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	Section 2: Detailed Study Description




	2.0 Study background/question
	“Corticosteroids and antiviral agents are widely used to treat the early stages of idiopathic facial paralysis, but their effectiveness is uncertain.” What is the effect of acyclovir, prednisolone, both agents, or placebo on facial nerve function, health-related quality of life, appearance, and pain?

	2.1 Number of patients starting each arm of the study?
	n=134 for acyclovir plus prednisolone

n=138 for acyclovir plus placebo

n=138 for placebo plus prednisolone

n=141 for double placebo

	2.2 Main characteristics of study patients (inclusions, exclusions, demographics, settings, etc)?
	16 years of age or older; unilateral facial nerve weakness with no identifiable cause who presented to either primary care or emergency department and could be referred to ENT within 72 hours. Exclusions: pregnant or breastfeeding, uncontrolled diabetes (Hb A1c >8.0%), peptic ulcer disease, suppurative otitis media, herpes zoster, multiple sclerosis, systemic infection, sarcoid or other rare disorder, inability to give informed consent

	2.3 Intervention(s) being investigated?


	Acyclovir 400 mg orally 5 times daily alone or in combination with prednisolone 25 mg orally twice daily

	2.4 Comparison treatment(s), placebo, usual care, and/or no treatment?
	Placebo

	2.5 Length of follow up? (Note specified endpoints, eg, death, cure, etc)
	9 months from diagnosis: endpoint is complete recovery of facial nerve function

	2.6 What outcome measures are used? (List all measures used to assess effectiveness)
	House-Brackmann scale of facial nerve function (primary)

	2.7 What is the effect of the intervention(s)? (Include absolute risk, relative risk, NNT, CI, P values, etc)
	Odds ratios (OR) for complete recovery: 

Prednisolone vs placebo: OR=2.44 (95% confidence interval [CI], 1.55–3.84) at 3 mo (P<.001) and 3.32 (95% CI, 1.72–6.44) at 9 mo (P<.001)

Acyclovir: OR=0.86 (95% CI, 0.55–1.34) at 3 mo (P=.50) and 0.61 (95% CI, 0.33–1.11) at 9 mo (P=.10)

Absolute risk reduction (ARR) for prednisolone over placebo at 3 mo was 19% (number needed to treat [NNT]=6) and 12% at 9 mo (NNT=8).

	Section 3: Internal Validity 



	3.1 Study addresses an appropriate and clearly focused question
	Well addressed



	3.2 Random allocation to comparison groups
	Well addressed 



	3.3 Concealed allocation to comparison groups
	Well addressed 



	3.4 Subjects and investigators kept “blind” to comparison group allocation
	Well addressed



	3.5 Comparison groups are similar at the start of the trial
	Well addressed



	3.6 Were there any differences between the groups/arms of the study other than the intervention under investigation? If yes, please indicate whether the differences are a potential source of bias
	Well addressed 



	3.7 Were all relevant outcomes measured in a standardized, valid, and reliable way?


	Well addressed 

	3.8 Are patient-oriented outcomes included? If yes, what are they?
	Yes—study analyzed secondary outcomes of health-related quality of life, appearance, and pain, but none of the differences were statistically significant. Only patients who had received prednisolone had improved appearance over time

	3.9 What percent dropped out, and were lost to follow-up? Could this bias the results? How?
	Low dropout rate, even across the groups—interestingly, highest in the placebo/placebo arm

	3.10 Was there an intention-to-treat analysis? If not, could this bias the results? How?
	Yes—analyzed on intention-to-treat basis

	3.11 If a multisite study, are results comparable for all sites?
	Primary care and emergency department serving ~ 88% of Scotland’s population; comparability across sites not addressed

	3.12 Is the funding for the trial a potential source of bias? If yes, what measures were taken to insure scientific integrity?
	No apparent funding bias—was government-funded


	Section 4: External Validity




	4.1 To which patients might the findings apply? (Include patients in the study and other patients to whom the findings may be generalized)
	Patients who present to the primary care or emergency department setting within 72 hours of symptom onset

	4.2 In what care settings might the findings apply, or not apply?
	Patients who present late for care or have exclusion comorbidities, children <16 years of age

	4.3 To which clinicians or policy makers might the findings be relevant?
	Primary care or emergency department physicians


