe/

33. ezetimibe.mp.
34.163222-33-1.rn.

35. or/32-34

36. Fibric Acid Derivative/

37. (fibrate$ or fibric acid$).tw.

38. Clofibric acid/



39. Clofibrate/

40. Bezafibrate/

41. Gemfibrozil/

42. Procetofen/

43. (gemfibrozil or fenofibrate or
bezafibrate or clofibrate or clofibric acid
or procetofen or ciprofibrate).tw.

44. (637-07-0 or 25812-30-0 or 41859-
67-0 or 882-09-7 or 49562-28-9).rn.
45. 0r/36-44

46. nicotinic acid/

47. niacin.tw.

48. or/46-47

49. (Zetia or Lopid or Tricor or Lofibra
or Welchol or Colestid or Questran or
Prevalite).mp.

50. Drug Therapy, Combination/

51. (combination adj3 therapy).tw.

52. add-on therapy.tw.

53. or/50-52

54. 5 and (or/22,31,35,45,48-49,53)
55. exp Hydroxymethylglutaryl-CoA
Reductase Inhibitors/

56. Heptanoic Acids/

57. (Statin$ or reductase inhibitor$).tw.
58. (Simvastatin or Atorvastatin or
Rosuvastatin or Pravastatin or Lovastatin
or Fluvastatin or Mevastatin or
Pitavastatin).mp.

59. (110862-48-1 or 287714-41-4 or
75330-75-5 or 79902-63-9 or 81093-37-
0 or 93957-54-1).rn.

60. or/55-59

61. exp fatty acids, omega-3/

62. fatty acids, essential/

63. Dietary Fats, Unsaturated/

64. linolenic acids/

65. exp fish oils/

66. (n 3 fatty acid$ or omega 3).tw.

67. eicosapenta?noic.tw,hw,rw.

68. docosahexa?noic.tw,hw,rw.

69. alpha linolenic.tw,hw,rw.

70. (linolenate or cervonic or
timnodonic).tw,hw,rw.

71. (mediterranean adj diet$).tw.

A-4

72. ((flax or flaxseed or flax seed or
linseed or rape seed or rapeseed or
canola or soy or soybean or walnut or
mustard seed) adj2 oil$).tw.

73. (walnut$ or butternut$ or soybean$
or pumpkin seed$).tw.

74. (fish adj2 o0il$).tw.

75. (cod liver oil$ or marine oil$ or
marine fat$).tw.

76. (salmon or mackerel or herring or
tuna or halibut or seal or seaweed or
anchov$).tw.

77. (fish consumption or fish intake or
(fish adj2 diet$)).tw.

78. or/61-77

79. (anticholesteremic resin$ or (bile
adj3 resin$) or BAR or BAS or
Sequestrant$ or Bile acid$).tw.

80. (cholestyramine or colestyramin$ or
quantalan or questran or
colesevelam).tw.

81. Cholestyramine/

82. Colestipol/

83. (colestimide or colestilan or
colestipol).tw.

84. or/79-83

85. ezetimibe.mp.

86. 163222-33-1.rn.

87. (cholester$ adj3 inhibit$).tw.

88. or/85-87

89. (fibrate$ or fibric acid$).tw.

90. Clofibric acid/

91. Clofibrate/

92. Bezafibrate/

93. Gemfibrozil/

94. Procetofen/

95. (gemfibrozil or fenofibrate or
bezafibrate or clofibrate or clofibric acid
or procetofen or ciprofibrate).tw.

96. (637-07-0 or 25812-30-0 or 41859-
67-0 or 882-09-7 or 49562-28-9).rn.
97. 0r/89-96

98. niacin/

99. nicotinic acid/

100. niacin.tw.

101. or/98-100



102. (Zetia or Lopid or Tricor or Lofibra
or Welchol or Colestid or Questran or
Prevalite).mp.

103. Drug Therapy, Combination/

104. (combination adj3 therapy).tw.
105. add-on therapy.tw.

106. or/103-105

107. 60 and (or/78,84,88,97,101-
102,106)

108. or/54,107

109. remove duplicates from 108
110. limit 109 to yr="1980 - 2007"

Harms search, MEDLINE (1966 to August Week 4 2006)

. exp Neoplasms/

. Rhabdomyolysis/

. Myocardial Infarction/

. exp Liver Failure/

. Stroke/

. mo.fs.

. 0r/1-6

. (ae or po or to or mo or ci or de or et
or co or sc).fs.

9. exp Survival Analysis/

10. exp Death/

11. Risk factors/

12. exp Drug Interactions/

13. Critical llIness/

14. exp Mortality/

15. Abnormalities, drug-induced/
16. exp Drug Hypersensitivity/
17. exp Drug Toxicity/

18. exp Product Surveillance,
Postmarketing/

19. Cohort Studies/

20. harm$.mp.

21. ((adverse or serious or severe) adj2
(event$ or reaction$)).mp.

22. ((side or unwanted or adverse or
undersire$) adj effect$).tw.

23. (ADR or ADRS or SAE).tw.
24. safety.mp.

25. (bleed$ or haemorrhag$ or
hemorrhag$).tw.

26. (toxic$ or gastrotoxic$).tw.
27. (tolerability or tolerance or
tolerate$).tw.

28. (relative risk or risks).mp.

29. risk.ti.

30. (cohort adj2 stud$).ti,ab.

CONO O WN B

A-5

31. (treatment emergent or
complications).tw.

32. or/8-31

33. Databases/ or Databases, factual/ or
National Practitioner Data Bank/

34. Prescriptions, Drug/sn

35. Hospitalization/sn

36. Managed Care Programs/sn

37. (administrative adj2 data$).tw.

38. (PHSHG or Public Health Strategic
Healthcare Group or Palo Alto Medical
Foundation or PAMF or MedPar or
MCBS or Medicare Current Beneficiary
Survey or Health Insurance Skeleton
Eligibility Write-Off or HISKEW or
UPIN or Unique Physician Identification
Numbers or CAHPS or HOS or Health
Outcomes Study or DSH or Providence
BC or Partners Health Care or MEPS or
Medical Expenditure Panel Survey or
USP MEDMARX or Intensive Care Unit
Safety Reporting System or ICU-SRS or
i3Magnifi or Ingenix or American Heart
Association or PCN or Primary Care
Network or CORRONA or VA National
Patient database or VA National Patient
DB or VANPDB or VA Medicare
Database or VAMD or Walgreen$ or
Marketscan or Illinois Medicaid or
Commercial Food Workers Union or
CMS or VHA or Baltimore Veterans
Healthcare or Thomson Medstat or
Omnicare or HMO Research Network or
HMORN or Healthinsight or Utah
Population Database or NAMCS or
National Ambulatory Medical Care



Survey or Pharmetrics or NDTI or
Mediplus or Tennessee Medicaid or
TENNCARE or GPRD or General
Practice Research Database or IMS
Disease Analyzer).tw.

39. (California Medicaid or IMS
HEALTH National Disease or
(Consortium adj Rheumatology
Researchers) or Illinois Department or
British Columbia).tw.

40. ((French System adj2
Pharmacovigilance) or (ADR Centre
adj2 Vietnam) or (WHO Collaborating
Programme adj International Drug
Monitoring) or (Medicines Evaluation
adj Monitoring) or Medicines Evaluation
or (Medicaid Pharmaceutical Analysis
adj Surveillance)).tw.

41. (VSR or ADRAC or ADR Advisory
Committee or CADRMP or Canadian
ADR Monitoring Programme or Adverse
Reactions Monitoring or BfArM or
Voluntary Reporting System or National
Reporting System or Farmacovigilanza
or Farmacovigilancia or National Drug
Monitoring System or National Adverse
Reaction Monitoring Programme or
Netherlands Pharmacovigilance
Foundation or LAREB or National
Toxicology Group or Centre for Adverse
Reaction Monitoring or Norwegian
Medicines Control Authority or
Pharmacovigilance or Drug Monitoring
Department or Swiss Drug Monitoring
Centre or SANZ or Yellow Card or
Spontaneous Reporting System or
MedMARXx or PEM or IMMP or J-PEM
or Saskatchewan Administrative
Healthcare Utilization Databases or
MEMO or BCDSP or Boston
Collaborative Drug Surveillance or
COMPASS or Uppsala Monitoring).tw.
42. (Saskhealth or Quebec medical
claims database or Regie de lI'assurance-
maladie du Quebec or RAMQ or Nova
Scotia Pharmacare or (Health Insurance

A-6

Commission adj Australia) or
Intercontinental Marketing Services
Health or medwatch or Linked Health
Database or BCLHD).tw.

43. (VAERS or Vaccine Adverse Event
Reporting System or adverse events
reporting system or AERS or Fallon
Health Plan or Harvard Pilgrim or Kaiser
Permanente or ACOVE or (Assessing
Care adj Vulnerable Elders)).tw.

44. (euromedstat group or euro med stat
group).au.

45. or/33-44

46. exp Hydroxymethylglutaryl-CoA
Reductase Inhibitors/

47. Heptanoic Acids/

48. (Statin$ or reductase inhibitor$).tw.
49. (Simvastatin or Atorvastatin or
Rosuvastatin or Pravastatin or Lovastatin
or Fluvastatin or Mevastatin or
Pitavastatin).mp.

50. (110862-48-1 or 287714-41-4 or
75330-75-5 or 79902-63-9 or 81093-37-
0 or 93957-54-1).rn.

51. or/46-50

52. exp fatty acids, omega-3/

53. fatty acids, essential/

54. Dietary Fats, Unsaturated/

55. linolenic acids/

56. exp fish oils/

57. (n 3 fatty acid$ or omega 3).tw.

58. eicosapenta?noic.tw,hw,rw.

59. docosahexa?noic.tw,hw,rw.

60. alpha linolenic.tw,hw,rw.

61. (linolenate or cervonic or
timnodonic).tw,hw,rw.

62. (mediterranean adj diet$).tw.

63. ((flax or flaxseed or flax seed or
linseed or rape seed or rapeseed or
canola or soy or soybean or walnut or
mustard seed) adj2 oil$).tw.

64. (walnut$ or butternut$ or soybean$
or pumpkin seed$).tw.

65. (fish adj2 o0il$).tw.

66. (cod liver oil$ or marine 0il$ or
marine fat$).tw.



67. (salmon or mackerel or herring or
tuna or halibut or seal or seaweed or
anchov$).tw.

68. (fish consumption or fish intake or
(fish adj2 diet$)).tw.

69. or/52-68

70. (anticholesteremic resin$ or (bile
adj3 resin$) or BAR or BAS or
Sequestrant$ or Bile acid$).tw.

71. (cholestyramine or colestyramin$ or
quantalan or questran or
colesevelam).tw.

72. Cholestyramine/

73. Colestipol/

74. (colestimide or colestilan or
colestipol).tw.

75. or/70-74

76. ezetimibe.mp.
77.163222-33-1.rn.

78. (cholester$ adj3 inhibit$).tw.

79. or/76-78

80. (fibrate$ or fibric acid$).tw.

81. Clofibric acid/

82. Clofibrate/

83. Bezafibrate/

84. Gemfibrozil/

85. Procetofen/

86. (gemfibrozil or fenofibrate or
bezafibrate or clofibrate or clofibric acid
or procetofen or ciprofibrate).tw.

87. (637-07-0 or 25812-30-0 or 41859-
67-0 or 882-09-7 or 49562-28-9).rn.
88. or/80-87

89. niacin/

90. nicotinic acid/

91. niacin.tw.

92. 0r/89-91

93. (Zetia or Lopid or Tricor or Lofibra
or Welchol or Colestid or Questran or
Prevalite).mp.

94. Drug Therapy, Combination/

95. (combination adj3 therapy).tw.

96. add-on therapy.tw.

97. 0r/94-96

98. 51 and (0r/69,75,79,88,92-93,97)
99. 0r/7,32,45

100. 98 and 99

101. limit 100 to review

102. 100 not 101

103. limit 102 to (english and human and
yr=1980-2007)

Harms search, Embase (1980 to 2007 Week 42)

1. exp neoplasms/

2. Rhabdomyolysis/

3. Myocardial Infarction/
4. exp Liver Failure/

5. Stroke/

6. mo.fs.

7.0r/1-6

8

. (ae or po or to or mo or ci or de or et
or co or sc).fs.

9. exp Survival Analysis/

10. exp Death/

11. Risk factors/

12. exp Drug Interactions/

13. Critical IlIness/

14. exp Mortality/

15. Abnormalities, drug-induced/

16. exp Drug Hypersensitivity/

17. exp Drug Toxicity/

18. exp Product Surveillance,
Postmarketing/

19. Cohort Studies/

20. harm$.mp.

21. ((adverse or serious or severe) adj2
(event$ or reaction$)).mp.

22. ((side or unwanted or adverse or
undersire$) adj effect$).tw.

23. (ADR or ADRS or SAE).tw.

24. safety.mp.

25. (bleed$ or haemorrhag$ or
hemorrhag$).tw.

26. (toxic$ or gastrotoxic$).tw.



27. (tolerability or tolerance or
tolerate$).tw.

28. (relative risk or risks).mp.

29. risk.ti.

30. (cohort adj2 stud$).ti,ab.

31. (treatment emergent or
complications).tw.

32. or/8-31

33. Databases/ or Databases, factual/ or
National Practitioner Data Bank/

34. Prescriptions, Drug/

35. Hospitalization/

36. Managed Care Programs/

37. (administrative adj2 data$).tw.

