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Evidence Summary 
 

Diazoxide is a potent arterial vasodilator used in the acute treatment of hypertension. It was 
originally used as a second-line agent in hydralazine-unresponsive patients. It is administered in 
doses of 30 to 150 mg every 2 to 5 minutes. Doses as low as 60 mg have been reported to cause 
hypotension in pregnant women,19 and the drug can reduce uterine blood flow in proportion to the 
drug-induced reduction in maternal blood pressure.20 This can be avoided with a slow infusion of 
diazoxide. The drug can cause an arrest of labor and can induce both maternal and neonatal 
hyperglycemia,21 probably secondary to insulin suppression. When given to a mother before 
delivery, diazoxide can produce fetal hyperbilirubinemia, thrombocytopenia, and other side effects 
that are also observed in adults.22 Because comparative studies have shown this drug to have more 
significant risks and side effects on the mother and the fetus compared with alternative agents, 
diazoxide is rarely used today and should not be used in pregnancy unless the benefits clearly 
outweigh the risks. It is not known if diazoxide is excreted in breast milk.22 

 

Source: QASQAS, S.A., MCPHERSON, C., FRISHMAN, W.H. and ELKAYAM, U., 2004. Cardiovascular 
pharmacotherapeutic considerations during pregnancy and lactation. Cardiology in review, 12(4), 
pp. 201-221. [ACCESS WITH  OPENATHENS] 
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Eudemine 50mg Tablets (EMC) 
 
4.6 Pregnancy and lactation 
 
Eudemine Tablets are only to be used in pregnant women when the indicated condition is deemed 
to put the mother's life at risk. 

Side Effects 

Prolonged oral therapy of Eudemine during pregnancy has been reported to cause alopecia in the 
newborn. 

Eudemine should not be given to nursing mothers as the safety of Diazoxide during lactation has not 
been established. 

Source: EMC. Eudemine 50mg tablets URL: 
https://www.medicines.org.uk/emc/product/9136#PREGNANCY  [LAST ACCESSED 29/09/20] 

 

 

 

1. The flipside of hydralazine in pregnancy: A systematic review and meta-analysis. 

Author(s): Antza, Christina; Dimou, Chrisa; Doundoulakis, Ioannis; Akrivos, Evangelos; Stabouli, 
Stella; Haidich, Anna Bettina; Goulis, Dimitrios G; Kotsis, Vasilios 

Source: Pregnancy hypertension; Jan 2020; vol. 19 ; p. 177-186 

Publication Date: Jan 2020 

Publication Type(s): Journal Article Review 

PubMedID: 32044579 

Available  at Pregnancy hypertension -  from Unpaywall  

Abstract:The present systematic review and meta-analysis investigated the effects of hydralazine 
compared with other antihypertensive drugs in maternal, perinatal and neonatal outcomes of 
pregnant women with hypertensive disorders. Twenty studies with 1283 participants were included. 
Of them, 626 received hydralazine and 657 other antihypertensive treatments, such as labetalol, 
nifedipine, ketanserin, diazoxide, urapidil, isradipine and epoprostenol. Women receiving 
hydralazine had higher heart rate (WMD: 13.4, 95%CI: 0.1 to 26.8 beats/min), increased number of 
adverse effects (RR: 1.21, 95%CI: 1.01 to 1.45) and gave birth to neonates of lower birthweight 
(WMD: 13.4, 95%CI: 0.1 to 26.8 beats/min) compared with other antihypertensive treatments at the 
end of follow-up. When studies, which used antihypertensive agents that are no longer indicated for 
hypertension in pregnancy, were excluded in the sensitivity analyses, hydralazine found not to have 
a statistically significant difference compared with labetalol and nifedipine regarding the reduction 
of maternal blood pressure (WMD: 1.72, 95%CI: -1.47 to 4.9 mmHg for systolic, WMD: 0.26, 95%CI: -
1.75 to 2.28 mmHg for diastolic), maternal heart rate (WMD: 13.56, 95%CI: -5.62 to 32.74 
beats/min), low birthweight (WMD: -88.62, 95%CI: -243.24 to 66 beats/min) and adverse events (RR: 
1.19, 95%CI: 0.99 to 1.43). Hydralazine seems not to be inferior compared to labetalol and nifedipine 
for safety and efficacy. 

Database: Medline 
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2. Rate of serious adverse events associated with diazoxide treatment of patients with 
hyperinsulinism 

Author(s): Thornton P.; Truong L.; Reynolds C.; Hamby T.; Nedrelow J. 

