Web Table 4. Component studies in Magee et al. 2003 [1] meta-analysis: impact of anti-hypertensive drugs for chronic maternal hypertension 

	Source
	Location and Type of Trial
	Intervention
	Stillbirths/Perinatal Outcomes

	Beta-blocker versus placebo/no beta-blocker

	1. Bott-Kanner et al. 1992 [2]

	Israel. 

RCT. N=60 women <35 wks gestation with DBP 85-99 mmHg x 2, 12 hr apart, and no treatment for hypertension during this pregnancy.
	Assessed impact of administering pindolol 5 mg 2x/day (intervention). If DBP in intervention group still ≥ 85 mmHg on day 3, increased to 5 mg x 3/day, if no response next day, increased to 10 mg x 2/day. If DBP 100-109 mmHg x2 or > 110 mmHg x1, hydralazine added for pindolol group. Control group given placebo unless DBP elevated; pindolol given first, followed by hydralazine if DBP > 100 mmHg.
	PMR: RR=3.00  (95% CI: 0.13-70.83)[NS]
[1/30 vs. 0/30 in intervention vs. control groups, respectively.]

	2. Butters et al. 1990 [3]

	Scotland. 

RCT. N=33 women 12-24 wks gestation with SBP 140-170 mmHg and DBP 90-110 mmHg x 2, 24 hr apart. 
	Compared the impact of administration of atenolol 50-200 mg/day (intervention) vs. placebo (controls).
	PMR: RR=2.81 (95% CI: 0.12-63.83)

[1/15 vs. 0/14 in intervention vs. control groups, respectively.].

	3. Cruickshank et al. 1991/1992 [4].

 
	Scotland. 

RCT. N=114 women with singleton pregnancy at 24-39 wks gestation with DBP > 90 mmHg > 24 hr and no proteinuria.
	Compared the impact of administration of labetalol 100 mg 2x/day, increased up to 400 mg 3x/day (intervention) vs. no anti-hypertensive (controls).
	PMR: RR=0.25 (95% CI: 0.01-5.02)[NS]
[0/51 vs. 2/63 in intervention vs. control groups, respectively.]

	4. Högstedt et al. 1985 [5]. 


	Sweden.

RCT. N=168 women in antenatal ward with singleton pregnancy at < 37 wks, DBP ≥ 90 mmHg x 2, no proteinuria.
	Compared the impact of administration of metoprolol 50-200 mg/day + hydralazine 50-300 mg/day (intervention) vs. no anti-hypertensive (controls).
	PMR: RR=2.86 (95% CI: 0.30-26.95)[NS]
[3/86 vs. 1/82 in the intervention vs. control groups, respectively.] 

	5. Paran et al. 1995 [6]

	Israel.

RCT. N=51 women with BP 140-160/95-110 mmHg. 
	Compared the impact of administering 1) hydralazine 60-200 mg/day + propranolol 40-120 mg/day; or 2) hydralazine 60-200 mg/day + pindolol 5-15 mg/day to 3) controls given hydralazine 60-200 mg/day.
	PMR: [0/36 vs. 0/15 in both intervention groups vs. controls, respectively.] RR not estimable.

	6. Pickles et al. 1989 [7].


	UK. 

RCT. 1989. N=152 women from antenatal wards at 20-38 wks gestation with SBP 140-160 mmHg and DBP 90-105 mmHg x 2, 24 hr apart, and no proteinuria.
	Compared the impact of administration of labetalol 100-200 mg x 3/day (intervention) vs. placebo (controls).

	PMR: [0/70 vs. 0/74 in intervention vs. control groups, respectively]. RR not estimable.

	7. Plouin et al. 1990 ！

[8] ADDIN EN.CITE 

	Caribbean Islands.

RCT. N=155 women with singleton pregnancy, 20-36 wks gestation, DBP <85 mmHg x 2 before 20 wks and >84 mmHg after 20 wks. 
	Compared impact of administering oxprenolol 160-320 mg 2x/day (intervention) vs. controls (placebo). Hydralazine 50-100 mg added if necessary to keep DBP < 86 mmHg.
	PMR: RR=0.65 (95% CI: 0.11-3.78) [NS] 

[2/78 vs. 3/76 in intervention vs. control groups, respectively.]

	8. Rosenfeld et al. 1986a [9]

	Israel.

RCT. N=44 women < 37 wks gestation with BP ≥ 150/90 mmHg x 2 at least 24 hr apart. 
	Compared impact of administering hydralazine 50-100 mg/day + pindolol 10-25 mg/day (in 2 daily doses) (intervention) vs. hydralazine 50-100 mg/day (in 2 daily doses) (controls).
	PMR: [0/23 vs. 0/21 in intervention vs. control groups, respectively.] RR not estimable.

	9. Rubin et al. 1983 [10].

 
	Scotland. 

