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Appendix I - Details of search strategy

Source of retrieved studies: 

1. Reference lists of previous international hypertension guidelines and meta-analyses

2. MEDLINE, Cochrance Library, and Web of Science databases published through December 2014. 

Medline search strategy: 
1. hypertens*[tw]

2. blood pressure*[tw] reduction*[tw]

3. blood pressure lowering*[tw] 

4. Hypertension / all subheadings

5. antihypertensive*[tw]

6. 1 OR 2 OR 3 OR 4 OR 5

7. stroke*[tw] 

8. transient ischemic attack*[tw]

9. 7 OR 8

10. 6 AND 9

11. randomized controlled trial [Publication Type]

12. controlled clinical trial [Publication Type]

13. 11 OR 12

14. 10 AND 13

Inclusion criteria for eligible trials:

1. Randomized clinical trials (RCTs) comparing any of the 6 most commonly used antihypertensive classes: angiotensin converting enzyme inhibitor (ACEI), angiotensin receptor blocker (ARB); alpha-blocker, beta-blocker; calcium channel blocker (DCCB), and calcium channel blocker or their combinations versus placebo or comparing one type of antihypertensive agents with another type; 

2. RCTs enrolling >50 patients with follow-up of >6 months; and 

3. RCTs reporting the outcomes of interest with a follow-up of more than a month. Studies on secondary prevention were eligible if they were RCTs and assessed the effects of antihypertensive agents on subjects with a prior stroke (>14 days after ictus) or transient ischemic attack. The results of subgroup analyses in RCTs were considered eligible if relevant information could be provided.

Appendix II- Methods and results of critical appraisal

Assessment of Methodological Quality/Critical Appraisal

Research papers selected for retrieval were assessed by 2 reviewers for methodological validity prior to inclusion in the review using the risk of bias table in RevMan 5.3. 

Any disagreements that arose between the reviewers were resolved through discussion, or with a third reviewer. The risk of bias for each included study was presented in the following Figures. 

Methodological quality

Through the critical appraisal of all included primary prevention studies, some degree of methodological weakness was identified (Figure S1). Different degrees of methodological weakness were identified through the critical appraisal of all studies. In general, of the secondary prevention studies, all included studies are at low risk of bias. Although they were all double-blind, randomized, placebo-controlled trial, details of the randomization and blinding techniques were not provided in some studies.

Appendix III-Online Supplementary Table
	Table S1A. Inconsistency factors (secondary prevention of stroke patients on major adverse cardiac cerebral vascular events)

	Cycle
	Median (95% CrI)

	ARB, Dihydropyridine CCB, Placebo
	0.26 (-0.98, 1.88)

	Table S1B. Inconsistency factors (secondary prevention of stroke patients on recurrent stroke)

	Cycle
	Median (95% CrI)

	ARB, Dihydropyridine CCB, Placebo
	0.33 (-0.47, 1.55)

	Table S1C. Inconsistency factors (secondary prevention of stroke patients on coronary heart diseases)

	Cycle
	Median (95% CrI)

	ARB, Dihydropyridine CCB, Placebo
	0.10 (-1.38, 2.15)


Supplementary appendix Figure Legend

Figure S1. Risk of bias graph: reviewers' judgements about each risk of bias item presented as percentages across all included secondary prevention studies.
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Figure S1. Wang et al.




Figure S2. Relative risk (RR) of recurrent stroke plotted against the average SBP reduction between the treatment and control groups. The size of the label is proportional to the inverse of the variance. The relationship between log RR and the average SBP reduction was expressed as follows: LogRR =-0.1667-0.0143 x Average reduction in SBP between treated and control group with model p value: 0.1618, and Adjusted R2: 0.1995
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Figure S3. Event rate of coronary heart disease (CHD) plotted against the final achieved SBP from combining the treatment and control groups. The size of the label is proportional to the inverse of the variance. The relationship between event rate and final achieved SBP was expressed as follows: event rate= =-13.9719+0.1465 x Final achieved SBP with model p value: 0.1577, and Adjusted R2: 0.03678; or event rate = -73.397123+0.912920 x Final achieved SBP-0.002447 x (Final achieved SBP)2 with model p value=0.3488, and adjusted R2: 0.006548
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Figure S4. Relative risk (RR) of coronary heart diseases (CHD) plotted against the average SBP reduction between the treatment and control groups. The size of the label is proportional to the inverse of the variance. The relationship between log RR and the average SBP reduction was expressed as follows: LogRR = =-0.1594 - 0.0088 x average reduction in SBP between treated and control group with a model p value: 0.4933, and adjusted R2: 0.01
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Figure S5. Event rate of major adverse cardio-cerebral vascular events (MACCE) plotted against the final achieved SBP from combining the treatment and control groups. The size of the label is proportional to the inverse of the variance. The relationship between event rate and final achieved SBP was expressed as follows: event rate= = -39.0631+0.4153 x Final achieved SBP with model p value: 0.05853, and Adjusted R2: 0.09062; or event rate = -266.82+3.371 x Final achieved SBP- 0.009437 x (Final achieved SBP)2 with model p value= 0.134, and adjusted R2: 0.07448
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Figure S6. Relative risk (RR) of major adverse cardio-cerebral vascular events (MACCE) plotted against the average SBP reduction between the treatment and control groups. The size of the label is proportional to the inverse of the variance. The relationship between log RR and the average SBP reduction was expressed as follows: LogRR = = -0.2152-0.0107 x average reduction in SBP between treated and control group with a model p value: 0.2411, and adjusted R2: 0.1177
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Figure S7. Subgroup analysis based on the different baseline BP, final achieved BP, time-averaged BP reduction magnitude, and study countries to compare the risk ratios for coronary heart diseases (CHD) across different subgroups.
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Figure S8. Subgroup analysis based on the different baseline BP, final achieved BP, time-averaged BP reduction magnitude, and study countries to compare the risk ratios for major adverse cardio-cerebral vascular events (MACCE) across different subgroups.
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