Source: Hormone Research in Paediatrics; May 2019; vol. 91 (no. 1); p. 25-32 

Publication Date: May 2019 

Publication Type(s): Article 

PubMedID: 30889588 

Abstract:Introduction: Diazoxide is the first line and only Federal Drug Agency approved 
pharmacological agent for the treatment of hyperinsulinism. Its use has increased over the years to 
include patients with various genetic forms of hyperinsulinism, perinatal stress hyperinsulinism and 
infants of diabetic mothers with more babies than ever being exposed to this therapy. Method(s): 
We performed a retrospective analysis of 194 patients with hyperinsulinism in our clinic and looked 
for those who had experienced serious adverse events (SAE) including pulmonary hypertension and 
neutropenia. We compared the rates of SAE in the different types of hyperinsulinism. Result(s): Out 
of 194 patients with hyperinsulinism, 165 (85.1%) were treated with diazoxide. There were 17 SAEs 
in 16 patients including 8 cases of pulmonary hypertension and 8 of neutropenia. These data show 
that overall the frequency of SAE associated with diazoxide use is 9.7%, but that those with perinatal 
stress hyperinsulinism have a much higher rate than those with genetic forms of hyperinsulinism 
(16.7 vs. 3.6%; p = 0.01). We also found diazoxide is associated with pulmonary hypertension (4.8% 
of patients treated). Although more patients with perinatal stress hyperinsulinism (7.6%) were 
affected than genetic hyperinsulinism (1.2%), the difference was not significant (p = 0.088). 
Conclusion(s): The rate of SAEs associated with (not necessarily caused by) diazoxide has been 
demonstrated. The rate of SAE in newborns with perinatal stress hyperinsulinism is significantly 
higher than that of otherwise healthy babies with genetic forms of hyperinsulinism, suggesting that 
caution should be used when prescribing diazoxide to this population. This information should help 
balance the risk benefit of treatment and provide guidance on screening for these complications in 
the population of treated patients.Copyright © 2019 S. Karger AG, Basel. All rights reserved. 

Database: EMBASE 

 

 

 

 

 

 

 

 

 

 

 



3. Drugs for treating severe hypertension in pregnancy: a network meta-analysis and trial 
sequential analysis of randomized clinical trials. 

Author(s): Sridharan, Kannan; Sequeira, Reginald P 

Source: British journal of clinical pharmacology; Sep 2018; vol. 84 (no. 9); p. 1906-1916 

Publication Date: Sep 2018 

Publication Type(s): Meta-analysis Journal Article Review Systematic Review 

PubMedID: 29974489 

Available  at British journal of clinical pharmacology -  from Wiley Online Library  

Available  at British journal of clinical pharmacology -  from Europe PubMed Central - Open Access  

Available  at British journal of clinical pharmacology -  from IngentaConnect - Open Access  

Available  at British journal of clinical pharmacology -  from Unpaywall  

Abstract:AIMSSeveral antihypertensive drugs are used in the treatment of severe hypertension in 
pregnancy. The present study is a network meta-analysis comparing the efficacy and safety of these 
drugs.METHODSElectronic databases were searched for randomized clinical trials comparing drugs 
used in the treatment of severe hypertension in pregnancy. The number of women achieving the 
target blood pressure (BP) was the primary outcome. Doses required and time taken for achieving 
the target BP, failure rate, and incidences of maternal tachycardia, palpitation, hypotension, 
headache, and neonatal death and stillbirth were the secondary outcomes. Mixed treatment 
comparison pooled estimates were generated using a random-effects model. Odds ratios for the 
categorical and mean difference for the numerical outcomes were the effect 
estimates.RESULTSFifty-one studies were included in the systematic review and 46 in the meta-
analysis. No significant differences in the number of patients achieving target BP was observed 
between any of the drugs. Diazoxide [-15 (-20.6, -9.4)], nicardipine [-11.8 (-22.3, -1.2)], 
nifedipine/celastrol [-19.3 (-27.4, -11.1)], nifedipine/vitamin D [-17.1 (-25.7, -9.7)], 
nifedipine/resveratrol [-13.9 (-22.6, -5.2)] and glyceryl trinitrate [-33.8 (-36.7, -31)] were observed to 
achieve the target BP (in minutes) more rapidly than hydralazine. Nifedipine required fewer doses 
than hydralazine for achieving the target BP. Glyceryl trinitrate and labetalol were associated with 
fewer incidences of tachycardia and palpitation respectively than hydralazine. Trial sequential 
analysis concluded adequate evidence for hydralazine and nifedipine compared with labetalol. 
Moderate quality of evidence was observed for direct comparison estimate between labetalol and 
hydralazine but was either low or very low for other comparisons.CONCLUSIONThe present evidence 
suggests similar efficacy between nifedipine, hydralazine and labetalol in the treatment of severe 
hypertension in pregnancy. Subtle differences may exist in their safety profile. The evidence is 
inadequate for other drugs. 