38. (PHSHG or Public Health Strategic
Healthcare Group or Palo Alto Medical
Foundation or PAMF or MedPar or
MCBS or Medicare Current Beneficiary
Survey or Health Insurance Skeleton
Eligibility Write-Off or HISKEW or
UPIN or Unique Physician Identification
Numbers or CAHPS or HOS or Health
Outcomes Study or DSH or Providence
BC or Partners Health Care or MEPS or
Medical Expenditure Panel Survey or
USP MEDMARX or Intensive Care Unit
Safety Reporting System or ICU-SRS or
i3Magnifi or Ingenix or American Heart
Association or PCN or Primary Care
Network or CORRONA or VA National
Patient database or VA National Patient
DB or VANPDB or VA Medicare
Database or VAMD or Walgreen$ or
Marketscan or Illinois Medicaid or
Commercial Food Workers Union or
CMS or VHA or Baltimore Veterans
Healthcare or Thomson Medstat or
Omnicare or HMO Research Network or
HMORN or Healthinsight or Utah
Population Database or NAMCS or
National Ambulatory Medical Care
Survey or Pharmetrics or NDTI or
Mediplus or Tennessee Medicaid or
TENNCARE or GPRD or General
Practice Research Database or IMS
Disease Analyzer).tw.

A-8

39. (California Medicaid or IMS
HEALTH National Disease or
(Consortium adj Rheumatology
Researchers) or Illinois Department or
British Columbia).tw.

40. ((French System adj2
Pharmacovigilance) or (ADR Centre
adj2 Vietnam) or (WHO Collaborating
Programme adj International Drug
Monitoring) or (Medicines Evaluation
adj Monitoring) or Medicines Evaluation
or (Medicaid Pharmaceutical Analysis
adj Surveillance)).tw.

41. (VSR or ADRAC or ADR Advisory
Committee or CADRMP or Canadian
ADR Monitoring Programme or Adverse
Reactions Monitoring or BfArM or
Voluntary Reporting System or National
Reporting System or Farmacovigilanza
or Farmacovigilancia or National Drug
Monitoring System or National Adverse
Reaction Monitoring Programme or
Netherlands Pharmacovigilance
Foundation or LAREB or National
Toxicology Group or Centre for Adverse
Reaction Monitoring or Norwegian
Medicines Control Authority or
Pharmacovigilance or Drug Monitoring
Department or Swiss Drug Monitoring
Centre or SANZ or Yellow Card or
Spontaneous Reporting System or
MedMARX or PEM or IMMP or J-PEM
or Saskatchewan Administrative
Healthcare Utilization Databases or
MEMO or BCDSP or Boston
Collaborative Drug Surveillance or
COMPASS or Uppsala Monitoring).tw.
42. (Saskhealth or Quebec medical
claims database or Regie de lI'assurance-
maladie du Quebec or RAMQ or Nova
Scotia Pharmacare or (Health Insurance
Commission adj Australia) or
Intercontinental Marketing Services
Health or medwatch or Linked Health
Database or BCLHD).tw.



43. (VAERS or Vaccine Adverse Event
Reporting System or adverse events
reporting system or AERS or Fallon
Health Plan or Harvard Pilgrim or Kaiser
Permanente or ACOVE or (Assessing
Care adj Vulnerable Elders)).tw.

44. (euromedstat group or euro med stat
group).au.

45. or/33-44

46. exp Hydroxymethylglutaryl-CoA
Reductase Inhibitors/

47. Heptanoic Acids/

48. (Statin$ or reductase inhibitor$).tw.
49. (Simvastatin or Atorvastatin or
Rosuvastatin or Pravastatin or Lovastatin
or Fluvastatin or Mevastatin or
Pitavastatin).mp.

50. (110862-48-1 or 287714-41-4 or
75330-75-5 or 79902-63-9 or 81093-37-
0 or 93957-54-1).rn.

51. or/46-50

52. exp fatty acids, omega-3/

53. fatty acids, essential/

54. Dietary Fats, Unsaturated/

55. linolenic acids/

56. exp fish oils/

57. (n 3 fatty acid$ or omega 3).tw.

58. eicosapenta?noic.tw,hw.

59. docosahexa?noic.tw,hw.

60. alpha linolenic.tw,hw.

61. (linolenate or cervonic or
timnodonic).tw,hw.

62. (mediterranean adj diet$).tw.

63. ((flax or flaxseed or flax seed or
linseed or rape seed or rapeseed or
canola or soy or soybean or walnut or
mustard seed) adj2 oil$).tw.

64. (walnut$ or butternut$ or soybean$
or pumpkin seed$).tw.

65. (fish adj2 o0il$).tw.

66. (cod liver oil$ or marine 0il$ or
marine fat$).tw.

67. (salmon or mackerel or herring or
tuna or halibut or seal or seaweed or
anchov$).tw.
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68. (fish consumption or fish intake or
(fish adj2 diet$)).tw.

69. or/52-68

70. (anticholesteremic resin$ or (bile
adj3 resin$) or BAR or BAS or
Sequestrant$ or Bile acid$).tw.

71. (cholestyramine or colestyramin$ or
quantalan or questran or
colesevelam).tw.

72. Cholestyramine/

73. (colestimide or colestilan or
colestipol).tw. [(colestimide or colestilan
or colestipol).tw. as keyword]

74. Colestipol/ [Colestipol/ as keyword]
75. or/70-74

76. ezetimibe.mp.

77.163222-33-1.rn.

78. (cholester$ adj3 inhibit$).tw.

79. or/76-78

80. (fibrate$ or fibric acid$).tw.

81. Clofibric acid/

82. Clofibrate/

83. Bezafibrate/

84. Gemfibrozil/

85. Procetofen/

86. (gemfibrozil or fenofibrate or
bezafibrate or clofibrate or clofibric acid
or procetofen or ciprofibrate).tw.

87. (637-07-0 or 25812-30-0 or 41859-
67-0 or 882-09-7 or 49562-28-9).rn.
88. or/80-87

89. niacin/

90. nicotinic acid/

91. niacin.tw.

92. 0r/89-91

93. (Zetia or Lopid or Tricor or Lofibra
or Welchol or Colestid or Questran or
Prevalite).mp.

94. Drug Therapy, Combination/

95. (combination adj3 therapy).tw.

96. add-on therapy.tw.

97. 0r/94-96

98. 51 and (or/69,75,79,88,92-93,97)
99. or/7,32,45

100. 98 and 99

101. limit 100 to review



102. 100 not 101

103. limit 102 to (english and human and
yr=1980-2007)

Date and RCT filters removed, Medline (1950 to October Week 2 2007)

1. exp Hydroxymethylglutaryl-CoA
Reductase Inhibitors/

2. Heptanoic Acids/

3. (Statin$ or reductase inhibitor$).tw.
4. (Simvastatin or Atorvastatin or
Rosuvastatin or Pravastatin or Lovastatin
or Fluvastatin or Mevastatin or
Pitavastatin).mp.

5. (110862-48-1 or 287714-41-4 or
75330-75-5 or 79902-63-9 or 81093-37-
0 or 93957-54-1).rn.

6. or/1-5

7. exp fatty acids, omega-3/

8. fatty acids, essential/

9. Dietary Fats, Unsaturated/

10. linolenic acids/

11. exp fish oils/

12. (n 3 fatty acid$ or omega 3).tw.
13. eicosapenta?noic.tw,hw,rw.

14. docosahexa?noic.tw,hw,rw.

15. alpha linolenic.tw,hw,rw.

16. (linolenate or cervonic or
timnodonic).tw,hw,rw.

17. (mediterranean adj diet$).tw.

18. ((flax or flaxseed or flax seed or
linseed or rape seed or rapeseed or
canola or soy or soybean or walnut or
mustard seed) adj2 0il$).tw.

19. (walnut$ or butternut$ or soybean$
or pumpkin seed$).tw.

20. (fish adj2 oil$).tw.

21. (cod liver oil$ or marine oil$ or
marine fat$).tw.

22. (salmon or mackerel or herring or
tuna or halibut or seal or seaweed or
anchov$).tw.

23. (fish consumption or fish intake or
(fish adj2 diet$)).tw.

24. or/7-23
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25. (anticholesteremic resin$ or (bile
adj3 resin$) or BAR or BAS or
Sequestrant$ or Bile acid$).tw.

26. (cholestyramine or colestyramin$ or
quantalan or questran or
colesevelam).tw.

27. Cholestyramine/

28. Colestipol/

29. (colestimide or colestilan or
colestipol).tw.

30. or/25-29

31. ezetimibe.mp.

32.163222-33-1.rn.

33. (cholester$ adj3 inhibit$).tw.

34. 0r/31-33

35. (fibrate$ or fibric acid$).tw.

36. Clofibric acid/

37. Clofibrate/

38. Bezafibrate/

39. Gemfibrozil/

40. Procetofen/

41. (gemfibrozil or fenofibrate or
bezafibrate or clofibrate or clofibric acid
or procetofen or ciprofibrate).tw.

42. (637-07-0 or 25812-30-0 or 41859-
67-0 or 882-09-7 or 49562-28-9).rn.
43. or/35-42

44. niacin/

45. nicotinic acid/

46. niacin.tw.

47. or/44-46

48. (Zetia or Lopid or Tricor or Lofibra
or Welchol or Colestid or Questran or
Prevalite).mp.

49. Drug Therapy, Combination/

50. (combination adj3 therapy).tw.

51. add-on therapy.tw.

52. or/49-51

53. 6 and (0r/24,30,34,43,47-48,52)
54. 0r/24,30,34,43,47-48,52



55. exp Cardiovascular Diseases/ 59. limit 57 to meta analysis

56. 54 and 55 60. or/53,58-59
57. or/6,56 61. limit 60 to english language
58. limit 57 to systematic reviews 62. remove duplicates from 61
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Appendix B — Excluded Studies
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Appendix C - Within-trial, within-treatment pooling of
multiple treatment group data

These tables present a summary of pooling undertaken during the present work. Pooling by authors of
manuscripts was also incorporated in data syntheses, but is not summarized here.

Arms in bold type were used in data syntheses.
Arms in “plain type” were not used in data syntheses.

Arms in italics were pooled in the course of this work. Pooled arms were comprised of the arms
immediately above. Pooled arms used in data syntheses (in bold print) were within the a priori
acceptable limits for heterogeneity (I2 or Chi? statistics < 50%; p-value = 0.05 as appropriate).

When more than one comparator arm is in bold, different arms were used depending upon the
analysis. Doses were matched for global (“all participants, all doses”) analyses, while higher
monotherapy doses were used to assess the benefits and harms of increasing the statin dose compared
with adding a nonstatin medication.

Clinical outcomes

Outcome / Statin Non-statin drug Number of
Trial Dose (mg/day) Dose (mg/day) participants
All cause mortality
Durringt1o n Rosuvastatin 40 NONE 53
(2004)
Rosuvastatin 10 Fenofibrate 67 53
Rosuvastatin 5 Fenofibrate 67 60
Rosuvastatin 5-10 Fenofibrate 67 113
Davidson .
(2001)2 Lovastatin 10 NONE 26
Lovastatin 10 C-lam 2300 23
Lovastatin 10 C-lam 2300 27
Lovastatin 10 C-lam 2300 50
Constance .
(2007)3 Atorvastatin 20 NONE 219
Simvastatin 20 Ezetimibe 10 220
Simvastatin 40 Ezetimibe 10 222
Simvastatin 20-40 Ezetimibe 10 442
Kos Pharm .
(MA-1 4)4 Lovastatin 40 NONE 33
Lovastatin 20 Niacin (ER) 2500 34
Lovastatin 40 Niacin (ER) 2500 32
Lovastatin 10 Niacin (ER) 2500 34
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Outcome /

Statin Non-statin drug Number of
Trial Dose (mg/day) Dose (mg/day) participants
Lovastatin 10 Niacin (ER) 2500 100
K(",\: A': gg)’sf" Lovastatin 40 NONE 61
Lovastatin 20 Niacin (ER) 1000 57
Lovastatin 40 Niacin (ER) 2000 57
Lovastatin 40 Niacin (ER) 1000-2000 114

All cause mortality - Lower dose statin plus nonstatin in combination compared with
higher dose monotherapy using the same statin

th;r;gg)tg n Rosuvastatin 40 NONE 53
Rosuvastatin 10 Fenofibrate 67 53

Rosuvastatin 5 Fenofibrate 67 60
Rosuvastatin 5-10 Fenofibrate 67 113

All-cause mortality in participants with diabetes mellitus

D‘i;ggft’)tf’ n Rosuvastatin 40 NONE 53
Rosuvastatin 10 Fenofibrate 67 53

Rosuvastatin 5 Fenofibrate 67 60
Rosuvastatin 5-10 Fenofibrate 67 113
c?;g;?';sce Atorvastatin 20 NONE 219
Simvastatin 40 Ezetimibe 10 222

Simvastatin 20 Ezetimibe 10 220

Simvastatin 20-40 Ezetimibe 10 442

Fatal myocardial infarction

K("“: :_ gg)’sm Lovastatin 40 NONE 61
Lovastatin 20 Niacin (ER) 1000 57

Lovastatin 40 Niacin (ER) 2000 57

Lovastatin 40 Niacin (ER) 1000-2000 114

Vascular death

H"’(‘g(i)'(‘)g;};ake Lovastatin 40 NONE 61
Lovastatin 20 Niacin (ER) 1000 57

Lovastatin 40 Niacin (ER) 2000 57

Lovastatin 40 Niacin (ER) 1000-2000 114

Abbreviations: C-amine = colestyramine, C-lam = colesevelam, C-pol — colesipol, ER = extended release
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Surrogate outcomes

Outcome /
Trial

Durrington
(2004)’

McKenne7y
(2007-2)

Constance
(2007)°

Bays (2003);
Bays (2005)°

Statin
Dose (mg/day)

Non-statin drug
Dose (mg/day)

Achieving ATP Il target

Rosuvastatin 40

Rosuvastatin 5
Rosuvastatin 10
Rosuvastatin 5-40

Rosuvastatin 40

Atorvastatin 40
Rosuvastatin 20
Mixed 20-40

Atorvastatin 20

Simvastatin 40
Simvastatin 20

Simvastatin 20-40

NONE

Fenofibrate 67
Fenofibrate 67
Fenofibrate 67

NONE

Niacin (ER) 2000
Niacin (ER) 1000
Niacin (ER) 1000-2000
NONE

Ezetimibe 10
Ezetimibe 10

Ezetimibe 10

Achieving ATP lll targets - participants with CAD

Atorvastatin 40

Simvastatin 40
Mixed
Lovastatin 40
Lovastatin 40

Lovastatin 40

NONE

NONE
NONE
Niacin (ER) 2000
Niacin (ER) 1000
Niacin (ER) 1000-2000

Number of
participants

51

60
53
113

73

60
65
125

218

220
219

439

16

18
34
17
15

32

Achieving ATP lll targets - participants with diabetes mellitus

Durrington
(2004)’

