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	SECTION 1: IDENTIFYING INFORMATION 

	1. Citation 
	Ya W, Reifer C, Miller LE. Efficacy of vaginal probiotic capsules for recurrent bacterial vaginosis: a double-blind, randomized, placebo-controlled study. Am J Obstet Gynecol. 2010;203:120.e1-e6.

	2. Hypertext link to PDF of full article 
	http://www.ajog.org/article/S0002-9378%2810%2900610-1/abstract

	3. First date published study available to readers 
	August 1, 2010

	4. PubMed ID 
	20659602

	5. Nominated By 
	Mike Mendoza 

	6. Institutional Affiliation of Nominator 
	University of Rochester Medical Center, New York

	7. Date Nominated 
	August 6, 2010

	8. Identified Through 
	Evidence Updates

	9. PURLS Editor Reviewing Nominated Potential PURL
	Bernard Ewigman 

	10. Nomination Decision Date 
	August 6, 2010

	11. Potential PURL Review Form (PPRF) Type 
	Randomized controlled trial

	12. Other comments, materials or discussion 
	     

	13. Assigned Potential PURL Reviewer 
	Kohar Jones

	14. Reviewer Affiliation 
	University of Chicago 

	15. Date Review Due 
	August 19, 2010

	16. Abstract 
	OBJECTIVE: We assessed the effectiveness of vaginal probiotic capsules for recurrent bacterial vaginosis (BV) prevention. STUDY DESIGN: One hundred twenty healthy Chinese women with a history of recurrent BV were assigned randomly to daily vaginal prophylaxis with 1 capsule (Probaclac Vaginal; Nicar Laboratories, Inc, Blainville, Quebec, Canada) that contained 8 billion colony-forming units of Lactobacillus rhamnosus, L acidophilus, and Streptococcus thermophilus (n=58 women) or 1 placebo capsule (n=62 women) for 7 days on, 7 days off, and 7 days on. RESULTS: Probiotic prophylaxis resulted in lower recurrence rates for BV (15.8% [9/57 women] vs 45.0% [27/60 women]; P<.001) and Gardnerella vaginalis incidence through 2 months (3.5% [2/57 women] vs 18.3% [11/60 women]; P=.02). Between the 2- and 11-month follow-up periods, women who received probiotics reported a lower incidence of BV and G vaginalis. Aside from vaginal discharge and malodor, no adverse events were reported in either study group. CONCLUSION: Short-term probiotic prophylaxis is well tolerated and reduces BV recurrence and G vaginalis risk through 11 months after treatment. Copyright © 2010 Mosby, Inc. All rights reserved.

	17. Pending PURL Review Date
	     

	sECTION 2: CRITICAL APPRAISAL OF VALIDITY

	1. Number of patients starting each arm of the study?
	Goal: 60 each arm. In fact: 58 test, 62 control.

	2. Main characteristics of study patients (inclusions, exclusions, demographics, settings, etc.)?
	Inclusion criteria: healthy women 18-55 years old currently free from BV, who had ≥2 BV episodes in the previous year, no antibiotic treatment within 1 week of study participation, who were willing to refrain from other vaginal products (eg, douche, spermicide). 

Exclusion criteria: other causes of vulvovaginitis, pregnant/lactating, history of daily fermented milk/yogurt consumption, allergy to product ingredients, immunosuppressed state, systemic/antifungal therapy within 7 days of study participation, neoplasia, and urogenital infection in last 3 weeks.

	3. Intervention(s) being investigated?
	Daily vaginal probiotic capsules (with 8 billion CFU of Lactobacillus rhamnosus, L acidophilus, and Streptococcus thermophilus in lactose base) for 1 week on, 1 week off, 1 week on again, then nothing.

	4. Comparison treatment(s), placebo, or nothing?
	Placebo with identical capsule containing lactose alone.

	5. Length of follow up? Note specified end points, eg, death, cure, etc.
	30 days, 60 days, telephone interview at 11 months. Follow-up evaluations included the collection of vaginal swabs, an assessment of vaginal flora, and a report of adverse events.

	6. What outcome measures are used? List all that assess effectiveness.
	Primary end point: diagnosis of BV in the 2-month follow-up period. 

Secondary end points: Presence or absence of BV symptoms, diagnosis of BV or G vaginalis, and adverse events.