Database: Medline 
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4. Fetal growth restriction due to maternal congenital hyperinsulinism associated with a novel 
variant in GLUD1 and intrauterine diazoxide exposure 

Author(s): Dirlewanger M.; Klee P.; Schwitzgebel V.M.; Ranza E.; Gastaldi G.; Boulvain M. 

Source: Hormone Research in Paediatrics; Sep 2016; vol. 86 ; p. 219 

Publication Date: Sep 2016 

Publication Type(s): Conference Abstract 

Available  at Hormone research in paediatrics -  from Unpaywall  

Abstract:Background: Congenital hyperinsulinism (CHI) is a rare disease mostly due to loss-of-
function mutations of the ABCC8 or KCNJ11 genes, encoding the two subunits of the KATP channel. 
Gain-of-function mutations in glutamate dehydrogenase 1, encoded by the GLUD1 gene, are the 
second most common cause of CHI. Objective and hypotheses: The majority of patients with a 
GLUD1 CHI respond to diazoxide, but little is known about the consequences of fetal diazoxide 
exposure. Method(s): We report the neonatal outcome after fetal diazoxide exposure (50 mg t.i.d) 
and maternal CHI. Result(s): Whole exome sequencing with bioinformatical targeted analysis of 10 
genes known to cause CHI (ABCC8, KCNJ11, GLUD1, GCK, HADH, HNF1A, HNF4A, SLC16A1, UCP2, 
CDKN1C) revealed a maternal novel heterozygous missense GLUD1 variant c.1496G>T; 
p.(Gly499Val), predicted to be pathogenic. The baby was born by cesarean section at 40 weeks of 
gestation with intrauterine growth restriction (IUGR), birth weight 2300 g (< - 2 S.D.), length 46 cm (< 
- 2 S.D.), head circumference 32.5 cm (<-2 S.D.). The genetic analysis showed that he was not 
carrying the maternal GLUD1 variant. No malformations were visible. No structural anomalies were 
identified on the brain MRI done on day of life 10. Conclusion(s): This newborn had a 50% risk to 
inherit CHI and was exposed to diazoxide in utero. Diazoxide passes the placenta and fetal 
concentration is supposed to be the same as in the mother. Intravenous diazoxide has been used in 
pregnant women for its hypotensive action with risks of placental hypoperfusion, fetal death and 
neonatal hyperglycemia. We did not find such adverse effects; however the newborn presented with 
IUGR, which could be secondary to maternal hypoglycemia or to a direct effect of diazoxide. No 
structural brain anomalies attributable neither to teratogenicity of diazoxide nor to IUGR were 
observed, however this child is at risk of neurodevelopmental impairment. 

Database: EMBASE 
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5. Drugs for treatment of very high blood pressure during pregnancy. 

Author(s): Duley, Lelia; Meher, Shireen; Jones, Leanne 

Source: The Cochrane database of systematic reviews; Jul 2013 (no. 7); p. CD001449 

Publication Date: Jul 2013 

Publication Type(s): Research Support, Non-u.s. Gov't Meta-analysis Journal Article Review 
Systematic Review 

PubMedID: 23900968 

Available  at The Cochrane database of systematic reviews -  from Cochrane Collaboration (Wiley)  