Goldberg
(2006)°

Rosuvastatin

Rosuvastatin 10
Rosuvastatin 5

Rosuvastatin 5-10

Atorvastatin 20

Atorvastatin 10
Atorvastatin
Simvastatin 10

NONE

Fenofibrate 67
Fenofibrate 67
Fenofibrate 67

NONE

NONE
NONE
Ezetimibe 10

C-3

50

50
60
110

240

237
241
242



Outcome /
Trial

Constance
(2007)°

Feldmzzgl(2004)

Insull (2004)"

Durrington
(2004)"

Capuzzi
(2003)"

Gagne (2002)"

Statin
Dose (mg/day)

Simvastatin 10
Simvastatin 10

Atorvastatin

Simvastatin 10
Simvastatin 10
Simvastatin 10

Simvastatin 20

Simvastatin 20

Simvastatin 40

Simvastatin 10
Simvastatin 10-40

Lovastatin 40

Lovastatin 40

Lovastatin 20

Lovastatin 10
Lovastatin 10-40

Rosuvastatin 40

Rosuvastatin 10
Rosuvastatin 5
Rosuvastatin 5-10

Rosuvastatin 40

Rosuvastatin 10
Rosuvastatin 40

Rosuvastatin 10-40

Atorvastatin 80
Simvastatin 80
Mixed 80
Atorvastatin 40
Simvastatin 40
Atorvastatin 80
Simvastatin 80
Mixed 40-80

Non-statin drug
Dose (mg/day)

Ezetimibe 10
Ezetimibe 10

NONE

Ezetimibe 10

Ezetimibe 10

Ezetimibe 10
LDL-c

NONE

Ezetimibe 10
Ezetimibe 10
Ezetimibe 10
Ezetimibe 10
NONE
Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500

NONE

Fenofibrate 67
Fenofibrate 67
Fenofibrate 67

NONE

Niacin (ER) 2000
Niacin (ER) 1000
Niacin (ER) 1000-2000
NONE
NONE
NONE
Ezetimibe 10
Ezetimibe 10
Ezetimibe 10
Ezetimibe 10
Ezetimibe 10

Cc-4

Number of
participants

238
480

219

222
220
442

246

108
96
242
446
33
32
34
34
100

51

53
60
113

31

36
35
71
12

17
12

12

33



Outcome /
Trial

Hunninghake
(2001)™

Davidson
(2001)?

Knapp (2001)"

Sprecher
(1994)'®

Sprecher
(1994)"

PMSG II
(1993)"

Simons
(1992)"®

McKenne7y
(2007-2)

Statin
Dose (mg/day)

Atorvastatin 10

Atorvastatin 80
Atorvastatin 10-80

Atorvastatin 10
Lovastatin 10

Lovastatin 10
Lovastatin 10
Lovastatin 10
Simvastatin 20
Simvastatin 10
Simvastatin 10-20
Simvastatin 20
Simvastatin 10
Simvastatin 10-20

Fluvastatin 20

Fluvastatin 10
Fluvastatin 10-20

Fluvastatin 20

Fluvastatin 10
Fluvastatin 10-20

Pravastatin 80

Pravastatin 40
Pravastatin 40-80
Pravastatin 40

Simvastatin 40

Simvastatin 40

Simvastatin 40

Simvastatin 40
Rosuvastatin 40

Atorvastatin 40

Atorvastatin 20

Non-statin drug
Dose (mg/day)

NONE

NONE
NONE
C-lam 3800

NONE

C-lam 2300
C-lam 2300
C-lam 2300
C-lam 2300
C-lam 3800
C-lam 2300-3800
NONE
NONE
NONE

NONE

NONE
NONE

C-amine 16000

C-amine 16000
C-amine 16000

NONE

NONE
NONE
C-amine 24000

NONE
C-pol 5000

C-pol 10000

C-pol 5000-10000
NONE
Niacin (ER) 2000

Niacin (ER) 1000

C-5

Number of
participants

18

20
38
18

26

23
27
50
37
34
71
39
35
74

38

38
76

35

35
70

62

57
119
61

22
19

20
39

73

60
65



Outcome /
Trial

Goldberg
(2006)°

Constance
(2007)°

Isaacsohn
(1997)"

Kos Pharm
(MA-14)*

Kos Pharm
(MA-06)°

Feldma15|(2004)

Statin
Dose (mg/day)

Mixed 20-40
Atorvastatin 20

Atorvastatin 10
Atorvastatin 40
Atorvastatin 10-40
Simvastatin 40
Simvastatin 20
Simvastatin 20-40

Atorvastatin 20

Simvastatin 40
Simvastatin 20
Simvastatin 20-40

Atorvastatin 80

Atorvastatin 40
Simvastatin 40
Mixed 40

Lovastatin 40

Lovastatin 40

Lovastatin 20

Lovastatin 10
Lovastatin 10-40

Lovastatin 40

Lovastatin 20
Lovastatin 40
Lovastatin 20-40

Simvastatin 20
Simvastatin 10
Simvastatin 20

Simvastatin 40

Non-statin drug
Dose (mg/day)

Niacin (ER) 1000-2000

NONE

NONE

NONE

NONE
Ezetimibe 10
Ezetimibe 10
Ezetimibe 10

NONE

Ezetimibe 10
Ezetimibe 10
Ezetimibe 10

NONE

C-pol 20000
C-pol 20000
C-pol 20000

NONE

Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500

NONE

Niacin (ER) 1000
Niacin (ER) 2000

Niacin (ER) 1000-2000

NONE

Ezetimibe 10

Ezetimibe 10

Ezetimibe 10

C-6

Number of
participants

125
240

237
241
718
242
238
480

213

215
210
425

16

11
10
21

29

23
24
30
77

53

40
42
82

248
245
109

97



Outcome /
Trial

Insull (2004)"

Durrington
(2004)"

Capuzzi
(2003)"

Davidson
(2001)?

PMSG Il
(1993)"

Simons
(1992)"®

McKenne7y
(2007-2)

Statin
Dose (mg/day)

Simvastatin 10-40
Lovastatin 40
Lovastatin 40
Lovastatin 10
Lovastatin 20

Lovastatin 10-40

Rosuvastatin 40

Rosuvastatin 5
Rosuvastatin 10
Rosuvastatin 5-10

Rosuvastatin 40

Rosuvastatin 10
Rosuvastatin 40
Rosuvastatin 10-40

Lovastatin 10

Lovastatin 10
Lovastatin 10
Lovastatin 10

Pravastatin 80

Pravastatin 40
Pravastatin 40
Pravastatin 40

Simvastatin 40

Simvastatin 40
Simvastatin 40
Simvastatin 40

Rosuvastatin 40

Atorvastatin 40
Rosuvastatin 20
Mixed 20-40

Non-statin drug
Dose (mg/day)

Ezetimibe 10
NONE
Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500

NONE

Fenofibrate 67
Fenofibrate 67
Fenofibrate 67

NONE

Niacin (ER) 2000
Niacin (ER) 1000

Niacin (ER) 1000-2000

NONE

C-lam 2300
C-lam 2300
C-lam 2300

NONE

NONE
NONE
C-amine 24000

NONE

C-pol 5000
C-pol 10000
C-pol 5000-10000

NONE

Niacin (ER) 2000
Niacin (ER) 1000

Niacin (ER) 1000-2000

C-7

Number of
participants

451
33
32
34
34

100

51

60
53
113

31

36
35
71

26

27
23
50

62

57
119
61

22

19
20
39

73

60
65
125



Outcome /
Trial

Constance
(2007)°

Isaacsohn
(1997)"

Kos Pharm
(MA-14)*

Kos Pharm
(MA-06)°

Durrington
(2004)"

McKenne7y
(2007-2)

Constance
(2007)°

Statin
Dose (mg/day)

Atorvastatin 20

Simvastatin 40
Simvastatin 20
Simvastatin 20-40

Atorvastatin 80

Simvastatin 40
Atorvastatin 40
Mixed 40

Lovastatin 40

Lovastatin 10
Lovastatin 20

Lovastatin 40

Lovastatin 10-40

Lovastatin 40
Lovastatin 20

Lovastatin 40

Lovastatin 40

Non-statin drug
Dose (mg/day)

NONE

Ezetimibe 10
Ezetimibe 10
Ezetimibe 10

NONE

C-pol 20000
C-pol 20000
C-pol 20000

NONE

Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500

NONE
Niacin (ER) 1000

Niacin (ER) 2000

Niacin (ER) 1000-2000

Total cholesterol: HDL-c ratio

Rosuvastatin 40

Rosuvastatin 5
Rosuvastatin 10
Rosuvastatin 5-40

Rosuvastatin 40

Atorvastatin 40
Rosuvastatin 20
Mixed 20-40

Atorvastatin 20

Simvastatin 40
Simvastatin 20
Simvastatin 20-40

NONE

Fenofibrate 67
Fenofibrate 67
Fenofibrate 67

NONE

Niacin (ER) 2000
Niacin (ER) 1000

Niacin (ER) 1000-2000

NONE

Ezetimibe 10
Ezetimibe 10
Ezetimibe 10

C-8

Number of
participants

218

220
219
439

16

10
11
21

29

30
24

23
77

53
40

42
82

51

60
53
113

73

60
65
125

218

220
219
439



Abbreviations: C-amine = colestyramine, C-lam = colesevelam, C-pol — colesipol, ER = extended release
(niacin)

C-9



Adverse Events and Treatment Adherence

Outcome / Trial Statin Non-statin drug Nur_nl_aer of
Dose (mg/day) Dose (mg/day) participants
Myalgia
Kosog:)oy0 (2004- Lovastatin NONE 8
) 20
Lovastatin 20 Ezetimibe 10 8
Lovastatin 40 Ezetimibe 10 7
Lovastatin 20-40 Ezetimibe 10 15
CPK above 10 times the upper limit of normal
Feldman(2004)"° Simvastatin 40 NONE 248
Simvastatin 10 Ezetimibe 10 245
Simvastatin 20 Ezetimibe 10 109
Simvastatin 40 Ezetimibe 10 97
Simvastatin 10-40 Ezetimibe 10 451
Elevated serum AST, ALT or hepatitis
Feldman(2004)"° Simvastatin 40 NONE 248
Simvastatin 10 Ezetimibe 10 245
Simvastatin 20 Ezetimibe 10 109
Simvastatin 40 Ezetimibe 10 97
Simvastatin 10-40 Ezetimibe 10 451
Rhabdomyolysis
Feldman(2004)"° Simvastatin 40 NONE 253
Simvastatin 10 Ezetimibe 10 251
Simvastatin 20 Ezetimibe 10 109
Simvastatin 40 Ezetimibe 10 97
Simvastatin 10-40 Ezetimibe 10 457
Serious adverse events
Feldman(2004)"° Simvastatin 40 NONE 253
Simvastatin 10 Ezetimibe 10 251
Simvastatin 20 Ezetimibe 10 109
Simvastatin 40 Ezetimibe 10 97
Simvastatin 10-40 Ezetimibe 10 457
Total adverse events
Feldman(2004)"° Simvastatin 40 NONE 253
Simvastatin 10 Ezetimibe 10 251
Simvastatin 20 Ezetimibe 10 109
Simvastatin 40 Ezetimibe 10 97
Simvastatin 10-40 Ezetimibe 10 457

Withdrawal due to adverse events
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Feldman(2004)"°

Insull (2004)"

Insull (2004)"

Durrington
(2004)"

Durrington
(2004)"

Durrington
(2004)’

Durrington
(2004)’

Simvastatin 40

Simvastatin 10

Simvastatin 20

Simvastatin 40
Simvastatin 10-40

Elevated serum AST, ALT or hepatitis

Lovastatin 40

Lovastatin 10

Lovastatin 20

Lovastatin 40
Lovastatin 10-40

NONE

Ezetimibe 10

Ezetimibe 10
Ezetimibe 10
Ezetimibe 10

NONE
Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500

Total adverse events

Lovastatin 40

Lovastatin 10
Lovastatin 20
Lovastatin 40

Lovastatin 10-40

CPK above 10 times the upper limit of normal

Rosuvastatin 40

Rosuvastatin 5
Rosuvastatin 10
Rosuvastatin 5-10

Elevated serum AST, ALT or hepatitis

Rosuvastatin 40

Rosuvastatin 5
Rosuvastatin 10
Rosuvastatin 5-10

Rosuvastatin
40

Rosuvastatin 5
Rosuvastatin 10

Rosuvastatin 5-10

NONE
Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500

NONE

Fenofibrate 67
Fenofibrate 67
Fenofibrate 67

NONE

Fenofibrate 67
Fenofibrate 67
Fenofibrate 67

Myalgia

NONE

Fenofibrate 67
Fenofibrate 67
Fenofibrate 67

Total adverse events

Rosuvastatin 40

Rosuvastatin 5
Rosuvastatin 10

NONE

Fenofibrate 67
Fenofibrate 67
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253

251

109
97
457

33

34
34
32
100

33

34
34
32

100

53

60
55
115

53

60
55
115

53

60
55
115

53

60
55



Rosuvastatin 5-10 Fenofibrate 67

Withdrawal due to adverse events

Durrlngt1o n(2004) Rosuvastatin 40 NONE
Rosuvastatin 5 Fenofibrate 67
Rosuvastatin 10 Fenofibrate 67

Rosuvastatin 5-10 Fenofibrate 67

CPK above 10 times the upper limit of normal
Capuzzi (2003)" Rosuvastatin 40

NONE
Rosuvastatin 10 Niacin (ER) 2000
Rosuvastatin 40 Niacin (ER) 1000

Rosuvastatin 10-40  Niacin (ER) 1000-2000
Elevated serum AST, ALT or hepatitis
Capuzzi (2003)" Rosuvastatin 40

NONE
Rosuvastatin 10 Niacin (ER) 2000
Rosuvastatin 40 Niacin (ER) 1000

Rosuvastatin 10-40  Niacin (ER) 1000-2000
Myalgia

Capuzzi (2003)" Rosuvastatin 40 NONE
Rosuvastatin 10 Niacin (ER) 2000
Rosuvastatin 40 Niacin (ER) 1000

Rosuvastatin 10-40  Niacin (ER) 1000-2000

Total adverse events
Capuzzi (2003) >  Rosuvastatin 40

NONE
Rosuvastatin 10 Niacin (ER) 2000
Rosuvastatin 40 Niacin (ER) 1000

Rosuvastatin 10-40  Niacin (ER) 1000-2000
Treatment Adherence

Capuzzi (2003)" Rosuvastatin 40 NONE
Rosuvastatin 10 Niacin (ER) 2000
Rosuvastatin 40 Niacin (ER) 1000

Rosuvastatin 10-40  Niacin (ER) 1000-2000

Elevated serum AST, ALT or hepatitis
Hunninghake

(2003)6 Lovastatin 40 NONE
Lovastatin 20 Niacin (ER) 1000
Lovastatin 40 Niacin (ER) 2000

Lovastatin 20-40 Niacin (ER) 1000-2000
Withdrawal due to adverse events

C-12

115

53

60
55
115

46
80
72

152

46
80
72
152

46

80
72
152

46
78
71

149

46

80
72

152

61

57
57

114



Gagne (2002)"

Athyros (2001)*'

Athyros (2001)*'

Athyros (2001)%'

Hunninghake
(2001)*

Hunninghake
(2001)*

Davidsozn (2001)

Davidson (2001)?