RCT. N=120 women with PIH in 3rd trimester admitted for bed rest, SBP 140-170 mmHg and DBP 90-110 mmHg x 2, 24 hr apart. 
	Compared the impact of administration of atenolol 100-200 mg/day (intervention) vs. placebo (controls).
	PMR: RR=0.50 (95% CI: 0.05- 5.37)[NS]
[1/60 vs. 2/60 in intervention vs. control groups, respectively.] 

	10. Sibai et al. 1987 [11]

	USA

RCT. N=200 primigravid women hospitalised at 26-35 wks gestation with SBP 140-160 mmHg and DBP 90-110 mmHg, proteinuria > 0.3 g/L and uric acid > 4.6 mg/dL.
	Compared the impact of hospitalisation + labetalol 300 mg/day, increased every few days to max 2400 mg/day (intervention), vs. hospitalisation alone (controls).
	PMR: RR = 3.09 (95% CI: 0.13 – 75.03] [NS].

[1/94 vs. 0/97 in intervention vs. control groups, respectively.] RR not estimable.

	11. Sibai et al. 1990 [12].

 
	USA.
RCT. N=300 women in antenatal ward with chronic mild-moderate hypertension at 6-13 wks gestation. All had chronic hypertension before pregnancy and no associated medical complications. 
	Compared the impact of administering 1) methyldopa 750-4000 mg/day (intervention #1), or 2) labetalol 300-2400 mg/day (intervention #2) vs. no anti-hypertensive (controls).
	PMR: RR=1.05 (95% CI: 0.07- 16.47)[NS]
[1/86 vs. 1/90 in both intervention arms vs. control groups, respectively.]  

	12. Walker et al. 1982 [13]. 


	Scotland. 
RCT. N=126 women with either chronic hypertension or PIH, and DBP > 95 mmHg if < 20 wks or 95-109 mmHg if > 20 wks. 
	Compared the impact of administration of labetalol 100 mg 2x/day, increased to maximum of 1200 mg/day (intervention) vs. no anti-hypertensive (controls). If BP uncontrolled, hydralazine 25 mg x 3/day, increased to maximum of 200 mg/day.
	PMR: [0/64 vs. 0/62 in intervention vs. control groups, respectively.] RR not estimable.

	13. Wichman et al. 1984 [14]

	Sweden. 

RCT. N=52 women.
	Compared impact of administration of metoprolol 100-200 mg 2x/day (intervention) vs. placebo 2x/day (controls).
	PMR: RR = 0.33 (95% CI: 0.01 – 7.82) [NS].

[0/26 vs. 1/26 in intervention and control groups, respectively].

	Beta-blocker versus methyldopa.

	14. Casavilla and Vega 1988 [15]. 


	Argentina. 

RCT. N=36 women >14 wks gestation with BP ≥140/90 mmHg and ≤170/110 mmHg. Argentina.
	Compared impact of administering mepindolol, increasing weekly doses, from 5-10 mg/day (intervention) vs. methyldopa, increasing weekly doses from 500-2000 mg/day (controls).
	PMR: RR=1.00 (95% CI: 0.07-14.79) [NS]
[1/18 vs. 1/18 in intervention vs. control groups, respectively]. 

	15. Ellenbogen et al. 1986 [16]
 
	Israel. 

RCT. N=32 women with singleton pregnancy, 27-33 wks gestation with PIH (DBP ≥ 95 mmHg x 2 at least 6 hr apart). 
	Compared impact of administering pindolol 15 mg/day (intervention) to methyldopa up to 2000 mg/day (controls).
	PMR: RR=1.00 (95% CI: 0.07-14.04)[NS]
[1/16 in both arms.]

	16. Faneite et al. 1988 [17].


	Venezuela. 

RCT. N=31 women >14 wks gestation with either chronic hypertension or mild-moderate PIH (BP 140-169/90-109 mmHg x 2 after 5 min rest). 
	Compared the impact of administering mepindolol 5 mg/day, increased weekly to 10 mg/day (intervention) vs. 
methyldopa 250 mg x 2/day increased weekly to 250 mg x 4/day (controls).
	PMR: RR=0.94 (95% CI: 0.06-13.68)[NS]

[1/16 vs. 1/15 in intervention vs. control groups, respectively.].



	17. Fidler et al. 1983 [18].

 
	UK. 

RCT. N=100 women with singleton pregnancy and DBP ≥95 mmHg x 2 at least 24 hr apart, or >105 mmHg x 1. UK.
	Compared the impact of administration of oxprenolol 80-320 mg 2x/day (intervention) vs. methyldopa 250-1000 mg 3x/day (controls).
If BP uncontrolled, hydralazine added to both groups.
	PMR: RR=1.00 (95% CI: 0.06-15.55) [NS].

[1/50 in both groups].

	18. Gallery et al. 1985 [19].


	Australia. 