	7. What is the effect of the intervention(s)? Include absolute risk, relative risk, NNT, CI, p-values, etc.
	BV recurrence rates at 2 months: 15.8% vs 45%, CI 0.10-0.55, P<.001, odds ratio (OR) 0.23. 

Patient reports between 2 and 11 months: 10.6% vs 27.7%, CI 0.11-0.93, P=.04, 
OR 0.31. 

	8. What are the adverse effects of intervention compared with no intervention?
	None

	9. Study addresses an appropriate and clearly focused question - select one
	Well covered

	10. Random allocation to comparison groups
	Adequately addressed

	11. Concealed allocation to comparison groups
	Well covered

	12. Subjects and investigators kept “blind” to comparison group allocation
	Well covered

	13. Comparison groups are similar at the start of the trial
	Adequately addressed 

Comments: Rates of smoking status, prior pregnancies, number of male and female sexual partners, and use of hormonal contraception/condoms (all risk factors for BV) were not reported and would be useful to know with respect to generalizability. We assume randomization distributed these variables sufficiently to avoid confounding of the primary results. 

	14. 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 covered

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


	Well covered

Comments: The 11-month follow-up was conducted by phone report.

	16. Are patient-oriented outcomes included? If yes, what are they?
	Vaginal discharge and odor.

	17. What percent dropped out, and were lost to follow-up? Could this bias the results? How?
	Dropout rate at 2 months: 9% test group, 10% control group.

Dropout rate at 11 months: 19% test group, 24% control group.

Both groups lost patients at a similar rate, with initial dropouts "for personal reasons" rather than difficulty with compliance. These dropouts were not likely to create significant bias.

	18. Was there an intention-to-treat analysis? If not, could this bias the results? How?
	

	19. If a multi-site study, are results comparable for all sites?
	Single site

	20. Is the funding for the trial a potential source of bias? If yes, what measures were taken to insure scientific integrity?
	Unclear

	21. To which patients might the findings apply? Include patients in the study and other patients to whom the findings may be generalized.
	Healthy women with recurrent BV. Unclear whether these findings would apply to women who do not ingest milk or unfermented yogurt, as that may alter the vaginal flora. However, past studies show that in normally consumed quantities of probiotics, oral ingestion does not appear to have the same effect as this highly concentrated vaginal application.

	22. In what care settings might the findings apply, or not apply?
	Outpatient

	23. To which clinicians or policy makers might the findings be relevant?
	Primary care

	SECTION 3: REVIEW OF SECONDARY LITERATURE

	1. DynaMed excerpts
	     

	2. DynaMed citation/access date
	Bacterial vaginosis. In: DynaMed [database online]. Available at: www.DynamicMedical.com. Last updated August 14, 2010. Accessed August 19, 2010.

	3. Bottom line recommendation or summary of evidence from DynaMed

(1-2 sentences)
	This study was not included at the time we accessed DynaMed. A 2009 Cochrane review noted insufficient evidence to recommend for or against probiotics.

	4. UpToDate excerpts
	     

	5. UpToDate citation/access date
	Sobel JD. Bacterial vaginosis. In: Basow DS, ed. UpToDate [database online]. Waltham, Mass: UpToDate; 2010. Available at: http://www.uptodate.com. Last updated April 2010. Accessed August 19, 2010.

	6. Bottom line recommendation or summary of evidence from UpToDate

(1-2 sentences)
	Insufficient evidence to recommend probiotics.

	7. PEPID PCP excerpts

www.pepidonline.com

username: fpinauthor

pw: pepidpcp
	No mention of probiotics.

	8. PEPID citation/access data
	French L. Bacterial vaginosis In: PEPID [database online]. Available at: http://www.pepidonline.com. Accessed August 19, 2010.

	9. PEPID content updating 
	1. Do you recommend that PEPID get updated on this topic?

Yes, there is important evidence or recommendations that are missing.
2. Is there an EBM Inquiry (HelpDesk Answers and Clinical Inquiries) as indicated by the EB icon ([image: image1.png]


) that should be updated on the basis of the review?

No, this topic is current, accurate, and up to date.

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

	11. Citations for other excerpts
	     

	12. Bottom line recommendation or summary of evidence from Other Sources (1-2 sentences)
	Insufficient evidence to recommend for or against probiotics.