Available  at The Cochrane database of systematic reviews -  from Unpaywall  

Abstract:BACKGROUNDVery high blood pressure during pregnancy poses a serious threat to women 
and their babies. The aim of antihypertensive therapy is to lower blood pressure quickly but safety, 
to avoid complications. Antihypertensive drugs lower blood pressure but their comparative 
effectiveness and safety, and impact on other substantive outcomes is uncertain.OBJECTIVESTo 
compare different antihypertensive drugs for very high blood pressure during pregnancy.SEARCH 
METHODSWe searched the Cochrane Pregnancy and Childbirth Group Trials Register (9 January 
2013).SELECTION CRITERIAStudies were randomised trials. Participants were women with severe 
hypertension during pregnancy. Interventions were comparisons of one antihypertensive drug with 
another.DATA COLLECTION AND ANALYSISTwo review authors independently assessed trials for 
inclusion and assessed trial quality. Two review authors extracted data and checked them for 
accuracy.MAIN RESULTSThirty-five trials (3573 women) with 15 comparisons were included. Women 
allocated calcium channel blockers were less likely to have persistent high blood pressure compared 
to those allocated hydralazine (six trials, 313 women; 8% versus 22%; risk ratio (RR) 0.37, 95% 
confidence interval (CI) 0.21 to 0.66). Ketanserin was associated with more persistent high blood 
pressure than hydralazine (three trials, 180 women; 27% versus 6%; RR 4.79, 95% CI 1.95 to 11.73), 
but fewer side-effects (three trials, 120 women; RR 0.32, 95% CI 0.19 to 0.53) and a lower risk of 
HELLP (haemolysis, elevated liver enzymes and lowered platelets) syndrome (one trial, 44 women; 
RR 0.20, 95% CI 0.05 to 0.81).Labetalol was associated with a lower risk of hypotension compared to 
diazoxide (one trial 90 women; RR 0.06, 95% CI 0.00 to 0.99) and a lower risk of caesarean section 
(RR 0.43, 95% CI 0.18 to 1.02), although both were borderline for statistical significance.Both 
nimodipine and magnesium sulphate were associated with a high incidence of persistent high blood 
pressure, but this risk was lower for nimodipine compared to magnesium sulphate (one trial, 1650 
women; 47% versus 65%; RR 0.84, 95% CI 0.76 to 0.93). Nimodipine was associated with a lower risk 
of respiratory difficulties (RR 0.28, 95% CI 0.08 to 0.99), fewer side-effects (RR 0.68, 95% CI 0.55 to 
0.85) and less postpartum haemorrhage (RR 0.41, 95% CI 0.18 to 0.92) than magnesium sulphate. 
Stillbirths and neonatal deaths were not reported.There are insufficient data for reliable conclusions 
about the comparative effects of any other drugs.AUTHORS' CONCLUSIONSUntil better evidence is 
available the choice of antihypertensive should depend on the clinician's experience and familiarity 
with a particular drug; on what is known about adverse effects; and on women's preferences. 
Exceptions are nimodipine, magnesium sulphate (although this is indicated for women who require 
an anticonvulsant for prevention or treatment of eclampsia), diazoxide and ketanserin, which are 
probably best avoided. 

Database: Medline 
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6. A randomised comparison of hydralazine and mini-bolus diazoxide for hypertensive 
emergencies in pregnancy: the PIVOT trial. 

Author(s): Hennessy, Annemarie; Thornton, Charlene E; Makris, Angela; Ogle, Robert F; Henderson-
Smart, David J; Gillin, Adrian G; Child, Andrew 

Source: The Australian & New Zealand journal of obstetrics & gynaecology; Aug 2007; vol. 47 (no. 4); 
p. 279-285 

Publication Date: Aug 2007 

Publication Type(s): Comparative Study Randomized Controlled Trial Journal Article 

PubMedID: 17627681 

Available  at The Australian & New Zealand journal of obstetrics & gynaecology -  from Wiley Online 
Library  

Available  at The Australian & New Zealand journal of obstetrics & gynaecology -  from Patricia 
Bowen Library & Knowledge Service West Middlesex University Hospital NHS Trust (lib302631) Local 
Print Collection [location] : Patricia Bowen Library and Knowledge Service West Middlesex university 
Hospital.  

Abstract:AIMSDiazoxide is one of few available agents for treatment of hypertensive emergencies in 
pregnancy. From previous studies, there is a question concerning safety after moderate-dose 
administration caused episodes of hypotension. Rapid control of severe hypertension is necessary to 
reduce maternal morbidity, for example, stroke and placental abruption. This study was designed to 
compare the efficacy of mini-bolus diazoxide with intravenous (i.v.) hydralazine.DESIGNA 
randomised controlled trial.SETTINGTertiary referral maternity hospital, Royal Prince Alfred Women 
and Babies, Sydney Australia.POPULATIONAntenatal and postnatal women with severe 
hypertension.METHODSOne hundred and twenty-four hypertensive women were randomised to 
either i.v. hydralazine (5 mg doses) or mini-bolus diazoxide (15 mg doses).PRIMARY OUTCOME 
MEASUREAchievement of target blood pressure reduction; secondary measures included 
requirement for Caesarean section because of fetal deterioration as determined by non-reassuring 
cardiotocograph (CTG).RESULTSReduction in systolic and diastolic blood pressure was 34 min for 
hydralazine and 19 min for diazoxide (P < 0.001). There were no episodes of hypotension after 
diazoxide and one after hydralazine (after epidural). Episodes of persistent severe hypertension 
were more common with hydralazine (38%) than with diazoxide (16%), P < 0.01. The Caesarean 
section rate for no-reassuring CTG was no different between the two groups. Neonatal outcomes 
were similar.CONCLUSION Diazoxide and hydralazine are safe and effective antihypertensives, 
showing a controlled and comparable blood pressure reduction in women with hypertensive 
emergencies in pregnancy. The mini-bolus doses of 15 mg of diazoxide did not precipitate maternal 
hypotension as previously described and reduces episodes of persistent severe hypertension. 