Mixed 80 NONE
Mixed 40 Ezetimibe 10
Mixed 80 Ezetimibe 10
Mixed 40-80 Ezetimibe 10
Elevated serum AST, ALT or hepatitis
Atorvastatin 20 NONE

Gemfibrozil 1200
Gemfibrozil 1200
Gemfibrozil 1200
Myalgia
Atorvastatin 20 NONE

Gemfibrozil 1200
Pravastatin 20 Gemfibrozil 1200

Mixed 20 Gemfibrozil 1200
Withdrawal due to adverse events

Atorvastatin 20 NONE

Gemfibrozil 1200
Gemfibrozil 1200

Pravastatin 20
Simvastatin 20
Mixed 20

Simvastatin 20

Simvastatin 20

Pravastatin 20

Mixed 20 Gemfibrozil 1200
Treatment Adherence
Atorvastatin 10 NONE
Atorvastatin 80 NONE
Atorvastatin 10-80 NONE

C-lam 3800

Withdrawal due to adverse events

Atorvastatin 10

Atorvastatin 10 NONE
Atorvastatin 80 NONE
Atorvastatin 10-80 NONE
C-lam

Atorvastatin 10 3800

Elevated serum AST, ALT or hepatitis

Lovastatin 10 NONE

Lovastatin 10 C-lam 2300

Lovastatin 10 C-lam 2300

Lovastatin 10 C-lam 300
Myalgia

Lovastatin 10 NONE

Lovastatin 10 C-lam 2300
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17

16
17
33

131
133
129
262

131

129
133
262

134

136
135
271

19

20
39

19

19

20
39

19

26

23
27
50

26
27



Davidson (2001)?

Eriksson
(1998)%

PMSG Il (1993)"

Johansson
(1995)%

Johansson
(1995)%

McKenne7y
(2007-1)

Lovastatin 10 C-lam 2300

Lovastatin 10 C-lam 2300

Withdrawal due to adverse events

Lovastatin 10 NONE
Lovastatin 10 C-lam 2300
Lovastatin 10 C-lam 2300
Lovastatin 10 C-lam 2300
Treatment Adherence
Pravastatin 20 NONE
Pravastatin 40 NONE
Pravastatin 20-40 NONE
Pravastatin 20 chlestyramine 000
Withdrawal due to adverse events
Pravastatin 40 NONE
Pravastatin 80 NONE
Pravastatin 40-80 NONE

chlestyramine

Pravastatin 40 24000

Total adverse events

Simvastatin 40 NONE
Simvastatin 20 C-pol 5000
Simvastatin 20 C-pol 10000
Simvastatin 20 C-pol 5000-10000
Treatment Adherence
Simvastatin 40 NONE
Simvastatin 20 C-pol 5000
Simvastatin 20 C-pol 10000
Simvastatin 20 C-pol 5000-10000
CPK above 10 times the upper limit of normal
Rosuvastatin 40 NONE
Simvastatin 40 Ezetimibe 10
Rosuvastatin 40 NONE
Rosuvastatin 20 Niacin (ER) 1000
Atorvastatin 40 Niacin (ER) 2000
Mixed 20-40 Niacin (ER) 1000-2000

Treatment Adherence
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23

50

26

27

23
50

403

409
812
261

63
63
126

64

26

29
28
57

26

29
28
57

73

72

73

65

60
125



McKenne7y
(2007-1)

Constance
(2007)°

Constance
(2007)°

Kos Pharm (MA-
14)*

Kos Pharm (MA-
14)*

Rosuvastatin 40

Simvastatin 40
Rosuvastatin 40

Rosuvastatin 20

Atorvastatin 40

Mixed 20-40

NONE

Ezetimibe 10
NONE
Niacin (ER)
1000
Niacin (ER)
2000

Niacin (ER) 1000-2000

Elevated serum AST, ALT or hepatitis

Atorvastatin 20

Simvastatin 20
Simvastatin 40

Simvastatin 20-40

NONE

Ezetimibe 10
Ezetimibe 10
Ezetimibe 10

Withdrawal due to adverse events

Atorvastatin 20

Simvastatin 20
Simvastatin 40

Simvastatin 20-40

CPK above 10 times the upper limit of normal

Lovastatin 40

Lovastatin 10
Lovastatin 20
Lovastatin 40

Lovastatin 10-40

NONE

Ezetimibe 10
Ezetimibe 10
Ezetimibe 10

NONE

Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500

Elevated serum AST, ALT or hepatitis

Lovastatin 40

Lovastatin 10
Lovastatin 20
Lovastatin 40

Lovastatin 10-40

Rhabdomyolysis
Kos Pharm (MA-14)*
Lovastatin 40

Lovastatin 10
Lovastatin 20
Lovastatin 40

Lovastatin 10-40

NONE

Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500

NONE

Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500

Serious adverse events
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73

72
73

65

60
125

219

220
222
442

219

220
222
442

33

34
34
32
100

33

34
34
32
100

33

34

34

32
100



Kos Pharm (MA-
14)*

Kos Pharm (MA-
14)*

Kos Pharm (MA-
14) 4

Kos Pharm (MA-
06) °

Kos Pharm (MA-
06) °

Kos Pharm (MA-
06) °

Kos Pharm (MA-
06) °

Lovastatin 40

Lovastatin 10

Lovastatin 20

Lovastatin 40
Lovastatin 10-40

NONE

Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500

Total adverse events

Lovastatin 40

Lovastatin 10

Lovastatin 20

Lovastatin 40
Lovastatin 10-40

NONE

Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500
Niacin (ER) 2500

Withdrawal due to adverse events

Lovastatin 40

Lovastatin 10

Lovastatin 20

Lovastatin 40
Lovastatin 10-40

Lovastatin 40

Lovastatin 20
Lovastatin 40
Lovastatin 20-40

CPK above 10 times the upper limit of normal

Lovastatin 40

Lovastatin 20
Lovastatin 40
Lovastatin 40

NONE

Niacin (ER) 2500

Niacin (ER) 2500

Niacin (ER) 2500

Niacin (ER) 2500
Cancer

NONE

Niacin (ER) 1000
Niacin (ER) 2000
Niacin (ER) 1000-2000

NONE
Niacin (ER) 1000
Niacin (ER) 2000
Niacin (ER) 1000-2000

Total adverse events

Lovastatin 40

Lovastatin 20
Lovastatin 40

Lovastatin 20-40

NONE

Niacin (ER) 1000
Niacin (ER) 2000

Niacin (ER) 1000-2000

Withdrawal due to adverse events

Lovastatin 40

Lovastatin 20
Lovastatin 40
Lovastatin 20-40

NONE

Niacin (ER) 1000
Niacin (ER) 2000
Niacin (ER) 1000-2000
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33

34
34
32
100

33

34
34
32
100

33

34
34
32
100

61

57
57
114

61

57
57
114

61

57
57

114

61

57
57
114



Abbreviations: C-amine = colestyramine, C-lam = colesevelam, C-pol — colesipol, ER = extended release
(niacin)
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Appendix D - Included Evidence

This appendix contains details of all trial treatment groups included in syntheses.

Abbreviations: 1° HC = primary hypercholesterolemia, AAC = adequate allocation
concealment, ALT = alanine transaminase, AST = aspartate transaminase, ATP Il = Adult
Treatment Panel 111 (of the National Cholesterol Education Program), C-amine = cholestyramine,
C-lam = colesevelam, C-pol = colestipol, CAD = coronary artery disease, CHD = coronary heart
disease, combo = combination therapy, CPK = creatine phosphokinase, DM = diabetes mellitus,
Ext Rls = extended release (niacin), FHC = familial hypercholesterolemia, HC =
hypercholesterolemia, HDL-c = high density lipoprotein cholesterol, Imm RIs = immediate
release (niacin), ITTA = intention to treat analysis, LDL-c = low density lipoprotein cholesterol,
mono = monotherapy, N = number, Slow RIs = slow release (nhiacin), T2DM = type 2 diabetes
mellitus, wk = week
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Included Evidence for Ezetimibe plus Statin Therapy Compared With Statin

Monotherapy
Table 1. Longer-term outcomes (clinical outcomes, serious adverse events and cancer) using ezetimibe plus statin therapy compared with statin
monotherapy
Combo/mono:
Combination Monotherapy cotiow. | T p';‘:t’:‘c"l’:;:tfs
Statin i " | Baseline .
Trial Population Combo | Statin ) Mono | “ withevents | aac | J39ad | rrp
Dose N Dose N LDL-c . Score
d (wk) dL Odds ratio
(mg/day) (mg/day) (mg/dL) (95% Cl)
All-cause Mortality, all trials
Ballantyne
(2003)24
Ezetimibe Study . .
Group 1°HC, heterpgenepus 10-year Atorvastatin 201 Atorvastatin 15 59 183 0/0 unclear 9 No
. CHD risk estimates 80 80
International
Pharm. Fund
Multicentre
Goldberg
(2004)2
Ezetimibe Study 10 HC, heterogeneous 10-year Simvastatin Simvastatin 0/0
Group CHD risk estimates 10-80 539 20-80 229 48 175 yes 4 No
International
Pharm. fund
Landray
(2006)26 . . ,
Participants with renal disease . . . . 30
UK-HARP-I and without definitive indication | >aStatin 98 Simvastatin |4 24 119 7.51 yes 2 Yes
Europe Pharm. 20 20

Fund
Multicentre

for cholesterol lowering

(0.38, 147.37)
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Trial Population S| Combo | Statin | Mono | Ty, | BESINe | ih events | pac | 298 | jrrp
ose N Dose N LDL-c . Score
(wk) Odds ratio
(mg/day) (mg/day) (mgldL) | 959, c)
Gaudiani Participants with T2DM on stable
(2005)27 thiazolidinediones, some of Simvastatin Simvastatin 000
North America whom had previously completed 20 104 40 110 24 93 unclear 3 No
Pharm. Fund a simvastatin trial, with LDL-c >
Multicentre 100 mg/dL
Rodney (2006)28 . . . .
Pharm. Fund African descent, 1° HC Slmvggtatln 124 Slmvsgtatm 123 12 176 0/0 yes 5 No
Multicentre
Melani (2003)2°
Ezetimibe Study
Group North 10 HC, heterogeneous 10-year Pravastatin Pravastatin 0/0
America Pharm. CHD risk estimates 10-40 184 10-40 192 12 178 yes 4 ves
Fund
Multicentre
Kerzner (2003)%
Ezetimibe Study
Group North 10 HC, heterogeneous 10-year Lovastatin Lovastatin 0/0
America Pharm. CHD risk estimates 10-40 192 10-40 220 12 179 unclear 3 ves
Fund
Multicentre
Constance N . . . _ 1n
(2007)3. Participants with T2DM on low Simvastatin 412 Atorvastatin 219 8 94 0.49 yes 3 No
International dose atorvastatin 20-40 20 (0.03, 7.94)
Pharm. fund T
Farnier (2005)3t
mzrr?r?t'sﬂﬁ('j Participants with CAD on low S'ml‘g_‘;toa“” 181 S'”l‘g_‘gtoa“” 191 | 6 123 00 unclear | 5 | No
. dose simvastatin
Multicentre
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Trial Population sl’)tat'" Combo | Statin | Mono | "% T | Baseline | o cvenes | aac | Y2dad | 17
ose N Dose N LDL-c . Score
(wk) Odds ratio
(mg/day) (mg/day) (mgldL) | 959, c)
Cruz-Fernandez
(2005)32 . . . ! 01
International Partipants wih CAD onlow | Alomastain | - 5 | Alomastain | 930 |6 122 035 unclear | 4 | No
Pharm. Fund 0s€ alorvastatin - - (0.01, 8.56)
Multicentre
Brohet (2005)33
Europe Pharm. Participants with CAD on low Simvastatin Simvastatin 0/0
Fund dose simvastatin 10-20 208 10-20 210 6 123 unclear 5 No
Multicentre
Pearson
I(EZA(\)g?T\lorth Participants not meeting ATP lI 000
; target LDL-c despite statin Mixed 1965 Mixed 992 6 129 yes 4 No
America Pharm. therapy
Fund
Multicentre
Blagden
(2007) Participants with CAD, statin Atorvastatin Atorvastatin 0/0
Europe Pharm. . ' 72 76 6 157 unclear 4 Yes
naive 10 10
Fund
Multicentre
Ballantyne
(2007) Rosuvastatin Rosuvastatin 10
Europe Pharm. CHD and risk equivalent 0 238 40 230 6 160 291 unclear 1 No
Fund (0.12,71.84)
Multicentre
Patel (2006) Participants with CAD not on . . . . 01
Europe Pharm. L . Simvastatin Simvastatin
Fund recent lipid lowering drug 20 76 20 75 6 160 0.32 unclear 3 No
treatment (0.01, 8.10)

