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Q. What preventive therapy is recommended for patients at high risk for pre-eclampsia?
A. Low dose aspirin is recommended for selected high risk patients. Calcium is less certain.
Low dose aspirin

Low dose aspirin therapy is indicated if the patient has had:

(Level I recommendation*)
-prior severe pre-eclampsia

-chronic hypertension

-pre existing diabetes

-significant renal disease
Treatment should begin at 12 to 14 weeks of gestation. Early therapy is probably important since the pathophysiologic features of preeclampsia develop at this time, weeks before clinical disease is apparent. Some observers recommend discontinuing aspirin five days before expected delivery to diminish the risk of bleeding during delivery; however, no adverse maternal or fetal effects related to aspirin have been proven. The safety of aspirin use in the second and third trimesters is well-established.

Low-dose aspirin (60 to 150 mg per day) was chosen in an attempt to diminish platelet thromboxane synthesis while maintaining vascular wall prostacyclin synthesis. 81 mg aspirin tablets are widely available and well tolerated.
Calcium

As with aspirin, there does not appear to be any benefit to routine calcium supplementation for healthy, nulliparous women. There may be a benefit for preeclampsia prevention in high-risk populations, but further study is required since current information is based upon small numbers of women and diverse study populations.
Please note many AI/AN populations are known to have low calcium values and calcium has been shown to be helpful patients with a low calcium intake. In the Alaska Native population lactose intolerance is not uncommon.  Reports have suggested that almost 90% of Alaska Native women had low calcium intakes compared to a NHANES II control data, and calcium supplementation appears to be beneficial for women at high risk of gestational hypertension and in communities with low dietary calcium intake. 
Hence, other AI/AN providers should consult local dietary staff for the lactose intolerance and calcium data in their area. If there is a known low calcium intake, then there may be an advantage to recommending increasing calcium in the diet, or calcium supplementation until further national data is available.
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*Summary and recommendations — Major questions remain as to which subgroups of women are most likely to benefit from low-dose aspirin therapy, when treatment should be started (first or second trimester), and the optimum dose to inhibit placental synthase and also allow the antiinflammatory effects of aspirin [24]. At present, there is no easily identifiable group of pregnant women that will predictably derive a clinically significant benefit from low-dose aspirin therapy [25]. For moderate and high risk women, 59 to 167 patients would have to be treated to prevent one case of preeclampsia; 44 to 200 would have to be treated to prevent one preterm birth, and 125 to over 10,000 would have to be treated to prevent one perinatal death [26].

The American College of Obstetricians and Gynecologists practice bulletin does not recommend aspirin therapy for women at low-risk for development of preeclampsia (show table 1) [27]. However, no conclusions were reached about moderate to high risk women.

Many perinatologists recommend use of low dose aspirin in women at moderate to high risk of developing preeclampsia. Treatment should begin at 12 to 14 weeks of gestation [28]. Early therapy is probably important since the pathophysiologic features of preeclampsia develop at this time, weeks before clinical disease is apparent. Some observers recommend discontinuing aspirin five days before expected delivery to diminish the risk of bleeding during delivery [5,8]; however, no adverse maternal or fetal effects related to aspirin have been proven. The safety of aspirin use in the second and third trimesters is well-established [9,16,29].
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*ACOG Summary of Recommendations
Preeclampsia 
The following recommendations are based on good and consistent scientific evidence (Level A): 


Magnesium sulfate should be used for the prevention and treatment of seizures in women with severe preeclampsia or eclampsia. 


If analgesia/anesthesia is required, regional or neuraxial analgesia/anesthesia should be used because it is efficacious and safe for intrapartum management of women with severe preeclampsia in the absence of coagulopathy. 


Low-dose aspirin has not been shown to prevent preeclampsia in women at low risk and, therefore, is not recommended. 


Daily calcium supplementation has not been shown to prevent preeclampsia and, therefore, is not recommended. 

The following recommendations are based on limited or inconsistent scientific evidence (Level B): 


The management of a woman with severe preeclampsia remote from term is best 
accomplished in a tertiary care setting or in consultation with an obstetrician-gynecologist 
with training, experience, and demonstrated competence in the management of high-risk 
pregnancies, such as a maternal-fetal medicine subspecialist. 


Practitioners should be aware that although various laboratory tests may be useful in the management of women with preeclampsia, to date there is no reliable predictive test for preeclampsia. 


Invasive hemodynamic monitoring should be considered in preeclamptic women with severe cardiac disease, renal disease, refractory hypertension, pulmonary edema, or unexplained oliguria. 

The following recommendations are based primarily on consensus and expert opinion (Level C): 


Women should be considered as having severe preeclampsia if they have blood pressure 
levels of 160 mm Hg systolic or higher or 110 mm Hg diastolic or higher on two occasions 
at least 6 hours apart while the patient is on bed rest, proteinuria of 5 g or higher in a 24-
hour urine specimen or 3+ or greater on two random urine samples collected at least 4 
hours apart, oliguria of less than 500 mL in 24 hours, cerebral or visual disturbances, 
pulmonary edema or cyanosis, epigastric or right upper-quadrant pain, elevated liver 
enzymes, thrombocytopenia, or fetal growth restriction. 


Expectant management should be considered for women remote from term who have mild preeclampsia. 


Antihypertensive therapy (with either hydralazine or labetalol) should be used for treatment of diastolic blood pressure levels of 105-110 mm Hg or higher.

Chronic Hypertension in pregnancy
The following recommendation is based on good and consistent scientific evidence (Level A): 

Angiotensin-converting enzyme inhibitors are contraindicated during pregnancy and are associated with fetal and neonatal renal failure and death. 


Aspirin therapy should be considered in women with historical risk factors to decrease superimposed preeclampsia, e.g., preexisting diabetes, chronic hypertension, previous severe preeclampsia, and renal disease.

The following recommendations are based on limited or inconsistent scientific evidence (Level B): 

Antihypertensive therapy should be used for pregnant women with severe hypertension for maternal benefit. 


Methyldopa and labetalol are appropriate first-line antihypertensive therapies. 


Treatment of women with uncomplicated mild chronic hypertension is not beneficial because it does not improve perinatal outcome. 


The beta-blocker atenolol may be associated with growth restriction and is not 
recommended for use in pregnancy. 

The following recommendations are based primarily on consensus and expert opinion (Level C): 

Women with chronic hypertension should be evaluated for potentially reversible etiologies, preferably prior to pregnancy. 


Women with long-standing hypertension should be evaluated for end-organ disease, including cardiomegaly, renal insufficiency, and retinopathy, preferably prior to pregnancy. 


When chronic hypertension is complicated by IUGR or preeclampsia, fetal surveillance is warranted.