Database: Medline 
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7. Antihypertensive drugs clonidine, diazoxide, hydralazine and furosemide regulate the 
production of cytokines by placentas and peripheral blood mononuclear cells in normal 
pregnancy. 

Author(s): Xu, Bei; Makris, Angela; Thornton, Charlene; Ogle, Robert; Horvath, John S; Hennessy, 
Annemarie 

Source: Journal of hypertension; May 2006; vol. 24 (no. 5); p. 915-922 

Publication Date: May 2006 

Publication Type(s): Research Support, Non-u.s. Gov't Comparative Study Journal Article 

PubMedID: 16612254 

Available  at Journal of hypertension -  from Ovid (LWW Total Access Collection 2019 - with 
Neurology)  

Abstract:BACKGROUNDAntihypertensive drugs such as clonidine, diazoxide, hydralazine and 
furosemide are used in the hypertensive disorders of pregnancy to control blood pressure, but it is 
not clear if they modulate the production of placental or circulating cytokines.OBJECTIVETo examine 
the effect of pharmaceutical doses of well known antihypertensive drugs used for blood pressure 
control on the production of the cytokines interleukin (IL)-6, IL-10 and tumour necrosis factor (TNF)-
alpha in placental tissue and peripheral blood mononuclear cells (PBMCs) in normal 
pregnancy.DESIGNPlacental biopsies were taken from the decidual surface of placentas after 
delivery of normal pregnancies (n = 6) and PBMCs were separated from the whole blood of normal 
term pregnant women (n = 7). Both villous explants and PBMCs were cultured with increasing 
concentrations of antihypertensive drugs. The dose effect of drugs on the production of placental 
and circulating cytokines (IL-6, IL-10 and TNF-alpha) were examined by enzyme-linked 
immunosorbent assay.RESULTSPlacental production of IL-10 was not affected by clonidine, but 
decreased significantly after incubation of the tissue with diazoxide, hydralazine or furosemide. 
Production of IL-10 by PBMCs increased significantly: by from 3.4 +/- 2.7% [16.3 pg/ml (range 6.1-
21.5 pg/ml)] to 24.5 +/- 3.3% [30.4 pg/ml (range 16.9-34.8 pg/ml)] with increasing concentrations of 
clonidine (0.08-1.3 microg/ml), and by 8.8 +/- 3.5% [4.1 pg/ml (range 3.0-17.8 pg/ml)] and 17.2 +/- 
1.9% [22.6 pg/ml (range 13.2-23.2 pg/ml)] with lower doses of hydralazine (6.3 and 12.5 microg/ml) 
(all P values < 0.05). There was a stepwise reduction in production of TNF-alpha and IL-6 with 
increasing doses of diazoxide, hydralazine and furosemide by placentas and PBMCs from these 
women with normal pregnancies.CONCLUSIONOur data suggest that the antihypertensive drugs 
clonidine and hydralazine can stimulate production of the circulating anti-inflammatory cytokine IL-
10, whereas furosemide and diazoxide inhibit the production of this cytokine and the 
proinflammatory cytokines TNF-alpha and IL-6 by placentas and PBMCs. 
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8. Cardiovascular pharmacotherapeutic considerations during pregnancy and lactation 

Author(s): Qasqas S.A.; McPherson C.; Frishman W.H.; Elkayam U. 

Source: Cardiology in Review; Sep 2004; vol. 12 (no. 5); p. 240-261 

Publication Date: Sep 2004 

Publication Type(s): Review 

PubMedID: 15316305 

Available  at Cardiology in review -  from Ovid (LWW Total Access Collection 2019 - with Neurology)  

Abstract:Table 2 summarizes the recommendations regarding the use of cardiovascular drugs during 
pregnancy and lactation. 

Database: EMBASE 

 

9. Risks and benefits of beta-receptor blockers for pregnancy hypertension: overview of the 
randomized trials. 

Author(s): Magee, L A; Elran, E; Bull, S B; Logan, A; Koren, G 

Source: European journal of obstetrics, gynecology, and reproductive biology; Jan 2000; vol. 88 (no. 
1); p. 15-26 

Publication Date: Jan 2000 

Publication Type(s): Research Support, Non-u.s. Gov't Meta-analysis Journal Article 

