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Webfigure 1. Effect of class of antihypertensive agent on incidence of headache compared to

other antihypertensive classes or placebo, different CCB classes analysed separately

Drug M EventsTrls OR 95% CI Headache p-Val pHet  rSBP rDBP
Each drug vs all other classes

ccB 37093 4225 74 1.13 0.98 1.31 —.— 0.1013 0.0000 -0.7 -1.1
CCBND 5639 473 27 1.37 112 1.67 i — 0.0036 0.6136 0.4 -1.3
Diuretic 8817 737 39 1.18 0.96 1.45 T—— 0.1112 0.0240 -1.B2 0.9
ARB 25064 2738 40 0.92 0.77 110 —.-— 0.26928 0.0460 1.2 11
ACEI 22407 1858 77 0.89 0.76 1.04 — 0.1347 0.0035 -0.4 0.8
BE 7344 730 49 0.73 0.62 0.85 — 0.0002 0.8692 0.4 -0.7
Each drug vs placebo

ccB 6788 936 49 0.99 0.78 1.25 —_—r 0.3966 0.0001 -10.2 -5.8
CCBND 2503 275 16 0.86 0.65 1.13 —_— 0.2202 0.6288 -9.0 -5.4
Diuretic 10181 1076 31 0.75 0.64 0.89 —— 0.0011 0.3456 -12.4 -3.8
ARB 9352 1141 34 0.70 0.60 0.81 —— 0.0000 0.2915 -89 -4.8
ACEI 12557 772 50 0.71 0.60 0.34 —_— 0.0001 0.6267 -9.5 -4.7
BB 1916 120 16 0.47 0.33 0.68 —— 0.0001 0.22832 -11.2 -7.8

0.4 Odds Ratio (95% Cl) 2.5



Webfigure 2. Effect of class of antihypertensive agent on incidence of headache and variability

in SBP compared to other antihypertensive classes or placebo, limited to trials of 26 weeks

duration or less. A) Effect on incidence of headache. B) Effect on variability in SBP.

A) Drug M EventsTrls OR 95% ClI Headache p-Val pHet rSBP rDBP
Each drug vs all other classes
CCB 10807 1171 68 112 0.94 1.34 o 0.1782 0.0027 0.8 -0.4
CCBND 4225 427 26 1.44 1.16 1.78 —r— 0.0014 0.6755 -0.6 -2.0
Diuretic 5444 537 36 1.24 1.02 1.52 —— 0.0412 0.3422 -1.3 14
ARB 9288 47 37 0.88 0.73 1.06 —.—— 0.1674 0.2186 -0.1 0.1
ACEI 11208 984 70 0.88 0.73 1.06 —.—— 0.1573 0.0042 -1.1 0.6
EB 7052 713 47 0.74 0.62 0.87 —— 0.0005 0.8529 0.6 -05
Each drug vs placebo
cCB 5792 767 47 1.02 079 1.31 —— 0.3941 0.0001 -10.9 -5.9
CCBND 2503 275 16 0.86 0.65 1.13 —_—— 0.2202 0.6288 -9.0 -54
Diuretic 3903 432 28 0.75 0.61 0.23 —— 0.0126 0.4526 -7.8 -35
ARB 8565 982 33 0.66 0.57 0.76 —.— 0.0000 0.6650 -B8.9 -4.8
ACEI 7508 704 48 0.72 0.61 0.86 —— 0.0005 0.5943 -95 -4.7
BB 1888 185 15 0.46 0.32 0.65 —#— 0.0000 0.32922 -11.1 -7.8