RCT. N=183 women with singleton pregnancy and mild hypertension (DBP ≥90 mmHg x 2 24 hr apart, or DBP ≥95 mmHg x 2, 12 hr apart, or DBP ≥100 mmHg x 2, 8 hr apart). 
	Compared impact of administering oxprenolol 40-320 mg 2x/day (intervention) vs. methyldopa 250 mg 2x/day-1000 mg 3x/day. All subjects with uncontrolled blood pressure also received hydralazine.
	PMR: RR=0.30 (95% CI=0.03-2.85) [NS].

[1/96 vs. 3/87 in intervention vs. control groups, respectively.] 

	19. Lamming et al. 1980 [20].

 
	UK. 
RCT. N=26 women < 38 wks gestation with PIH and no contraindication to beta blockers. 
	Compared the impact of administration of labetalol 400-800 mg/day (intervention) vs. methyldopa 750-1500 mg/day (controls).
	PMR: [0/14 vs. 0/12 in intervention vs. control groups, respectively]. RR not estimable.

	20. Lardoux et al. 1988 [21]

	France. 
RCT. N=63 women, 7-36 wks gestation with DBP >90 mmHg x 2, 8 days apart). 
	Compared impact of administering acebutolol 400-1200 mg (intervention #1), or labetalol 400-1200 mg (intervention #2) to methyldopa 500-1500 mg (controls).
	PMR: RR=0.50 (95% CI: 0.03-7.60) [NS]
[1/42 vs. 1/21 in both intervention groups vs. control groups, respectively.] 

	21. Livingstone et al. 1983 [22]

	Australia. 

RCT. N=28 women in ANC clinics with mild-to-moderate PIH (BP≥140/90 mmHg x 2 ≥24 hr apart). 
	Compared impact of administering propranolol 30-160 mg/day (intervention) vs. methyldopa 500-1000 mg/day (controls).
	PMR: [0/14 in both intervention and control groups, RR not estimable]

	22. Oumachigui et al. 1992 [23].

 
	India. 

RCT. N=30 primigravid women 24-37 wks gestation with mild-moderate PIH (BP ≥140/90 mmHg x 2, 6 hr apart).
	Compared impact of administering metoprolol 50-150 mg 2x/day (intervention) vs.methyldopa 250 mg 3x/day, increased to 2000 mg/day (controls).
	PMR: RR= 0.31 (95% CI: 0.04-2.68) [NS]
[1/16 vs. 3/15 in intervention vs. control groups, respectively] 

	23. Plouin et al., the Labetolol Methyldopa Study Group 1988 [24].


	France. 

RCT. N=188 women with singleton pregnancy at 12-34 wks gestation, booked < 20 wks and DBP ≥90 mmHg. 
	Compared impact of administering labetalol 200-600 mg 2x/day (intervention) vs.
methyldopa 250-750 mg  2x/day (controls).
	PMR: RR=0.23 (95% CI: 0.03-2.05) [NS]
[1/91 vs. 4/85 in intervention vs. control groups, respectively] 

	24. Redman 1978 [25].


	UK (England) 

RCT. N=74 women with singleton pregnancy; DBP ≥170/100 mmHg x 2; ≤36 wks gestation. 
	Compared impact of administering labetalol 100 mg po QID (max 1200 mg daily) vs methyldopa 250 mg po QID (up to 4000 mg daily) with treatment goal ~140/90 mmHg (intervention); vs. hydralazine (unspecified dose)(controls).
	PMR: RR=4.49 (95% CI: 0.22-90.30)[NS]
[2/38 vs. 0/34 in intervention vs. control groups, respectively.] 



	25. Thorley 1984 [26]. 
	UK. 

RCT. N=60 women 18-36 wks gestation with undefined hypertension.


	Compared the impact of administration of atenolol 100 mg/day (intervention) vs. methyldopa 250 mg 3x/day (controls).


	PMR: [0/30 in both groups.] RR not estimable.

	Beta-blocker versus hydralazine.

	26. Hjertberg et al. 1993a [27].

 
	Sweden.

RCT. N=20 pregnant women, DBP ≥100 mmHg. 
	Compared administration of labetalol po 300 mg daily (max 1200 mg daily) (intervention) vs hydralazine 25 mg po TID (max 400 mg daily) with treatment goal dBP 90-100 mmHg; (control). Additional comparison made between oral and IV therapy using the same drug to which women were randomised.
	PMR: RR=0.40 (95% CI: 0.02, 8.78)[NS]
[0/9 vs. 1/11 in intervention vs. controls, respectively.] 

	Beta-blocker versus calcium channel blocker.

	27. Jannet et al. 1994 [28]

	France. 

RCT. N=100 women with singleton pregnancy, >20 wks gestation and mild-moderate hypertension (BP ≥140/90 mmHg x 2). 
	Compared impact of administering metoprolol (slow release) 200 mg/day (intervention) vs. nicardipine 20 mg 3x/day (controls).

	PMR: RR=1.00 (95% CI: 0.06-15.55) [NS]
[1/50 in both groups]
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