PubMedID: 10659912 

Abstract:OBJECTIVEExamine the benefits/risks of beta-blockers for pregnancy hypertension.STUDY 
DESIGNMeta-analysis of relevant trials identified by comprehensive literature review (1966-
97).RESULTSIncluded were 30 trials for pregnancy hypertension, and four others for perinatal 
outcomes only. For mild chronic hypertension treated throughout pregnancy (n=2 trials), oral beta-
blockers (compared with no therapy) were associated with an inconsistent increase in small for 
gestational age (SGA) infants (OR 2.46 [1.02, 5.92]). For mild-moderate 'late-onset' pregnancy 
hypertension (i.e. either chronic treated only late in pregnancy, or pregnancy-induced) (n=8 trials), 
oral beta-blockers (compared with no therapy) were associated with a decrease in severe 
hypertension (OR 0.27 [0.16, 0.451), borderline decrease in development of proteinuria (OR 0.69 
[0.48, 1.02]), decrease in RDS (OR 0.33 [0.13, 0.85]), but a borderline increase in SGA infants (OR 
1.47 [0.96, 2.26]). Beta-blockers were equivalent to other agents (n=15 trials). For severe 'late-onset' 
pregnancy hypertension (n=5 trials), i.v. labetalol produced less maternal hypotension (OR 0.13 
[0.03, 0.71]) and fewer cesareans (OR 0.23 [0.13, 0.63]) than i.v. 
hydralazine/diazoxide.CONCLUSIONSIt is not clear that the benefits outweigh the risks when beta-
blockers are used to treat mild to moderate chronic or pregnancy-induced hypertension, given the 
unknown overall effect on perinatal outcomes. For severe 'late-onset' pregnancy hypertension, i.v. 
labetalol is safer than i.v. hydralazine or diazoxide. 
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Publication Date: Feb 1986 
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PubMedID: 3524548 

Abstract:The results of a prospective trial to evaluate the use of diazoxide and labetalol given 
intravenously in the management of severe hypertensive disease in pregnancy are presented. Both 
drugs had an efficient hypotensive action. The reduction in blood pressure in the labetalol group was 
better controlled and this may be a factor influencing perinatal outcome. Because of the freedom of 
maternal and fetal side-effects, labetalol given by intravenous infusion is a more appropriate drug 
for use in the management of hypertensive crises occurring in pregnancy and labour. 
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Publication Type(s): Journal Article 

PubMedID: 3970085 

Abstract:Severe hypertension poses immediate and potentially lethal maternal risks. Prompt 
reduction in blood pressure should be an urgent priority, with concomitant anticonvulsant therapy. 
Previous reports confirm intravenous diazoxide to be an effective agent. Concern exists over adverse 
reactions associated with bolus injection of the standard 300 mg dose. Many physicians are unaware 
that diazoxide may be given in increments. This study describes the use of diazoxide in 34 patients 
with severe preeclampsia. They received minibolus injections of 30 mg every 1 to 2 minutes. The 
maximum dose required was 150 mg and no maternal hypotension occurred. Maternal side effects 
were minimal and no cases of fetal distress occurred; a perinatal mortality was zero. It appears that 
minibolus diazoxide rapidly lowers maternal blood pressure without the adverse effects described 
with a standard bolus dose. Its advantages are contrasted with the limitations of conventional 
hydralazine therapy. 
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12. Low-dose diazoxide in the emergency management of severe hypertension in pregnancy. 
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Abstract:The administration of diazoxide to patients with severe hypertension in pregnancy in 60 
and 150 mg doses, which are smaller than the usual 300 mg dose, is described. A 60 mg dose is 
effective and does not cause the undesirable hypotension occasionally produced by larger doses. 
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Abstract:The authors present the first report of a neonate requiring treatment for hyperglycemia 
after prolonged exposure to diazoxide in utero. Control of severe maternal hypertension is a clear 
indication for the use of antihypertensive drugs in pregnancy. The patient had previously had a life-
threatening episode of hypertension and during pregnancy developed further hypertension that was 
not controlled by methyldopa alone. Oral diazoxide was then used successfully to prolong the 
pregnancy by nearly seven weeks. The mother in this study received only 150 mg diazoxide/day for 
47 days and did not develop glucose intolerance. Her infant became hyperglycemic despite a low 
rate of glucose infusion. Since there was an inappropriately low plasma insulin concentration for the 
degree of hyperglycemia the authors suggest that this is compatible with transplacental transfer of 
diazoxide causing inhibition of release of insulin from the neonatal pancreas. The long half life of 
diazoxide (about 20 hours in adults), is compatible with this conclusion, though there are no data 
concerning the half life of diazoxide in the neonate. No other adverse side effects were seen; in 
particular, the infant did not develop alopecia, as has been reported previously. 
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Abstract:The administration of diazoxide in a smaller dosage (150 mg) than usual in the 
management of hypertension in pregnancy is described. Such doses are effective and do not have 
the undesirable profound hypotension occasionally produced by larger doses. 
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Abstract:Intravenous diazoxide was given to 8 patients with severe pregnancy-associated 
hypertension (diastolic pressure greater than or equal to 110) in the antepartum period. Maternal 
hypertension was rapidly controlled in all patients; the diastolic blood pressure fell to less than or 
equal to 100 in all patients and to less than or equal to 85 in 7. Diazoxide had no significant effect on 
the basal fetal heart rate (FHR) or on the latency period or amplitude of late decelerations in the 3 
patients with abnormal (positive) stress cardiotocographs (SCTG) and abnormal (unreactive) non-
stress cardiotocographs (NSCTG). In the 5 patients with reactive NSCTGs, diazoxide had no significant 
effect on the basal FHR or on the frequency of fetal movement-induced FHR accelerations. Thus, 
diazoxide did not adversely affect fetal well-being in these patients with severe pregnancy-
associated hypertension as assessed by cardiotocography. 
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Abstract:Diazoxide, a nondiuretic thiazide, when injected intravenously (IV) is a potent arteriolar 
dilator effective in the treatment of severe hypertension associated with pregnancy. Animal studies 
have shown that diazoxide crosses the placenta, causing fetal hyperglycemia and destruction of 
pancreatic islet cells. An infant experienced severe persistent postnatal hyperglycemia after in utero 
exposure to diazoxide. 
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Source: European journal of obstetrics, gynecology, and reproductive biology; Jul 1980; vol. 10 (no. 
6); p. 367-374 