Multicentre
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Statin i " | Baseline .
Trial Population Combo | Statin ) Mono | * withevents | aac | J39ad | rrp
Dose N Dose N LDL-c . Score
d (wk) dL Odds ratio
(mg/day) (mg/day) (mg/dL) (95% Cl)
Goldberg
(2006)° o1
VYTAL North T2DM, hemoglobin A-1c < 8.5% Simvastatin Atorvastatin
America Pharm. and LDL-c > 100 mg/dL 20-40 494 10-40 732 6 145 049 yes 3 | No
Fund (0.02,12.13)
Multicentre
Catapano
(2006_1)38 Hypercholesterolemia, . . .
North America heterogeneous 10-year CHD risk va;gtatm 492 Rosml/gstatm 492 6 173 0/0 yes 3 No
Pharm. Fund estimates
Multicentre
Catapano
(2006_2)38 Hypercholesterolemia, . . .
North America heterogeneous 10-year CHD risk va:gtatm 493 ROSU\ZISStatm 495 6 173 0/0 yes 3 No
Pharm. Fund estimates
Multicentre
Catapano
(2006_3)%8 Hypercholesterolemia, . . _
North America heterogeneous 10-year CHD risk vaggtatm 493 Rosuxgstatm 494 6 173 0/0 yes 3 No
Pharm. Fund estimates
Multicentre

All-cause mortality , trials 2 24 weeks duration
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Statin i M " | Baseline .
Trial Population Combo | Statin ) Mono | ==, withevents | AAc | 1adad | jrrp
Dose N Dose N LDL-c . Score
d (wk) dL Odds ratio
(mg/day) (mg/day) (mg/dL) (95% Cl)
Ballantyne
(2003)
Ezetimibe Study : .
Group 10 HC, heterogengous 10-year Atorvastatin 201 Atorvastatin 45 59 183 0/0 unclear 9 No
. CHD risk estimates 80 80

International
Pharm. Fund
Multicentre
Goldberg
(2004)%
Ezetimibe Study 10 HC, heterogeneous 10-year Simvastatin Simvastatin 0/0
Group CHD risk estimates 10-80 539 20-80 229 | 48 175 yes 4 | No
International
Pharm. fund
Landray
(2006)2 . . _

Participants with renal disease , . . . 3/0
UK-HARP-I and without definitive indication | >'mastatin 98 Simvastatin | 5 24 119 7.51 yes 2 Yes
Europe Pharm. for chol I : 20 20
Fund or cholesterol lowering (0.38, 147.37)
Multicentre
Gaudiani Participants with T2DM on stable
(2005)27 thiazolidinediones, some of Simvastatin Simvastatin 000
North America whom had previously completed 20 104 40 110 24 93 unclear 3 No
Pharm. Fund a simvastatin trial, with LDL-c >
Multicentre 100 mg/dL
All-cause mortality — adequate allocation concealment
Rodney (2006)2 . . . .
Pharm. Fund African descent, 10 HC S'm"zagta“” 124 S'm";gta“” 123 | 12 176 0/0 ves | 5 | No
Multicentre
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Trial

Population

Combination
Statin

Dose
(mg/day)

Combo

Monotherapy
Statin
Dose

(mg/day)

Mono

Follow-
up
(wk)

Trial
Baseline

LDL-c
(mg/dL)

Combo/mono:
number of
participants
with events
Odds ratio

(95% CI)

AAC

Jadad
Score

ITTA

Landray
(2006)26
UK-HARP-II
Europe Pharm.
Fund
Multicentre

Participants with renal disease
and without definitive indication
for cholesterol lowering

Simvastatin
20

98

Simvastatin
20

102

24

119

300
7.51
(0.38, 147.37)

yes

Yes

Pearson
(2005)34
EASE North

America Pharm.

Fund
Multicentre

Participants not meeting ATP III
target LDL-c despite statin
therapy

Mixed

1965

Mixed

992

129

0/0

yes

No

Goldberg
(2004)2
Ezetimibe Study
Group
International
Pharm. fund

10 HC, heterogeneous 10-year
CHD risk estimates

Simvastatin
10-80

539

Simvastatin
20-80

229

48

175

0/0

yes

No

Melani (2003)2
Ezetimibe Study
Group North

America Pharm.

Fund
Multicentre

10 HC, heterogeneous 10-year
CHD risk estimates

Pravastatin
10-40

184

Pravastatin
10-40

192

12

178

0/0

yes

Yes

Goldberg
(2006)°
VYTAL North

America Pharm.

Fund
Multicentre

T2DM, hemoglobin A-1c < 8.5%
and LDL-c > 100 mg/dL

Simvastatin
20-40

494

Atorvastatin
10-40

732

145

01
0.49
(0.02, 12.13)

yes

No
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Statin i " | Baseline .
Trial Population Combo | Statin ) Mono | * withevents | aac | J39ad | rrp
Dose N Dose N LDL-c . Score
d (wk) dL Odds ratio
(mg/day) (mg/day) (mg/dL) (95% Cl)
Catapano
(2006_1)38 Hypercholesterolemia, . . .
North America heterogeneous 10-year CHD risk S|mv2a§tat|n 492 Rosml/gstatm 492 6 173 0/0 yes 3 No
Pharm. Fund estimates
Multicentre
Catapano
(2006_2)38 Hypercholesterolemia, . . .
North America heterogeneous 10-year CHD risk va;gtatm 493 Rosmzlgstatm 495 6 173 0/0 yes 3 No
Pharm. Fund estimates
Multicentre
Catapano
(2006_3)%8 Hypercholesterolemia, . . .
North America | heterogeneous 10-year CHD risk S'm"g‘gta“” 493 ROSUXSS“““” 404 | 6 173 0/0 ves | 3 | No
Pharm. Fund estimates
Multicentre
Constance 1n
(2007)3 Participants with T2DM on low Simvastatin Atorvastatin
International dose atorvastatin 20-40 442 20 219 8 % © 003'4? o) yes 3 No
Pharm. fund T

All-cause mortality in participants requiring intensive lipid lowering therapy (DM, trial duration 24 wks) - Lower dose simvastatin combination therapy versus higher
dose simvastatin monotherapy

Gaudiani
(2005)27

North America
Pharm. Fund
Multicentre

Participants with T2DM on stable
thiazolidinediones, some of
whom had previously completed
a simvastatin trial, with LDL-c >
100 mg/dL

Simvastatin
20

104

Simvastatin
40

110

24

93

0/0

unclear

No
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Statin i " | Baseline .
Trial Population Combo | Statin ) Mono | * withevents | aac | J39ad | rrp
Dose N Dose N LDL-c Odds rati Score
Iday) (mg/day) WK | (mgrdL) >rae
(mg/day giday (95% Cl)
All-cause mortality in participants requiring intensive lipid lowering therapy
Farnier (2005)3t
International - , Simvastatin Simvastatin 0/0
Pharm. Eund Participants ywth CA[_) on low 10-20 181 10-20 191 6 123 unclear 5 No
. dose simvastatin
Multicentre
Cruz-Fernandez
(2005)32 s . . ' 01
international Partipants Wih CAD onlow | Atomestain | - 99 | AW | 950 | g 122 035  |uncear| 4 | No
Pharm. Fund (1.41, 8.56)
Multicentre
Brohet (2005)33
Europe Pharm. Participants with CAD on low Simvastatin Simvastatin 0/0
Fund dose simvastatin 10-20 208 10-20 210 6 123 unclear > No
Multicentre
Gaudiani Participants with T2DM on stable
(2005)27 thiazolidinediones, some of Simvastatin Simvastatin 000
North America whom had previously completed 20 104 40 110 24 93 unclear 3 No
Pharm. Fund a simvastatin trial, with LDL-c >
Multicentre 100 mg/dL
Blagden
(2007): Participants with CAD, statin Atorvastatin Atorvastatin 0/0
Europe Pharm. naive ' 10 72 10 76 6 157 unclear 4 Yes

Fund
Multicentre
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Statin i " | Baseline .
Trial Population Combo | Statin ) Mono | ==, withevents | AAc | 1adad | jrrp
Dose N Dose N LDL-c . Score
d (wk) dL Odds ratio
(mg/day) (mg/day) (mg/dL) (95% Cl)
Ballantyne
(2007)3 Rosuvastatin Rosuvastatin 10
Europe Pharm. CHD and risk equivalent 40 238 40 230 6 160 291 unclear 1 No
Fund (0.12,71.84)
Multicentre
37
Patel (2006) Participants with CAD not on . . . . 01
Europe Pharm. L . Simvastatin Simvastatin
recent lipid lowering drug 76 75 6 160 0.32 unclear 3 No
Fund treatment 20 20 (0.01, 8.10)
Multicentre T
Goldberg
(2006)° 01
VYTAL North T2DM, hemoglobin A-1c < 8.5% | Simvastatin Atorvastatin
America Pharm. and LDL-c > 100 mg/dL 20-40 494 10-40 732 6 145 049 yes 3 No
(0.02,12.13)
Fund
Multicentre
Constance 1n
2 - . . . .
(2007) . Participants with T2DM on low Simvastatin 412 Atorvastatin 219 8 94 0.49 yes 3 No
International dose atorvastatin 20-40 20 (0.03, 7.94)
Pharm. fund T
All-cause mortality in participants requiring intensive lipid lowering therapy (DM) - Adequate allocation concealment
Goldberg
(2006)° 01
VYTAL North T2DM, hemoglobin A-1c < 8.5% | Simvastatin Atorvastatin
America Pharm. and LDL-c > 100 mg/dL 20-40 494 10-40 732 6 145 049 yes 3 No
(0.02, 12.13)
Fund
Multicentre
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Statin i " | Baseline .
Trial Population Combo | Statin ) Mono | * withevents | aac | J39ad | rrp
Dose N Dose Nl wi | FPEC T odds ratio Score
(mg/day) (mg/day) (mg/dL) (95% Cl)

Constance 1n

) - . . . .
(2007) . Participants with T2DM on low Simvastatin 442 Atorvastatin 219 8 94 0.49 yes 3 No
International dose atorvastatin 20-40 20 (0.03, 7.94)
Pharm. fund T
All-cause mortality in participants with diabetes
Gaudiani Participants with T2DM on stable
(2005)27 thiazolidinediones, some of Simvastatin Simvastatin 000
North America whom had previously completed 20 104 40 110 24 93 unclear 3 No
Pharm. Fund a simvastatin trial, with LDL-c >
Multicentre 100 mg/dL
Constance 1n

3 - . . . .
(2007) . Participants with T2DM on low Simvastatin 412 Atorvastatin 219 8 94 0.49 yes 3 No
International dose atorvastatin 20-40 20 (0.03, 7.94)
Pharm. fund T
Goldberg
(2006)° o
VYTAL North T2DM, hemoglobin A-1c < 8.5% | Simvastatin Atorvastatin
America Pharm. and LDL-c > 100 mg/dL 20-40 494 10-40 732 6 145 0 03'42 yes 3 | No
Fund (0.02,12.13)
Multicentre

All-cause mortality in participants with established vascular disease
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Statin i " | Baseline .
Trial Population Combo | Statin ) Mono | ==, withevents | AAc | 1adad | jrrp
Dose N Dose N LDL-c . Score
d (wk) dL Odds ratio
(mg/day) (mg/day) (mg/dL) (95% Cl)
Blagden
(2007) Participants with CAD, statin Atorvastatin Atorvastatin 0/0
Europe Pharm. ) ' 72 76 6 157 unclear 4 Yes
naive 10 10
Fund
Multicentre
Cruz-Fernandez
(2005)32 L . . ! 01
international Partidpants ih CAD onlow | AtOWestain | - 99 | AW | 950 | g 122 035  |uncear| 4 | No
Pharm. Fund (1.41, 8.56)
Multicentre
Brohet (2005)33
Europe Pharm. Participants with CAD on low Simvastatin Simvastatin 0/0
Fund dose simvastatin 10-20 208 10-20 210 6 123 unclear > No
Multicentre
Farnier (2005)3!
International - , Simvastatin Simvastatin 0/0
Pharm. Eund Participants yv|th CAD on low 10-20 181 10-20 191 6 123 unclear 5 No
. dose simvastatin
Multicentre
37
Patel (2006) Participants with CAD not on . . . . 011
Europe Pharm. s . Simvastatin Simvastatin
recent lipid lowering drug 76 75 6 160 0.32 unclear 3 No
Fund 20 20
; treatment (0.01, 8.10)
Multicentre
All-cause mortality in of African descent 28
Rodney (2006)28 . . . .
Pharm. Fund African descent, 1° HC Slmvsgtatln 124 Slmvéalgtatln 123 12 176 0/0 yes 5 No
Multicentre
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Statin i " | Baseline .
Trial Population Combo | Statin ) Mono | * withevents | aac | J39ad | rrp
Dose N Dose N LDL-c . Score
(wk) Odds ratio
(mg/day) (mg/day) (mg/dL) (95% Cl)
Vascular Death, all trials (and adequate allocation concealment)
Kastelein
(2008)3 . . . . 211
ENHANCE FHC, LDL-c > 210 mg/dL S'm"ggta“” 357 S'm"ggta"” 363 | 9% 204
International (0.18, 22.59)
Pharm. fund 318 yes 3 | No
Davidson
(2002_1)40
Ezetimibe study 10 HC, heterogeneous 10-year Simvastatin Simvastatin 0/0
group North . ) 61 61 12
. CHD risk estimates 10 10

