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 At 3 months, 83% of patients in the prednisolone 

group had complete recovery compared with 63.6% 

among patients who did not receive prednisolone 

(P<.001). Complete recovery of facial function among 

patients in the acyclovir group did differ signiicantly 

from patients who did not receive acyclovir (71.2% 

vs 75.7%; unadjusted P=.30; adjusted P=.50). At 

9 months complete recovery was 94.4% in the predniso-

lone group compared with 81.6% for no prednisolone 

(P<.001). The acyclovir group had a complete recovery 

rate of 85.4% compared with 90.8% for no acyclovir 

(unadjusted P=.07; adjusted P=.10). For the group tak-

ing double placebo, complete recovery was 64.7% at  

3 months and 85.2% at 9 months. There was no addi-

tional beneit of adding acyclovir to prednisolone. 

The number needed to treat with prednisolone for  

1 additional complete recovery was 6 (95% CI, 4–9) at  

3 months and 8 (95% CI, 6–14) at 9 months. The 

authors concluded that the best treatment for patients 

presenting with Bell’s palsy was prednisolone within  

72 hours of symptom onset.1

 A 9-year cohort study of 31 patients with Bell’s pal-

sy and diabetes compared intravenous (IV) steroid ther-

apy with IV lipo-PGE
1
 therapy. The irst 3 patients were 

given steroids, but subsequent patients were sequential-

ly allocated between the 2 groups. The patients were 

followed for up to 6 months. The steroid group (n=17) 

was treated with a 7-day taper of IV hydrocortisone 

sodium succinate. The other group (n=14) was treated 

with IV lipo-PGE
1
, 10 µg/d for 10 days.2

 Four weeks after the irst visit, the recovery rates 

were 47% for the steroid group and 43% for lipo-PGE
1
 

groups. After 2 months, the igures were 65% and 71%, 

respectively, and after 6 months, they were 76% and 

79%. There was no statistical difference at any interval 

of the recovery rates. Fasting glucose levels in the steroid 

group increased to a mean peak value of 291 mg/dL. The 

lipo-PGE
1
 group did not have any increase in their fasting 

blood glucose levels.2
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What is the best treatment for Graves’ disease 
in women trying to become pregnant?

Evidence-Based Answer
No studies or guidelines directly address this ques-

tion. However, it is recommended that pregnant women 

with Graves’ disease and thyroid-stimulating hormone 

(TSH) antibodies be treated with an antithyroid drug, 

whereas those without TSH antibodies should simply 

be observed. Radioiodine treatment with iodine-131 

(I-131) is contraindicated when a woman is attempt-

ing pregnancy and during pregnancy. Propylthiouracil 

(PTU) is the irst-line drug therapy during the irst tri-

mester. (SOR B, from an evidence-based guideline.)

The Endocrine Society Clinical Practice (ESCP) guide-

line on the management of thyroid disease in preg-

nancy was compiled by a panel of experts from the 

Americas and Europe.1 Available literature from the last 

20 years was analyzed and clinical recommendations 

were graded with a taxonomy similar to the one used 

by the US Preventive Services Task Force (A, B, C, D, 

and I).

 The ESCP made the following recommendations 

for women who are pregnant or postpartum with thy-

roid dysfunction, based on their literature review:

 •  Antithyroid drug therapy should be initiated and/or 

adjusted to maintain maternal free T4 levels in the 

upper nonpregnant reference range, in patients with 

antithyroid antibodies. (ESCP A, good)

 •  PTU is the irst-line drug, especially during the irst 

trimester. (ESCP B, fair)

 •  Thyroid receptor antibodies (TRAb) should be 

measured during the second trimester in moth-

ers with Graves’ or a history of Graves’, including 

women with previous treatment of I-131 or a thy-

roidectomy. A patient with a negative TRAb result 

requires no antithyroid drug therapy, as the risk of 

fetal thyroid destruction is low. (ESCP B, fair)

 •  I-131 should not be given to pregnant women. 

If iodine radiation treatment occurs, warning of 

potential damage should be discussed. (ESCP A, 

good)

 •  If a patient has elevated TRAb or is currently being 

treated with an antithyroid drug, an ultrasound 

should be ordered to look for evidence of fetal thy-

roid destruction: growth restriction, hydrops, goi-

ter, or advanced bone age. (ESCP B, fair)1
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 A 2007 narrative review examined all clinical tri-

als and case reports involving the use of methimazole 

(MMI) and PTU during pregnancy, from 1966 to March 

2007.2 The search methodology and evidence grading 

were not explicit. One highlighted study was a retro-

spective chart review of 135 patients over a 16-year 

span, using either MMI or PTU to treat hyperthyroid-

ism during pregnancy. Three percent of the fetuses were 

born with congenital malformations, a rate similar to 

that in the general population. 