	SECTION 4: CONCLUSIONS

	1. Validity: 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)
	3 

	2. If 4.1 was coded as 4, 5, 6, or 7, 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?
	Single trial from China. Needs to be replicated. Low-risk women were included.

	3. Relevance: Are the results of this study generalizable to and relevant to the health care needs of patients cared for by “full scope” family physicians? Give one number on a scale of 1 to 7 (1=extremely well; 4=neutral; 7=extremely poorly)
	3 

	4. If 4.3 was coded as 4, 5, 6, or 7, please provide an explanation.
	Only Chinese population with no fermented milk products. The higher rate of lactose intolerance in the Chinese population than others creates a different underlying vaginal flora. More research will be needed to document generalizability. 

	5. Practice-changing potential: If the findings of the study are both valid and relevant, does the practice that would be based on these findings represent a change from current practice? Give one number on a scale of 1 to 7 (1=definitely a change from current practice; 4=uncertain; 7=definitely not a change from current practice)
	1 

	6. If 4.5 was coded as 1, 2, 3, or 4, please describe the potential new practice recommendation. Please be specific about what should be done, the target patient population and the expected benefit.
	For prevention of recurrent BV, vaginal probiotic capsules can be given for 7 days on, 7 days off, and 7 days on. 
Target patient population: Women with recurrent BV.

Expected benefit: Short-term probiotic prophylaxis reduces BV recurrence and G vaginalis risk.

	7. Applicability to a Family Medical Care Setting:

Is the change in practice recommendation something that could be done in a medical care setting by a family physician (office, hospital, nursing home, etc), such as a prescribing a medication, vitamin or herbal remedy; performing or ordering a diagnostic test; performing or referring for a procedure; advising, educating or counseling a patient; or creating a system for implementing an intervention? Give one number on a scale of 1 to 7 (1=definitely could be done in a medical care setting; 4=uncertain; 7=definitely could not be done in a medical care setting)
	1 

	8. If you coded 4.7 as a 4, 5, 6 or 7, please explain. 
	     

	9. Immediacy of Implementation: Are there major barriers to immediate implementation? Would the cost or the potential for reimbursement prohibit implementation in most family medicine practices? Are there regulatory issues that prohibit implementation? Is the service, device, drug or other essentials available on the market? Give one number on a scale of 1 to 7 (1=definitely could be immediately applied; 4=uncertain; 7=definitely could not be immediately applied)
	2 

	10. If you coded 4.9 as 4, 5, 6, or 7, please explain why.
	Available at ladytobaby.com/show.php?item=219

	11. Clinical meaningful outcomes or patient-oriented outcomes: Are the outcomes measured in the study clinically meaningful or patient oriented? Give one number on a scale of 1 to 7 (1=definitely clinically meaningful or patient oriented; 4=uncertain; 7=definitely not clinically meaningful or patient oriented)
	2 

	12. If you coded 4.11 as a 4, 5, 6, or 7 please explain why.
	     

	13. In your opinion, is this a Pending PURL? Give one number on a scale of 1 to 7 (1=definitely a Pending PURL; 4=uncertain; 7=definitely not a Pending PURL)

Criteria for a Pending PURL:

· Valid: Strong internal scientific validity; the findings appears to be true.

· Relevant: Relevant to the practice of family medicine

· Practice changing: There is a specific identifiable new practice recommendation that is applicable to what family physicians do in medical care settings and seems different than current practice.

· Applicability in medical setting:

· Immediacy of implementation 
	3 

	14. Comments on your response in 4.13.
	Single trial. Low risk Chinese population. However, minimal harm, supports the findings of a prior study on oral probiotic use to decrease recurrent BV and showed meaningful benefit. 

	SECTION 5: EDITORIAL DECISIONS

	1. FPIN PURLs editorial decision (select one)
	Pending PURL—Forward to JFP Editor

	2. Follow-up issues for Pending PURL Reviewer
	     

	3. FPIN PURLS Editor making decision 
	Bernard Ewigman

	4. Date of decision
	November 2010

	5. Brief summary of decision
	Although this was only a single trial involving low-risk Chinese population, the meaningful benefit and minimal harm supports the findings of a prior study on oral probiotic use to decrease recurrent BV.