America Pharm.
Fund
Multicentre 179 yes 4 | No
Davidson
(2002_2)4
Ezetimibe study 10 HC, heterogeneous 10-year Simvastatin Simvastatin 10
group North CHD risk estimates 20 58 20 53 12 2.79
America Pharm. (0.11, 70.01)
Fund
Multicentre 179 yes 4 | No
Davidson
(2002_3)40
Ezetimibe study | HC, heterogeneous 10-year Simvastatin Simvastatin 0/0
group North CHD risk estimates 40 68 40 60 12
America Pharm.
Fund
Multicentre 179 yes 4 | No
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Statin i " | Baseline .
Trial Population Dose Cor"r:bo ?)tatln Mt;lno up LDLec withevents | AAC ‘é‘;‘:)ar: TTA
p ose (wk) | 0ddsratio
(mg/day) (mg/day) (mg/dL) (95% Cl)

Davidson
(2002_4)%
Ezetimibe study : : . .
group North 10 HC,_ heterqgeneous 10-year Simvastatin 59 Simvastatin 63 12 0/0

. CHD risk estimates 80 80
America Pharm.
Fund
Multicentre 179 yes 4 | No
Vascular death - Lower dose simvastatin combination therapy versus higher dose of the same as monotherapy
Davidson
(2002_5)40
Ezetimibe study 10 HC, heterogeneous 10-year Simvastatin Simvastatin 0/0
group North . ) 61 60 12

. CHD risk estimates 10 40
America Pharm.
Fund
Multicentre 179 yes 4 | No
Davidson
(2002_6)40
Ezetimibe study | HC, heterogeneous 10-year Simvastatin Simvastatin 1/0
group North . . 58 63 12

. CHD risk estimates 20 80
America Pharm.
Fund
Multicentre 179 yes 4 | No

Vascular death in participants requiring intensive lipid lowering therapy, with - LDL>190
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Statin i " | Baseline .
Trial Population Combo | Statin ) Mono | ==, withevents | AAc | 1adad | jrrp
Dose N Dose N LDL-c . Score
d (wk) dL Odds ratio
(mg/day) (mg/day) (mg/dL) (95% Cl)
Kastelein
(2008)3 . . . . 211
ENHANCE FHC, LDL-c > 210 mg/dL S'm"g‘gta“” 357 S'm"ggta"” 363 | 9% 204
International (0.18, 22.59)
Pharm. fund 318 yes 3| No
Fatal Myocardial Infarction, all trials
Ballantyne
(2007)°® Rosuvastatin Rosuvastatin 10
Europe Pharm. CHD and risk equivalent 0 238 0 230 6 160 291 unclear 1 No
Fund (0.12, 71.84)
Multicentre
Ao Those with LDL >= 130 mgfdL | - o astatin Atorvastatin o/t
. despite diet and atorvastatin 10 278 290 14 186 0.35 unclear 3 Yes
International ma/da 40 80 (0.01, 8.54)
Pharm. fund giday R
Stroke
Landray
(2006)26 . , :
Participants with renal disease . . . . 10
UK-HARP-I and without definitive indication | > mastatin 98 Simvastatin | 45 24 119 3.15 yes 2 Yes
Europe Pharm. for chol X . 20 20
Fund or cholesterol lowering (0.13, 78.35)
Multicentre
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Statin i " | Baseline .
Trial Population Combo | Statin ) Mono | * withevents | aac | J39ad | rrp
Dose N Dose N LDL-c . Score
d (wk) dL Odds ratio
(mg/day) (mg/day) (mg/dL) (95% Cl)
Serious Adverse Events, all trials
Ballantyne
(2003)4
Ezetimibe Study . . 17/5
Group 1°HC, heterogengous 10-year Atorvastatin 201 Atorvastatin 45 59 183 0.74 unclear 9 No
. CHD risk estimates 80 80
International (0.26,2.12)
Pharm. Fund
Multicentre
Masana (2005)42
Ezetimibe study Participants on stable statin Simvastatin Simvastatin 43/13
group treatment but not on ATP Il LDL-c 296 57 48 136 0.58 unclear 3 No
. 80 80
International goals (0.29, 1.16)
Pharm. fund
Goldberg
(2004)% 286
Ezetimibe Study 10 HC, heterogeneous 10-year Simvastatin Simvastatin
Group CHD risk estimates 10-80 539 20-80 229 48 175 2.04 yes 4 No
. (0.83, 4.99)
International
Pharm. fund
Davidson
(2002)%
Ezetimibe study . . . . 8/4
goup Nor | 1°FiC neteogeneous 0vear | Simvastain | g; | Smvastain | |45 | g9 | oas | yes | 4 | No
America Pharm. (0.12,1.68)

Fund
Multicentre
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Statin i " | Baseline .
Trial Population Combo | Statin ) Mono | ==, withevents | AAc | 1adad | jrrp
Dose N Dose N LDL-c . Score
d (wk) dL Odds ratio
(mg/day) (mg/day) (mg/dL) (95% Cl)
Landray
(2006)% ey . .
Participants with renal disease , . . . 36/25
UK-HARP- and without definitive indication | S'mVestatin | gy | SIvastatin g, | o 119 1.6 yes | 2 | Yes
Europe Pharm. for chol I . 20 20
Fund or cholesterol lowering (0.90, 3.04)
Multicentre
Gaudiani Participants with T2DM on stable
(2005)27 thiazolidinediones, some of . . . ' 51
North America whom had previously completed S|mv2aOs tatin 104 Slmv:gtatm 110 24 93 5.51 unclear 3 No
Pharm. Fund a simvastatin trial, with LDL-c > (0.63, 47.94)
Multicentre 100 mg/dL
Feldman
(2004)10 . . . . . . . 27112
North America | FrieiPants WP CHD arrisk . Sivastatin | - 47 | SMVastain | 553 | 53 169 1.26 unclear | 2| No
Pharm. Fund q (0.63, 2.53)
Multicentre
Stein (2004)% Those with LDL>= 130 mgfdL | - oo Atorvastatin 9/12
International despite diet and atorvastatin 10 0 305 80 316 14 186 0.77 unclear 3 Yes
Pharm. fund mg/day (0.32, 1.86)
Bays (2004)% 1113
North America 10 HC, heterogeneous 10-year Simvastatin Simvastatin
Pharm. Fund CHD risk estimates 10-80 544 10-80 560 14-26 178 087 yes S No
. (0.39, 1.96)
Multicentre
Rodney (2006)28 . . . . 211
Pharm. Fund Aftican descent, 10 HC S'm"zagta“” 124 S'm"z""gta"“ 123 | 12 176 2.00 yes 5 | No
Multicentre (0.18, 22.35)
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Statin i M " | Baseline .
Trial Population Combo | Statin ono | yp withevents | aac | J39ad | rrp
Dose N Dose N LDL-c . Score
d (wk) dL Odds ratio
(mg/day) (mg/day) (mg/dL) (95% Cl)
Shankar
(2007)* South Asians, heterogeneous 10- | Simvastatin Simvastatin 0/0
Asia Pharm. L . 114 116 12 127 unclear 2 Yes
Fund year CHD risk estimates 10 10
Multicentre
Barrios (2005)4 : , . 52
International CHD or risk equivalent S'm"ggta“” 221 Ato“’zaOSta“” 24 | 6 124 197 unclear | 3 | No
Pharm. fund (0.18, 22.23)
Farnier (2005)3! .
International Participants with CAD on low Simvastatin Simvastatin
Pharm. Fund dose simvastatin 10-20 181 10-20 191 6 123 © O%'Sg 66) unclear 5 No
Multicentre R
Cruz-Fernandez
(2005)* " - - , 3/4
International Particpants Wih CAD onlow | Alomestain | - ppq | AN | 950 | g 122 429 unclear | 4 | No
Pharm. Fund (0.48, 38.78)
Multicentre
Brohet (2005)33 500
Europe Pharm. Participants yv|th CAD on low Simvastatin 208 Simvastatin 210 6 123 11.38 unclear 5 No
Fund dose simvastatin 10-20 10-20
; (0.63, 207.10)
Multicentre
Blagden
(2007)% ey , . . . 01
Europe Pharm. Parnmpantsnv;::/r;CAD, statin Atorvlagtatm 7 Atoer()statln 76 6 157 2 45 unclear 4 Yes
Fund (0.47,12.79)

Multicentre
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Statin i " | Baseline .
Trial Population Combo | Statin ) Mono | ==, withevents | AAc | 1adad | jrrp
Dose N Dose N LDL-c . Score
d (wk) dL Odds ratio
(mg/day) (mg/day) (mg/dL) (95% Cl)
Ballantyne
(2007)3 , . 5/4
Europe Pharm. CHD and risk equivalent ROS“XSSK"“” 238 ROSUZSSta“” 220 | 6 160 0.78 unclear | 1 | No
Fund (0.17, 3.53)
Multicentre
Patel (2006)3 . ,
Europe Pharm. Pa”'c'pa’?t’?‘ with C.AD noton Simvastatin Simvastatin 2N
recent lipid lowering drug 77 75 6 160 121 unclear 3 No
Fund 20 20
; treatment (0.32,4.57)
Multicentre
Goldberg
(2006)° ) ) o 3110
VYTAL Nortl T2DM, hemoglobin A-1c < 8.5% | Simvastatin Atorvastatin
America Pharm. and LDL-c > 100 mg/dL 20-40 494 10-40 732 6 145 044 yes 3 | No
(0.12, 1.61)
Fund
Multicentre
Catapano
(2006)38 Hypercholesterolemia, Rosuvastatin Rosuvastatin 16/17
North America heterogeneous 10-year CHD risk 20-80 1437 10-40 1447 6 173 0.95 yes 4 No
Pharm. Fund estimates (0.48, 1.88)
Multicentre

Serious Adverse Events - Follow-up 2 24 weeks duration
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Trial Population sl’)tat'" Combo | Statin | Mono | "% T | Baseline | o cvenes | aac | Y2dad | 17
ose N Dose N LDL-c . Score
(wk) Odds ratio
(mg/day) (mg/day) (mgldL) | 959, c)
Ballantyne
(2003)
Ezrgltjl[)mbe Study 10 HC, heterogengous 10-year Atorvastatin 201 Atorvastatin 45 59 183 (1)77/2 unclear 9 No
. CHD risk estimates 80 80
International (0.26,2.12)
Pharm. Fund
Multicentre
Masana (2005)42
Ezetimibe study Participants on stable statin Simvastatin Simvastatin 43/13
group treatment but not on ATP Il LDL-c 296 57 48 136 0.58 unclear 3 No
. 80 80
International goals (0.29, 1.16)
Pharm. fund
Goldberg
(2004)2; q h 28/6
Ezetimibe Study 10 HC, heterogeneous 10-year Simvastatin Simvastatin
Group CHD risk estimates 10-80 539 20-80 229 48 175 2.04 yes 4 No
. (0.83, 4.99)
International
Pharm. fund
Davidson
(2002)4
Ezetimibe study . . . . 8/4
group North 10HCEEE¥?SEiE§ﬁi;éé}year Suquggmn 87 Suqzﬁggnm 22 48 179 0.46 yes 4 No
America Pharm. (0.12,1.68)
Fund
Multicentre
Landray
(2006 Participants with renal disease . . . . 36/25
Ellfr-glpAeRE;al;\rm and without definitive indication Slmvzag tatin 102 S'mV;(‘;‘ @in1 901 24 119 1.66 yes 2 Yes
' for cholesterol lowering (0.90, 3.04)

Fund
Multicentre
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘c"l’:;:tfs
Statin i " | Baseline .
Trial Population Combo | Statin ) Mono | ==, withevents | AAc | 1adad | jrrp
Dose N Dose N LDL-c . Score
d (wk) dL Odds ratio
(mg/day) (mg/day) (mg/dL) (95% Cl)
Gaudiani Participants with T2DM on stable
(2005)27 thiazolidinediones, some of . . _ . 51
North America whom had previously completed S|mv2a§ tatin 104 va;g tatin 110 24 93 5.51 unclear 3 No
Pharm. Fund a simvastatin trial, with LDL-c > (0.63, 47.94)
Multicentre 100 mg/dL
Serious Adverse Events - Lower dose simvastatin combination therapy versus higher dose simvastatin monotherapy, both = 24 wks follow up
Gaudiani Participants with T2DM on stable
(2005)27 thiazolidinediones, some of Simvastatin Simvastatin 51
North America whom had previously completed 20 104 0 110 24 93 5.51 unclear 3 No
Pharm. Fund a simvastatin trial, with LDL-c > (0.63, 47.94)
Multicentre 100 mg/dL
Feldman
(2004)10 . ) . ) ) ) . 23/12
North America | ForioPanis wilh CHDorrisk ) -Simwasiain | - gy | SIMVASEIN | p55 | 53 169 1.26 unclear | 2| No
Pharm. Fund q (0.63,2.53)
Multicentre
Serious Adverse Events - Lower dose simvastatin combination therapy versus higher dose simvastatin monotherapy in those requiring intensive lipid lowering
therapy, fixed dose only
Gaudiani Participants with T2DM on stable
(2005)27 thiazolidinediones, some of Simvastatin Simvastatin 51
North America whom had previously completed 20 104 0 110 24 93 5.51 unclear 3 No
Pharm. Fund a simvastatin trial, with LDL-c > (0.63,47.94)
Multicentre 100 mg/dL
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Combo/mono:

Combination Monotherapy cotiow. | T p';‘:t’:‘ctl’:;:tfs
Statin i " | Baseline .
Trial Population Combo | Statin ) Mono | ==, withevents | AAc | 1adad | jrrp
Dose N Dose N LDL-c Odds rati Score
Iday) (mg/day) (wh) (mg/dL) .
(mg/day giday (95% Cl)
Serious Adverse Events - Lower dose simvastatin combination therapy versus higher dose simvastatin monotherapy in those requiring intensive lipid lowering
therapy, fixed and/or conditional titration
Gaudiani Participants with T2DM on stable
(2005)27 thiazolidinediones, some of . . _ . 51
North America whom had previously completed S|mv2aOs tatin 104 va:g tatin 110 24 93 5.51 unclear 3 No
Pharm. Fund a simvastatin trial, with LDL-c > (0.63, 47.94)
Multicentre 100 mg/dL
Feldman
(2004)0 . ) . . . . . 23/12
North America | rieIPants Wil CHD arrisk | Sivastatin |+ g | SMVAstAln | 553 | 53 169 1.26 unclear | 2| No
Pharm. Fund q (0.63, 2.53)
Multicentre
Cancer, all trials
Goldberg
(2004)% 6/1
Ezetimibe Study 10 HC, heterogeneous 10-year Simvastatin 539 Simvastatin 299 18 957
Group CHD risk estimates 10-80 20-80 '
. (0.31, 21.44)
International
Pharm. fund 175 yes 4 No
Landray
(2006)2 ey . .
Participants with renal disease . . . . 410
UK-HARP- and without definitive indication | S'estatn | qgp | SIVastatin g, | o 9.7
Europe Pharm. for chol I . 20 20
Fund or cholesterol lowering (0.49, 174.53)
Multicentre 119 yes 2 Yes
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Table 2. Surrogate outcome — Achieving ATP-lll target LDL-c using ezetimibe plus statin therapy compared with statin monotherapy

ATP Ill target for LDL-c

Fund Multicenter

Combo/mono AAC | Jadad | ITTA
Combination Monothera Follow- Trial Number of Score
Trial Population Statin Combo N Stz‘tlin Mono u Baseline participants with
P Dose Dose N (W'i’() LDL-c events
(mgl/day) (mgldL) Odds ratio
(mg/day)
(95% CI)
Relative probability of attaining ATPIII LDL-c goal — All trials
Feldman (2004)1 . .
. Participants with , , , , 363/147
North America CHD or risk Simvastatin 451 Simvastatin 248 23 169 583 unclear 9 no
Pharm. Fund . 10-40 40
. equivalent (2.01, 4.00)
Multicenter
10HC, LDL >=
Stein (2004)4 130 mg/dL despite Atorvastatin Atorvastati 67/22
International diet and 40 278 n 290 14 186 3.87 unclear 3 yes
Pharm. fund atorvastatin 10 80 (2.31, 6.47)
mg/day
Ballantyne
(2003)% 1oHC
Ezetimibe Study hetero en’eous Atorvastatin Atorvastati 215/180
Group 10- eargCHD risk 10-80 252 n 245 12 183 2.10 unclear 2 no
International yeal 10-80 (1.34, 3.29)
estimates
Pharm. Fund
Multicenter
. HC, Participants
46 ’
Stein (2.008) with documented Fluvastatin Fluvastatin 54/41
International . . 64 69 12 174 3.69 yes 5 yes
statin associated 80 80
Pharm. fund (1.61, 8.44)
myopathy
30
Kerzner (2003) 19HC,
Ezetimibe Study heterogeneous Lovastatin Lovastatin 1271107
Group North g . 192 220 12 179 2.06 unclear 3 yes
X 10-year CHD risk 10-40 10-40
America Pharm. estimates (1.38, 3.08)
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ATP Ill target for LDL-c

Combo/mono AAC | Jadad | ITTA
Combination Monothera Follow- Trial Number of Score
Trial Populati Statin Combo N Stmt,' Mono Baseline | participants with
ria opulation Dose ombo I:)a in N qu; LDL-c ovents
(mg/day) ose Wk | (mgiaL) 0dds ratio
(mgl/day)
(95% CI)
Melani (2003)2 1oHC
Ezetimibe Study heterogen,eous Pravastatin Pravastatin 144797
Group North 10-year CHD risk 10-40 204 10-40 203 12 178 2.62 yes 4 yes
America Pharm. estimates (1.74,3.94)
Fund Multicenter
Davidson (2002)40 1oHC
Ezetimibe study hetero en’eous Simvastatin Simvastatin 2071167
group North g . 268 261 12 179 191 yes 4 no
. 10-year CHD risk 10-80 10-80
America Pharm. estimates (1.30, 2.80)
Fund Multicenter
Shankar (2007)** hse?g:g ﬁﬂ:gj; Simvastatin Simvastatin 101/78
Asia Pharm. Fund g . 114 116 12 127 3.79 unclear 2 yes
. 10-year CHD risk 10 10
Multicenter : (1.89, 7.59)
estimates
Barrios (2005)4° . . . Atorvastati 169/109
International %Hav(;rlgr?tk S|mv2a§tat|n 217 n 210 6 124 3.26 unclear 3 no
Pharm. fund a 20 (2.14, 4.96)
Cruz-Fernandez
(2005)32 all with vascular Atorvastatin Atorvastati 178/49
International disease LDL- 10-20 219 n 225 6 122 15.59 unclear 4 no
Pharm. Fund ¢>190 and/or DM 10-20 (9.80, 24.81)
Multicenter
Ballantyne
(2005)47 Participants with Simvastatin Atorvastati 828/752
VYVA North CAD on low dose 10-80 923 n 927 6 178 2.03 yes 2 no
America Pharm. atorvastatin 10-80 (1.55, 2.65)

Fund Multicenter
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ATP Ill target for LDL-c

Combo/mono AAC | Jadad | ITTA
Combination Monothera Follow- Trial Number of Score
Trial Population Statin Combo N Str;)t,in Mono u Baseline participants with
P Dose Dose N (wIﬂ) LDL-c events
(mgl/day) (mg/dL) Odds ratio
(mg/day)
(95% CI)
Blagden (2007)% . . . Atorvastati 66/36
Europe Pharm. gAag'C;ﬁ);?;sng.:.tl he Atoerl()s tatin 72 n 76 6 157 12.22 unclear 4 yes
Fund Multicenter ’ 10 (4.73,31.58)
Goldberg
2006_1)° T2DM, . . Atorvastati 215/197
( hemoglobin A-1c Simvastatin
VYTAL North g 238 n 240 6 145 2.04 yes 3 no
. <8.5%and LDL- 20
America Pharm. ¢ > 100 ma/dL 20 (1.19, 3.51)
Fund Multicenter g
Goldberg
(2006_2)° oot simvastain Morvastati 2261214
VYTAL North g 242 n 241 6 145 1.78 yes 3 no
. <8.5%and LDL- 40
America Pharm. ¢ > 100 ma/dL 40 (0.93, 3.40)
Fund Multicenter g
Constance (2007)2 | Participants with Simvastatin Atorvastati 392/154
International T2DM on low 20-40 442 n 219 6 94 3.31 yes 3 no
Pharm. fund dose atorvastatin 20 (2.19,5.00)
Participants not
34
Eféréomzrg]%) meeting ATP Il 1377/199
America. Pharm target LDL-c Mixed 1940 Mixed 968 6 129 9.45 yes 4 no
Fund Multicentér despite statin (7.86, 11.36)
therapy
Ballantyne Rosuvastati 221/182
36 1 1
I(Ezl?r?)e Pharm CSDui?/g?eEtSk Rosuzgstatln 235 n 230 6 160 4.16 unclear 1 no
p ' a 40 (2.22,7.79)

Fund Multicenter
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ATP Ill target for LDL-c

Combo/mono AAC | Jadad | ITTA
Combination Monothera Follow- Trial Number of Score
Trial Population Statin Combo N Str;)t,in Mono u Baseline participants with
P Dose Dose N (wIﬂ) LDL-c events
(mgl/day) (mg/dL) Odds ratio
(mg/day)
(95% CI)
Hypercholesterole
38
ﬁiﬁ? Zr;?e(ﬁgfﬁ) mia, Simvastatin Rosuvastati 1368/1328
Pharm. Fund heterogeneous 20-80 1427 n 1428 6 173 1.75 yes 3 no
Multicénter 10-year CHD risk 10-40 (1.25,2.43)
estimates
i 31
;?é?fz;ti(jr?gﬁ) Participants with Simvastatin Simvastatin 133/31
CAD on low dose 179 186 6 123 14.46 unclear 5 no
Pharm. Fund . . 10-20 10-20
Multicenter simvastatin (8.67, 24.10)
Brohet (2005)3 Participants with Simvastatin Simvastatin 164/36
Europe Pharm. CAD on low dose 10-20 204 10-20 207 6 123 19.48 unclear 5 no
Fund Multicenter simvastatin (11.83, 32.06)
Participants with
T2DM on stable
. thiazolidinediones
27 !
Gaudiani (2.005) some of whom , , . . 28/13
North America . Simvastatin Simvastatin
Pharm. Eund had previously 20 37 0 33 6-24 93 4.79 unclear 3 no
Multicénter completed a (1.72,13.35)
simvastatin trial,
with LDL-c > 100
mg/dL
Masana (2005)2 Participants on
Ezetimibe study stable statin , , . . 61/14
treatment but not Simvastatin Simvastatin
group 73 80 23 136 23.96 unclear 3 no
, on ATP Il LDL-c 20 40
International oals. DM (10.28, 55.84)
Pharm. fund goas,
subgroup

Simvastatin - Lower dose simvastatin in combination versus higher dose monotherapy
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ATP Ill target for LDL-c

Combo/mono AAC | Jadad | ITTA
Combination Monothera Follow- Trial Number of Score
Trial Population Statin Combo N Str;)t,in Mono u Baseline participants with
P Dose Dose N (wIﬂ) LDL-c events
(mgl/day) (mg/dL) Odds ratio
(mg/day)
(95% CI)
Feldman (2004)10 - .
) Participants with . . . . 90/147
North America CHD or risk Simvastatin 109 Simvastatin 248 23 169 3.5 unclear 9 no
Pharm. Fund . 20 40
. equivalent (1.87,5.67)
Multicenter
Participants with
T2DM on stable
. thiazolidinediones
27 !
Gaudiani (2.005) some of whom , , . . 28/13
North America . Simvastatin Simvastatin
Pharm. Eund had previously 20 37 0 33 6-24 93 4.79 unclear 3 no
. completed a (1.72,13.35)
Multicenter . o
simvastatin trial,
with LDL-c > 100
mg/dL
Participants requiring intensive lipid lowering therapy
Ballantyne .
(2007)3% CHD and risk Rosuvastatin Rosuvastatl 2211182
. 235 n 230 6 160 4.16 unclear 1 no
Europe Pharm. equivalent 40 40 (2.22.7.79)
Fund Multicenter I
Barrios (2005)4 , , , Atorvastati 169/109
International C;Hlljjivcglgr?tk S|mv2a§tatm 217 n 210 6 124 3.26 unclear 3 no
Pharm. fund a 20 (2.14, 4.96)
Blagden (2007)3 . . . Atorvastati 66/36
Europe Pharm. g:g'i?;?;snv;:.:l he Atorvlaos tatin 72 n 76 6 157 12.22 unclear 4 yes
Fund Multicenter ’ 10 (4.73,31.58)
Brohet (2005)33 Participants with Simvastatin Simvastatin 164/36
Europe Pharm. CAD on low dose 10-20 204 10-20 207 6 123 19.48 unclear 5 no
Fund Multicenter simvastatin (11.83, 32.06)
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ATP Ill target for LDL-c

Combo/mono AAC | Jadad | ITTA
Combination Monothera Follow- Trial Number of Score
Trial Population Statin Combo N Str;)t,in Mono u Baseline participants with
P Dose Dose N (wIﬂ) LDL-c events
(mgl/day) (mg/dL) Odds ratio
(mg/day)
(95% CI)
Participants not
34
Ef\asréomzrg]%) meeting ATP Il 546/83
. target LDL-c Mixed 768 Mixed 395 6 129 9.25 yes 4 no
America Pharm. . .
. despite statin (6.93,12.33)
Fund Multicenter
therapy
Constance (2007)2 | Participants with Simvastatin Atorvastati 392/154
International T2DM on low 20-40 442 n 219 6 94 3.31 yes 3 no
Pharm. fund dose atorvastatin 20 (2.19,5.00)
Cruz-Fernandez
(2005)32 all with vascular Atorvastatin Atorvastati 178/49
International disease LDL- 10-20 219 n 225 6 122 15.59 unclear 4 no
Pharm. Fund ¢>190 and/or DM 10-20 (9.80, 24.81)
Multicenter
i 31
;?é?hez;ti(gr?gﬁ) Participants with Simvastatin Simvastatin 133/31
CAD on low dose 179 186 6 123 14.46 unclear 5 no
Pharm. Fund . . 10-20 10-20 8.67 24.10
Multicenter simvastatin (8.67,24.10)
Feldman (2004)10 . .
North America Partlmpant; with Simvastatin Simvastatin 363147
CHD or risk 451 248 23 169 2.83 unclear 2 no
Pharm. Fund . 10-40 40
Multicenter equivalent (2.01, 4.00)
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ATP Ill target for LDL-c

Combo/mono AAC | Jadad | ITTA
Combination Monothera Follow- Trial Number of Score
Trial Population Statin Combo N Str;)t,in Mono u Baseline participants with
P Dose Dose N (wIﬂ) LDL-c events
(mgl/day) (mg/dL) Odds ratio
(mg/day)
(95% CI)
Participants with
T2DM on stable
I thiazolidinediones
Gaudiani (2005)27 '
North America Eor(rj]e of yvho:n Simvastatin Simvastatin 28113 |
Pharm. Eund ad previously 20 37 40 33 6-24 93 4.79 unclear 3 no
Multicénter completed a (1.72,13.35)
simvastatin trial,
with LDL-¢c > 100
mg/dL
Goldberg
(2006_1)° T2DM, . . Atorvastati 215/197
hemoglobin A-1c Simvastatin
VYTAL North g 238 n 240 6 145 2.04 yes 3 no
. <8.5%and LDL- 20
America Pharm. 20 (2.19,3.51)
Fund Multicenter ¢ > 100 mgfdL
Goldberg
T2DM .
(2006_2)° i , , Atorvastati 226/214
VYTAL North hemoglobin A-lc | - Simvastatin |, n 241 6 145 178 yes 3 no
; <8.5% and LDL- 40
America Pharm. 40 (0.93, 3.40)
Fund Multicenter ¢ > 100 mgfalL
. HC, Participants
46 !
Stein (2.008) with documented Fluvastatin Fluvastatin 2414
International . . 30 33 12 174 5.43 yes 5 yes
statin associated 80 80
Pharm. fund (1.75, 16.80)
myopathy
Masana (2005)%2 Participants on
Ezetimibe study stable statin . . . . 61/14
treatment but not Simvastatin Simvastatin
group 73 80 23 136 23.96 unclear 3 no
International on ATP Il LDL-c 20 40 (10.28, 55.84)
Pharm. fund goals, DM T
' subgroup
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ATP Ill target for LDL-c