 A highlighted case-control study of 249 pregnant 

women compared levels of T4 and TSH in the cord serum 

when the women were taking MMI or PTU. Of the 249 

in the study, only 77 took MMI or PTU for longer than 

4 weeks. These 77 were compared with 32 normal con-

trols who did not have Graves’ disease. About 21% of 

babies in the PTU group had elevated TSH, compared 

with 14% in the MMI group. Based on their review, the 

authors concluded that PTU and MMI are similar in the 

outcomes of fetal hypothyroidism and birth defects.2
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Are SSRIs associated with upper gastrointestinal 
bleeding in adults?

Evidence-Based Answer
Yes. Selective serotonin reuptake inhibitor (SSRI) use 

is associated with a 2-fold increase in the incidence 

of upper gastrointestinal bleeding. Concomitant use 

of aspirin or nonsteroidal anti-inlammatory drugs 

(NSAIDs) with SSRIs increases the risk of upper gas-

trointestinal bleeding even further. (SOR B, based on 

a meta-analysis and systematic reviews of case-control 

studies.)

No randomized controlled clinical trials have been pub-

lished assessing the incidence of upper gastrointestinal 

bleeding with SSRI use. The size and ethical issues of 

such a trial would be prohibitive. Consequently, upper 

gastrointestinal bleeding in SSRI users has been assessed 

primarily through observational studies. Biologic plau-

sibility supports the association between SSRIs and 

bleeding. The presence of serotonin in platelets is criti-

cal for initiating platelet aggregation. However, plate-

lets do not synthesize serotonin and must import it 

from the surrounding plasma via serotonin transport 

proteins. SSRIs block the serotonin transport proteins, 

resulting in platelet serotonin deiciency within as little 

as 2 weeks after starting therapy.

 A 2008 meta-analysis1 assessed the risk of upper 

gastrointestinal bleeding from SSRIs and the interaction 

of SSRIs with NSAIDs. The authors’ search of PubMed, 

cited references, the Canadian Adverse Events Database, 

the US Food and Drug Administration Adverse Event 

Reporting System, Web sites of SSRI manufacturers, 

and the trial results repository for studies that included 

controlled data yielded only 1 cohort study and 3 case-

control studies with a total of 153,000 patients.

 Compared with placebo, SSRI use was associ-

ated with a signiicant increase in upper gastrointesti-

nal bleeding (odds ratio [OR] 2.36; 95% conidence 

interval [CI], 1.44–3.85). When SSRIs were taken with 

NSAIDs, the risk was even higher (OR 6.33; 95% CI, 

3.40–11.8). Signiicant heterogeneity resulted from dif-

ferences in doses and types of medications used, out-

come ascertainment, and duration of exposure. Seven 

pharmaceutical company study reports of paroxetine 

found gastrointestinal bleeding in 7 of 1,220 parox-

etine-treated patients and 2 of 893 control patients (OR 

1.60; 95% CI, 0.48–5.30).1

 A 2006 systematic review2 examined 3 retrospec-

tive cohort studies and 1 case-control study. The case-

control study of 1,651 upper gastrointestinal bleeding 

cases and 10,000 controls found that 3.1% of the cases 

and 1.0% of the controls were SSRI users (adjusted 

relative risk [RR] 3.0; 95% CI, 2.1–4.4). The cohort 

studies showed hospitalization rates for upper gastro-

intestinal bleeding ranging from 4.3 to 7.3 cases per 

1,000 person-years of SSRI use, with adjusted RRs 

ranging from 1.3 (95% CI, 0.75–2.27) to 3.6 (95% CI, 

2.7–4.7). The cohort studies found 1,196 upper gastro-

intestinal bleeding cases in 408,553 SSRI users, for an 

incidence of 7.1 per 1,000 person-years of exposure. 

Using a background hospitalization rate for upper gas-

trointestinal bleeding of 1.2 per 1,000 person-years 

(obtained from a Danish health databank),3 a rough 

estimate can be made for the number needed to harm 

(approximately 170).
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