Publication Date: Jul 1980 

Publication Type(s): Journal Article 

PubMedID: 7190936 

Abstract:Eight patients with severe pre-eclampsia or eclampsia were treated with diazoxide. The 
drug was administered on 3 occasions as a bolus injection (300 mg within 10 sec) and on 8 occasions 
as an infusion (15 mg/min, total amount 5 mg/kg body weight). The hypotensive effect at 30 and 60 
min (stable hypotensive effect) and at 7 h (long-term effect) were the same with both modes of 
administration. The maximal decrease in blood pressure was reached in 5 min after bolus injection, 
compared to 25 min with the infusion. If diazoxide is used in severe pre-eclampsia and eclampsia, it 
should be administered preferably by the infusion method, because this results in a more gradual 
decline in blood pressure. Furthermore, the administration can easily be interrupted in cases of an 
exaggerated drop in blood pressure. 
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Author(s): Neuman, J; Weiss, B; Rabello, Y; Cabal, L; Freeman, R K 
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Publication Date: Mar 1979 
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Abstract:Four patients with hypertensive disorders of pregnancy were treated with intravenous 
diazoxide. In 2 patients there was profound maternal hypotension. Late deceleration of the fetal 
heart rate occurred in 3 patients following diazoxide administration. Possible implications of this 
study are discussed. 
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22. The management of severe preeclampsia and eclampsia with intravenous diazoxide. 
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PubMedID: 865730 