0.4 Odds Ratio [95% CI) 2.5

B)
Drug M Trls VR 95% ClI SBP p-Val pHet
Each drug vs all other classes
CCB 1171 23 0.283 0.73 0.90 —.— 0.0067 0.0140
CCEND 427 7 0.20 0.70 1.13 —1— 0.2817 0.0276
Diuretic 537 8 0.23 0.42 1.10 0.3207 0.7236
ARB 647 13 1.10 0.21 1.29 —10— 0.2431 0.0612
ACEI 934 18 0.97 0.86 1.05 —.— 0.3622 0.0057
Beta-blocker 713 17 1.28 0.87 1.40 0.1840 0.5019
Each drug vs placebo
CCB 767 8 0.71 0.48 0.89 . 0.0812 0.1932
CCBND 275 1 1.10
Diuretic 432 2 0.82 0.34 1.30 . 0.3872 0.2879
ARB 932 b 1.02 0.75 1.18 _._ 0.3963 0.09388
ACEI 4 7 0.79 0.52 1.00 . 0.2258 0.2256
Beta-blocker 185 2 0.91 - 0.21 1.54 0.3957 + 0.2096

0.4 Variance Ratio (95% CI) 2.5



Webfigure 3. Effect of class of antihypertensive agent on incidence of headache compared to

other antihypertensive classes or placebo in trials reporting the incidence of new-onset

headache or headache felt to be drug-related.

Drug N EventsTrls OR 95% Cl p-Val pHet rSBP rDBP
Each drug vs all other

CCB 9702 858 28 1.08 0.82 1.42 _.I._ 0.3354 0.0015 -0.2 -1.0
Diuretic 1378 70 7  0.97 0.59 161 0.3969 0.6685 -0.3 16
ARB 4257 172 12 1.08 0.71 163 . 0.3739 01683 0.1 04
ACEI 10267 705 22 102 0.75 1.38 —9— 0.3958 0.0176 -0.1 0.7
BE 2482 175 13 0.72 0.52 0.99 ————— 0.0526 0.8161 1.2 0.1
Each drug vs placebo

CCB 3264 319 21 1.05 0.71 156 L 0.3886 0.0032 -9.4 -5.5
Diuretic 1955 305 7  0.66 0.51 0.85 . 0.0027 0.7617 -8.2 -3.4
ARB 1926 236 6 0.70 0.52 0.94 ——— 0.0251 0.9133 -10.0 -5.4
ACE 3374 252 14 0.73 0.54 0.97 ———— 0.0409 0.5037 -9.5 -4.0
BE 1109 81 7  0.49- 0.25 0.95 —= 0.0424 0.1114 -11.4 -8.4

0.4 Odds Ratio (95% CI) 2.5



Webfigure 4. Effect of class of antihypertensive agent on difference in variability in DBP at

follow-up compared to other antihypertensive classes or placebo.

Drug Mo Trls VR 95% CI DBP p-Val pHet

Each drug vs all other classes

CcCB 4225 25 0.93 0.83 1.05 — 0.2086 0.0105
CCEBND 473 3 0,97 076 1.24 —_— 0.2585 0.0353
Diuretic 1565 12 0.93 076 114 e 0.3143 0.0000
ARB 2738 14 1.14 1.09 1.20 . 0.0000 0.4210
ACEI 1858 20 lLoa 092 1.22 -1 0.2910 0.0125
Beta-blocker 978 18 102 0.85 1.21 e 0.3929 0.0685

Eachdrugvs placebo

CcCB 936 9 0.75 0.59 0.95 _— 0.0206 0.1604
CCBND 275 1

Diuretic lo7a 3 0.79 047 134 0.2747 0.0000
ARB 1141 6 0.95 079 1.15 ——— 0.32487 0.15354
ACEI 7777 0.85 070 L04 —_— 0.1181 0.751a
Beta-hlocker 190 2 0.97 0.29 3.28 0.2984 0.0586

0.4 Variance Ratio [95% Cl) 2.5



Webfigure 5. Effect of different non-dihydropyridine calcium channel blockers on on incidence

of headache compared to other antihypertensive classes or placebo.