	Section 5: Review of Secondary Literature




	5.1 DynaMed excerpts
	Summarizes many studies, including one that shows steroids improve time to recovery but don’t affect ultimate recovery of facial function; prednisone better than acyclovir alone; evidence limited and conflicting for antivirals (acyclovir and valacyclovir); one trial showing methylcobalamin IM may be helpful (reference: Jalaludin MA. Methylcobalamin treatment of Bell's palsy. Methods Find Exp Clin Pharmacol 1995; 17:539–544

	5.2 DynaMed citation/access date
	Brown CB. Bell’s palsy. In: Dynamed [database online]. Updated 7/22/07. Available at: www.DynamicMedical.com. Accessed on 10/22/07

	5.3 UpToDate excerpts
	Summarizes studies of prednisone and antivirals; although definitive data is lacking, author recommends prednisone + valacyclovir for patients with Bell’s palsy within 1 week of onset

	5.4 UpToDate citation/access date
	Ronthal M. Bell’s palsy. In: Rose BD, ed. UpToDate [database online]. Waltham, Mass: UpToDate; 2006. Updated 7/13/05. Available at: www.uptodate.com. Accessed on 10/22/07

	5.5 PEPID PCP excerpts
	Are drug therapies effective in treating Bell's Palsy? (Clinical Inquiry)
1. Early use of corticosteroid therapy results in less autonomic synkinesis and possibly improved rates of recovery in adults (strength of recommendation: C); there is no proven benefit in children (SOR: B). 

2. Adding acyclovir (Zovirax) to prednisone therapy may improve recovery rates compared with prednisone alone (SOR: C). 

3. The results of 1 nonblinded study indicate that intramuscular methylcobalamin (vitamin B12) used alone or in combination with prednisone may shorten time to recovery (SOR: C).

A practice parameter from the American Academy of Neurology states that steroids are safe and probably effective (Level B), whereas acyclovir is safe and possibly effective (Level C).

Systematic reviews from the Cochrane Database report that available evidence from randomized controlled trials does not show significant benefit from treating Bell's palsy with corticosteroids and that clinical trials on acyclovir are inconclusive and therefore cannot be used to make recommendations regarding its use

	5.6 PEPID citation/access data
	Scott S, Meadows S, Horowitz SH. Are drug therapies effective in treating Bell's palsy? In: WinklerPrins V, ed. PEPID-PCP [database online]. Reprinted from J Fam Pract 2003; 52:156,159. Available at: www.pepidonline.com. Accessed on 10/22/07

	5.7 Other excerpts (USPSTF; other guidelines; etc.)
	

	5.8 Citations for other excerpts
	

	Section 6: Conclusions



	6.1 How well does the study minimize sources of internal bias and maximize internal validity? Give one number on a scale of 1 to 7 (1=extremely well; 4=neutral; 7=extremely poorly)
	1 (Extremely well)

	6.2 If 6.1 was coded as 4 or below, please describe the potential bias and how it could affect the study results. Specifically, what is the likely direction in which potential sources of internal bias might affect the results?
	Not applicable

	6.3 Are the results of this study relevant to the health care needs of patients cared for by “full scope” family physicians, general internists, general pediatricians, or general ob/gyns? Are they applicable without significant change in programs or policies such as the organization or financing of practice? Give one number of a scale of 1 to 7 (1=absolutely relevant; 4=neutral; 7=not at all relevant)
	1 (Absolutely relevant)



	6.4 Please explain your response to item 6.3.
	Not uncommon problem; study recruited patients specifically from a primary care population and used inexpensive, widely available medication

	6.5 What is the main recommendation for change in practice, if any? Include a description of the change in practice, the indications, and the target population
	No change in practice—adds more weight behind current practice

	Section 7: Editorial Decisions



	7.1 FPIN PURLs editorial decision
	PURL



	7.2 FPIN PURLS Editor 
	John Hickner, MD, MSc, Department of Family Medicine, University of Chicago



	7.3 Date of decision
	10/25/07

	7.4 Brief summary of reason for decision
	This is a PURL because evidence prior to this RCT stated that the benefits of steroids and antiviral treatment were equivocal. This is the largest RCT of these modalities, and there appears to be a clear benefit to steroids and no benefit for antivirals. The treatment effect appears to be relatively large. On the basis of this RCT, I will no longer offer antivirals to my patients with new onset of Bell’s palsy and I will offer them prednisolone.