Abstract:Twelve patients with either severe preeclampsia (9) or eclampsia (3) were treated with 
intravenous diazoxide, 300-mg bolus, for the reduction of diastolic blood pressure (less than or equal 
110 torr) after the usual and customary measures had been initiated to include parenteral MgSO4 
and diazepam. Diazoxide precipitously decreased both systolic and diastolic blood pressure 
proportionately (35-50%); the nadir was invariably reached in 5-15 minutes. Diastolic pressure never 
fell below 50 torr, and mean arterial pressure always exceeded 70 torr. Oliguria was not apparent. 
The vasodepressor response was fairly persistent for 4 hours in all but 3 patients; 2 of these received 
a second 300-mg dose. Significant changes in fetal heart activity (bradycardia, dysrhythmia) were 
observed in only 1 patient. Labor was immediately ablated in all patients, but could be restimulated 
with oxytocin. All pregnancies were terminated within 7 hours (mean, 3.7 hours), seven of them by 
cesarean section. Eleven newborns did well. We conclude that the immediate reduction in maternal 
arterial blood pressure is without apparent hazard to the mother as well as the fetus. 
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Abstract:Depression in infants of mothers with pre eclamptic toxaemia who have been treated with 
intravenous chlormethiazole has not been reported. The hypotensive drugs used in combination, 
however, are different from those in other series. Milner and Chouksey have reported that diazoxide 
alone had no untoward effect on four infants studied. Possibly, therefore, chlormethiazole and 
diazoxide may act synergistically to produce such severely depressed infants, as both the dose of the 
drugs and the severity of the maternal pre eclamptic toxaemia seem unrelated to the severity of this 
depression. Our experience suggests that when such depression occurs it may be managed 
successfully with intermittent positive pressure ventilation provided that the respiratory distress 
syndrome is not also present. 
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Abstract:Effects of diazoxide on systemic and uterine hemodynamics as well as on fetal circulation 
and blood respiratory gases were investigated in chronically instrumented pregnant sheep. 
Diazoxide was administered intravenously either to the ewe or directly to the fetus in doses 
calculated on the basis of body weight. Transfer of drug across placenta was also investigated. 
Results showed that: a) when injected into the mother, there was consistent hypotensive effect with 
increased cardiac output and decreased systemic vascular resistance; uterine blood flow might not 
change or might decrease slightly with moderate hypotension; when maternal systemic arterial 
pressure fell to critical closing pressure level, uterine flow decreased significantly; but despite these 
maternal changes, the fetal circulatory functions were not significantly altered; b) when injected into 
the fetus in doses up to 15 mg/kg, diazoxide failed to alter fetal circulation appreciably; c) diazoxide 
crossed the placenta when injected intoeither mother or fetus according to a definite gradient; fetal 
levels were always lower than maternal levels because of rapid loss of the drug by the fetus; d) 
moderate maternal and fetal hyperglycemia occurred after drug administration. 
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Abstract:Extrapyramidal symptoms developed a variable time after the start of treatment with oral 
diazoxide in 15% of a series of 100 severely hypertensive patients. Six illustrative cases are 
described. Treatment with diazoxide could be continued in four of these. The symptoms are usually 
controllable either by dosage adjustment or by the use of diazepam or procyclidine. There was no 
evidence of irreversibility of the extrapyramidal syndromes observed. 
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Abstract:Treatment with oral diazoxide for periods of 4 to 10 weeks in hospital allowed adequate 
control of hypertension with continuation of fetal growth in four patients with severe toxaemia. Two 
were insulin-dependent diabetics and one of these suffered from renal failure. In all patients 
albuminuria diminished markedly, while the fluid retention was controlled with frusemide. Three 
pregnancies were successfully terminated by lower segment caesarean section and in the remaining 
case vaginal delivery resulted in the birth of a healthy baby. Control of blood sugars presented no 
problems in the diabetic patients. Only minimal adjustments of insulin dosage were required. One of 
the non-diabetic patients developed mild hyperglycaemia which responded to tolbutamide. The 
babies, ranging in age from 5 to 12 months, have continued to thrive. 

Database: Medline 

 

30. Placental transfer of diazoxide and its hazardous effect on the newborn. 

Author(s): Boulos, B M; Davis, L E; Almond, C H; Jackson, R L 

Source: The Journal of clinical pharmacology and new drugs; 1971; vol. 11 (no. 3); p. 206-210 

Publication Date: 1971 

Publication Type(s): Journal Article 

PubMedID: 4946098 

Database: Medline 

 

  

http://europepmc.org/search?query=(DOI:10.1136/bmj.2.5813.568)
https://gateway.proquest.com/openurl?ctx_ver=Z39.88-2004&res_id=xri:pqm&req_dat=xri:pqil:pq_clntid=31437&rft_val_fmt=ori/fmt:kev:mtx:journal&genre=article&issn=0007-1447&volume=2&issue=5813&spage=568
https://www.bmj.com/content/2/5813/568.full.pdf


Strategy 911783 

# Database Search term Results 

1 Medline exp DIAZOXIDE/ 2764 

3 Medline (Diazoxide OR Hyperstat OR 

Proglycem).ti,ab 

3333 

4 Medline (1 OR 3) 4105 

5 Medline (pregnan*).ti,ab 497956 

6 Medline exp PREGNANCY/ 898658 

7 Medline exp "PREGNANCY 

COMPLICATIONS"/ 

430252 

8 Medline (breastfeeding OR "breast 

feeding" OR lactation).ti,ab 

67552 

9 Medline exp "BREAST FEEDING"/ 37892 

10 Medline (5 OR 6 OR 7 OR 8 OR 9) 1083702 

11 Medline (4 AND 10) 200 

12 EMBASE exp DIAZOXIDE/ 8314 

13 EMBASE (Diazoxide OR Hyperstat OR 

Proglycem).ti,ab 

4294 

14 EMBASE (12 OR 13) 8735 

15 EMBASE (pregnan*).ti,ab 640665 

16 EMBASE exp PREGNANCY/ 668791 

17 EMBASE exp "PREGNANCY 

COMPLICATIONS"/ 

123657 

18 EMBASE (breastfeeding OR "breast 

feeding" OR lactation).ti,ab 

80841 

19 EMBASE exp "BREAST FEEDING"/ 53608 



20 EMBASE (15 OR 16 OR 17 OR 18 OR 

19) 

988038 

21 EMBASE (14 AND 20) 624 

22 EMBASE *DIAZOXIDE/ 3459 

23 EMBASE (20 AND 22) 276 

 