Combo/mono AAC | Jadad | ITTA
Combination Monothera Follow- Trial Number of Score
Trial Population Statin Combo N Str;)t,in Mono u Baseline participants with
P Dose Dose N (wIﬂ) LDL-c events
(mgl/day) (mg/dL) Odds ratio
(mg/day)
(95% CI)
Shankar (2007)** hse(t)gﬁg Ae\j]lggjis Simvastatin Simvastatin 75/59
Asia Pharm. Fund | o° eargCHD fo 0 85 00 85 12 127 331 unclear | 2 yes
Multicenter yeal (1.48, 7.39)
estimates
Simvastatin - Lower dose simvastatin in combination versus higher dose monotherapy (all participants required intensive treatment)
Feldman (2004)1 . .
) Participants with . . . . 90/147
North America CHD or risk Simvastatin 109 Simvastatin 248 23 169 3.5 unclear 9 no
Pharm. Fund . 20 40
. equivalent (1.87,5.67)
Multicenter
Participants with
T2DM on stable
. thiazolidinediones
27 !
Gaudiani (2.005) some of whom , , , . 28/13
North America . Simvastatin Simvastatin
had previously 37 33 6-24 93 4.79 unclear 3 no
Pharm. Fund 20 40
. completed a (1.72, 13.35)
Multicenter . o
simvastatin trial,
with LDL-c > 100
mg/dL
Participants with diabetes mellitus
Constance (2007)2 | Participants with Simvastatin Atorvastati 392/154
International T2DM on low 20-40 442 n 219 6 94 331 yes 3 no
Pharm. fund dose atorvastatin 20 (2.19,5.00)
Cruz-Fernandez
(2005)32 all with vascular Atorvastatin Atorvastati 178/49
International disease LDL- 10-20 219 n 225 6 122 15.59 unclear 4 no
Pharm. Fund ¢>190 and/or DM 10-20 (9.80, 24.81)
Multicenter
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ATP Ill target for LDL-c

Combo/mono AAC | Jadad | ITTA
Combination Monothera Follow- Trial Number of Score
Trial Population Statin Combo N Str;)t,in Mono u Baseline participants with
P Dose Dose N (wIﬂ) LDL-c events
(mgl/day) (mg/dL) Odds ratio
(mg/day)
(95% CI)
Participants with
T2DM on stable
Gaudiani (20057 thiazolidinediones,
. some of whom . . . , 28/13
North America . Simvastatin Simvastatin
had previously 37 33 6-24 93 4.79 unclear 3 no
Pharm. Fund 20 40
Multicenter _complet_ed a (1.72,13.35)
simvastatin trial,
with LDL-c > 100
mg/dL
Goldberg
(2006_1)° hemoTZIcI))b'\i/rl{ Adc Simvastatin Atorvastati 215/197
VYTAL North g 238 n 240 6 145 2.04 yes 3 no
. <8.5%and LDL- 20
America Pharm. ¢ > 100 ma/dL 20 (1.19,3.51)
Fund Multicenter g
Goldberg
T2DM .
(2006_2)° i , , Atorvastati 226/214
VYTAL North hemoglobin A-lc | - Simvastatin |, n 241 6 145 178 yes 3 no
. <8.5%and LDL- 40
America Pharm. ¢ > 100 ma/dL 40 (0.93, 3.40)
Fund Multicenter g
Participants not
34
EZ@E"R&S}OS) meeting ATP Il 546/83
America Pharm target LDL-c Mixed 768 Mixed 395 6 129 9.25 yes 4 no
Fund Multicentér despite statin (6.93,12.33)
therapy
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ATP Ill target for LDL-c

Combo/mono AAC | Jadad | ITTA
Combination Monothera Follow- Trial Number of Score
Trial Population Statin Combo N Str;)t,in Mono u Baseline participants with
P Dose Dose N (wIﬂ) LDL-c events
(mgl/day) (mg/dL) Odds ratio
(mgl/day)
(95% CI)
Masana (2005)% Participants on
o stable statin
Ezetimibe study , , : , 61/14
treatment but not Simvastatin Simvastatin
group on ATP I LDL-c 20 73 40 80 23 136 23.96 unclear 3 no
International (10.28, 55.84)
goals, DM
Pharm. fund
subgroup
Participants with established vascular disease
Blagden (2007)3 . . . Atorvastati 66/36
Europe Pharm. gAag'C;ﬁ);?;sng.:.tl he Atoerl()s tatin 72 n 76 6 157 12.22 unclear 4 yes
Fund Multicenter ’ 10 (4.73,31.58)
Brohet (2005)3 Participants with . . . _ 164/36
Europe Pharm. | CADonlowdose | Sesci | go4 | ST | o7 6 123 19.48 unclear | 5 | no
Fund Multicenter simvastatin (11.83, 32.06)
Cruz-Fernandez
(2005)32 all with vascular Atorvastatin Atorvastati 178/49
International disease LDL- 10-20 219 n 225 6 122 15.59 unclear 4 no
Pharm. Fund ¢>190 and/or DM 10-20 (9.80, 24.81)
Multicenter
i 31
::rﬁgr]:}earti(gr?glm Participants with Simvastatin Simvastatin 133/31
CAD on low dose 179 186 6 123 14.46 unclear 5 no
Pharm. Fund . . 10-20 10-20
. simvastatin (8.67, 24.10)
Multicenter
Shankar (2007)** hSe?SEQ Aeﬂggi's, Simvastatin Simvastatin 75/59
Asia Pharm. Fund g . 85 85 12 127 331 unclear 2 yes
. 10-year CHD risk 10 10
Multicenter ) (1.48,7.39)
estimates

Participants of Hispanic origin

D-33




ATP Ill target for LDL-c

Combo/mono AAC | Jadad | ITTA
Combination Monothera Follow- Trial Number of Score
Trial Population Statin Combo N Str;)t,in Mono u Baseline participants with
P Dose Dose N (wIﬂ) LDL-c events
(mg/day) (mg/dL) Odds ratio
(mg/day)
(95% CI)
Pearson (2005)% Partlglpaztﬁpnﬁ} 16/
EASE North meeting . . 6/8
. target LDL-C Mixed 71 Mixed 42 6 129 7.82 yes 4 no

America Pharm. . h

. despite statin (3.14,19.45)
Fund Multicenter

therapy
Participants of African origin
Participants not
34
EZ@E"R&S}OS) meeting ATP Il 85/24
. target LDL-c Mixed 135 Mixed 73 6 129 347 yes 4 no
America Pharm. despite statin (1.90, 6.33)
Fund Multicenter p RS
therapy
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Table 3. Surrogate outcome — LDL-c using ezetimibe plus statin therapy compared with statin monotherapy

Low density lipoprotein cholesterol

Combo-
Combination Monotherapy Mean mono:
Statin Combo Statin Mono Follow- Baseline mean Jadad
Trial Population up difference AAC ITTA
Dose N Dose N LDL-c o Score
(mglday) (mglday) WK} | (mgrar) | 5% CI)
mg/dL
Combination — monotherapy: difference in LDL-c post-treatment mean or mean change score from baseline (mg/dL)
Kastelein
(2008)% ) . , . , -51.40
ENHANCE FHC, LDL-c Simvastatin 357 Simvastatin 363 9% 318 (-59.67, yes 3 no
: > 210 mg/dL 80 80
International -43.13)
Pharm. fund
Gagne (2002)t2 Homozygous
g FHC, 7 (14%)
Ezetimibe Study | - icinants Mixed Mixed 72.00
Group partcip 29 16 12 309 (-140.80, | unclear 3 no
, between 12- 40-80 80
International 18 vears of -3.20)
Pharm. fund y
age
McKenney
(2007_1) HC,
COMPELL heterogeneou Simvastatin Rosuvastatin 500
study North s 10-year 10 72 10 73 12 197 (-9.79, - unclear 2 no
America CHD risk 0.21)
Pharm. Fund estimates
Multicenter
Shankar South Asians,
(2007)% heterogeneou Simvastatin Simvastatin 630
Asia Pharm. s 10-year 10 114 10 116 12 127 (-15.61, unclear 2 yes
Fund CHD risk 3.01)
Multicenter estimates
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Participants
Landray with renal
(2006)26 disease and 118,00
UK-HARP-II wnhggt Simvastatin 102 Simvastatin 101 21 119 (:25.79, - yes yes
Europe Pharm. | definitive 20 20 10.21)
Fund indication for '
Multicenter cholesterol
lowering
Brohet (2005)33 Pgrticipants _ _ _ _ 28.64
Europe Pharm. | with CAD on Simvastatin 204 Simvastatin 207 6 123 (3194, - unclear no
Fund low dose 10-20 10-20
Multicenter simvastatin 25.34)
Ballantyne
(2007)36 , . . -24.60
Europe Pharm. g(::i/:lg?]tr isk ROS“X‘(")Sta“” 235 ROS“X"(")Stat'” 230 6 160 | (-29.39,- | unclear ho
Fund 19.81)
Multicenter
Piorkowski Participants 1354
|(52007)48 _ with CAD and Atorvastatin 2% Atorvastatin 25 A 136 (35,19, unclear no
urope Single | on low dose 10 40 811)
centre atorvastatin '
Healthy
Kosoglou participants
(2004_a)*® WIh LDL-C>= | o) vastatin Rosuvastatin 34.06
Europe Pharm. | 130 mg/dL 10 11 10 11 2 158 (-48.37, - unclear yes
Fund Single and BMI < 19.75)
centre 31kg/m2. Low
risk
Healthy
participants of
Kosoglou European
(2004_b)0 descent with Lovastatin Lovastatin 34.16
North America LDL-c >=130 20-40 15 20 8 2 177 (-46.91, - unclear yes
Pharm. Fund mg/dL and 21.41)
Single centre BMI <
31kg/m2. Low
risk
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Kosoglou
(2002)% Healthy male Simvastatin Simvastatin 2550
North America participants. 10 11 10 12 2 169 (-43.55, - unclear no
Pharm. Fund Low risk 7.45)
Single centre
Berthold
(2006)°* Healthy male | o, statin Simvastatin ~20.00
Europe Pharm. | participants. 40 24 40 24| 2-3 114 (-31.63, - unclear yes
Fund Single Low risk 8.37)
centre
Chenot (2007)52 | Tertiary care Simvastatin Simvastatin -35.00
Europe Single | patients with 20 20 1 146| (-55.26, - unclear yes
40 40
centre acute Ml 14.74)
Participants in need of intensive lipid lowering therapy - all trials
Brohet (2005)% | Participants with 28.64
Europe Pharm. | CAD on low Simvastatin 204 Simvastatin 207 6 123| (-31.94, - unclear o
Fund dose 10-20 10-20
; , , 25.34)
Multicenter simvastatin
Gagne (2002)'* | Homozygous
Ezetimibe Study | FHC, 7 (14%) Mixed Mixed -72.00
Group participants 40-80 29 80 16 12 309 (-140.80,- | unclear no
International between 12-18 3.20)
Pharm. fund years of age
Ballantyne
(2007)36 , , . -24.60
Europe Pharm. ST?VZE‘:]{ Isk fgsu"aﬁa“” 235 Egsu"aﬂa““ 230 6 160 (-29.39,- | unclear o
Fund a 19.81)
Multicenter
Piorkowski Participants with 1354
(2007)48 CAD and on low | Atorvastatin Atorvastatin A
Europe Single | dose 10 26 40 25 4 136| (-35.19, unclear no
. 8.11)
centre atorvastatin
Chenot (2007)52 | Tertiary care Simvastatin Simvastatin -35.00
Europe Single | patients with 20 20 1 146 (-55.26, - unclear yes
40 40
centre acute Ml 14.74)
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Kastelein
(2008)3 ) . . . . -51.40
ENHANCE FHC, LDL-c > Simvastatin 357 Simvastatin 363 9% 318/ (-59.67, - yes no
. 210 mg/dL 80 80
International 43.13)
Pharm. fund
Lower dose atorvastatin in combination versus higher dose monotherapy of the same In those requiring intensive lipid lowerin
Piorkowski Participants with 1354
48 1 1 '
(2007) _ CAD and on low | Atorvastatin 2% Atorvastatin 25 4 136| (-35.19, unclear o
Europe Single | dose 10 40
. 8.11)
centre atorvastatin
Participants with LDL-c2190
Gagne (2002)'* | Homozygous
Ezetimibe Study | FHC, 7 (14%) Mixed Mixed -72.00
Group participants 40-80 29 80 16 12 309 (-140.80,- | unclear no
International between 12-18 3.20)
Pharm. fund years of age
Kastelein
(2008)3 ) . . , . -51.40
ENHANCE FHC, LDL-c > Simvastatin 357 Simvastatin 363 9% 318/ (:59.67, - yes no
. 210 mg/dL 80 80
International 43.13)
Pharm. fund
Participants with vascular disease
Brohet (2005)% | Participants with 28.64
Europe Pharm. | CAD on low Simvastatin 204 Simvastatin 207 6 123| (-31.94, - unclear o
Fund dose 10-20 10-20
; . , 25.34)
Multicenter simvastatin
Piorkowski Participants with 1354
48 1 1 '
(2007) _ CAD and on low | Atorvastatin 2% Atorvastatin 25 A 136| (3519, unclear no
Europe Single | dose 10 40
. 8.11)
centre atorvastatin
Chenot (2007)52 | Tertiary care Simvastatin Simvastat