Drug M EventsTrls OR 95% CI Headache p-vVal pHet  rSBP rDBFP
Each drug vs other classes

Amlod 19488 2390 24  0.82 0.75 0.89 -.- 0.0000 0.9372 -1.8 -1.4
Nitrend 815 152 5  1.98 1.18 3.32 ————=— 0.0136 0.1885 -0.1 0.6
Felod 9593 876 8  1.36 1.18 1.57 —— 0.0000 0.5049 0.0 -1.0
Israd 783 88 8 0.60 0.37 0.96 0.0396 0.5881 -2.4 -1.3
Micard 589 73 3 125 0.76 2.06 0.2680 0.6692 0.8 -0.4
Nifed 2190 281 16 1.66 1.15 2.40 ———e——£.0097 0.1429 10.6 0.5
Eachdrugvs placebo

Amlod 2750 361 13  0.61 0.48 078 ——e— 0.0001 0.4705 -14.7 -7.3
Nitrend 279 65 3  0.70 - 0.22 2.23 0.3338 0.0268 -10.2 -4.8
Felod 1502 195 12  1.27 0.90 1.77 1+ 0.1547 0.4557 -10.2 -4.9
Israd 926 119 9 129 0.74 2.25 0.2703 0.1155 -7.7 -5.2
Nicard 581 35 5  1.32 0.63 2.79 0.3058 0.4774 -15.1 -8.8
Nifed 591 142 5  1.48 0.57 3.82 0.2873 0.0012 -83 -5.0

0.4 Odds Ratio {95% Cl) 2.5



Webfigure 6. Effect of class of antihypertensive agent on incidence of headache and variability

in SBP compared to other antihypertensive classes or placebo, excluding amlodipine. A) Effect

on incidence of headache. B) Effect on variability in SBP.

A)

0.5 Variance Ratio [95% Cl) 2

Drug N EventsTrls OR 95% CI Headache p-Val pHet rSBP rDEBP
Each drug vs all other

cCB 21956 2078 67  1.39 1.24 1.57 5 0.0000 0.2059 0.8 -0.9
Diuretic 8523 694 37 1.16 0.94 1.44 T 0.1565 0.0801 -1.9 0.9
ARB 7764 569 31  0.84 0.68 1.03 —e 0.1008 0.1852 -0.4 0.0
ACE 21009 1712 68  0.83 0.70 0.98 —9— 0.0319 0.0074 -0.7 0.7
BB 7348 691 45  0.71 0.60 0.84 — 0.0002 0.8018 0.3 -0.7
Each drug vs placebo

CCB 6541 850 52 112 0.90 1.39 L 0.2320 0.0067 -9.2 -5.2
Diuretic 10181 1076 31  0.75 0.64 0.29 —— 0.0011 0.3456 -12.4 -3.8
ARB 9352 1141 34  0.70 0.50 0.81 —— 0.0000 0.2915 -8.9 -4.8
ACEI 12557 772 50 0.71 0.60 0.84 —— 0.0001 0.6267 -9.5 -4.7
EE 1916 190 16  0.47 0.33 (.68 —e——— 0.0001 0.2989 -11.2 -7.8

0.4 Odds Ratio (95% Cl) 25

B)

Drug M Trls VR 95% ClI p-Val pHet  rSBF rDBF
Each drug vs all other

CCB 19388 81 0.84 0.78 0.91 -9 0.0001 0.0000 -0.8 -1.0
Diuretic 58729 46 0.85 0.79 0.91 9 0.0000 0.0000 -25 0.1
ARB 14854 34 1.07 0.96 1.18 1o 0.1829 0.0000 0.7 0.9
ACEI 57256 111 1.04 0.97 1.11 9 0.2075 0.0000 1.4 0.8
BB 21381 77 117 1.08 1.28 -9 0.0006 0.0000 1.3 0.7
Each drug vs placebo

CCB 11751 36 0.73 0.64 0.84 — 0.0000 0.0804 -5.8 -3.0
Diuretic 12187 20 0.91 0.80 1.03 —— 0.1500 0.0074 -10.2 3.6
ARB 6756 13 0.93 0.87 1.00 — 0.0430 0.4800 -4.6 -2.4
ACEI 7074 43 0.94 0.82 1.08 —_— 0.3200 0.0000 -9.2 -45
EB 1210 19 1.04 0.88 1.23 e e 0.6500 0.7800 -9.0 -5.5
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