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	Evangelista MT, Casintahan MF, Villafuerte LL. Simvastatin as a novel therapeutic agent for venous ulcers: a randomized, double-blind, placebo-controlled trial. Br J Dermatol. 2014 May;170(5):1151-7. doi: 10.1111/bjd.12883. PubMed PMID: 24506834.
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	4. PubMed ID 
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	University of Missouri Other: 
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	Other Other: Poems
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	13. Assigned Potential PURL Reviewer 
	Kortnee Roberson, MD

	14. Reviewer Affiliation 
	University of Chicago Other: 

	15. Date Review Due 
	10/23/14

	16. Abstract 
	BACKGROUND:

Although the standard treatment for venous ulcers is compression, drugs may be used as adjunctive therapy. Simvastatin has shown potential wound-healing properties; however, no studies have investigated its use in venous ulcers.

OBJECTIVES:

To assess the efficacy and safety of simvastatin in venous ulcer healing when combined with standard treatment for ulcers.

METHODS:

This was a randomized, double-blind, placebo-controlled trial. Outcome measures were the proportion of healed ulcers, healing time, total surface area healed, and Dermatology Life Quality Index (DLQI) scores.

RESULTS:

Sixty-six patients were randomized into 2 groups: a simvastatin (n = 32) and a control (n = 34) group. Among ulcers ≤5 cm, 100% were healed in the simvastatin group, and 50% were healed in the control group [relative risk (RR) 0.10, 95% confidence interval (CI) 0.0141-0.707]. The average healing times for ulcers ≤5 cm were 6.89 ± 0.78 weeks and 8.40 ± 1.13 weeks for the simvastatin and control groups, respectively (P<0.001). Among ulcers >5 cm, 67% closed in the simvastatin group, with a mean healing time of 9.17 ± 1.07 weeks. No ulcers of this size closed in the control group (RR 0.33, 95% CI 0.132-0.840). The simvastatin group had lower DLQI scores (P<0.001) post-treatment. No adverse effects were documented.

CONCLUSIONS:

Simvastatin 40 mg daily, in addition to standard wound care and compression, is associated with a significant improvement in healing rate and time, as well as an improved patient quality of life when compared with placebo in the management of venous ulcers.

© 2014 British Association of Dermatologists.

	17. Pending PURL Review Date
	

	sECTION 2:   Critical Appraisal of Validity
[to be completed by the Potential PURL Reviewer]

[to be revised by the Pending PURL Reviewer if needed]

	1. Number of patients starting each arm of the study?
	Simvastatin n = 32, Placebo n = 34

	2. Main characteristics of study patients (inclusions, exclusions, demographics, settings, etc.)?
	The trial included patients’ ages 41 to 72 both women and men with single or multiple ulcers (confirmed by duplex scan) that had been open for at least 3 months. The patients had to be willing to have elastic compression therapy.

Exclusion criteria included patients who took antibiotics or any phlebotropic or venoactive drugs at least 2 weeks before enrollment, ulcers >10 cm, grossly infected lesions needing oral or IV antibiotics, elevated liver enzymes, hepatic disease, renal pathology, myopathies, cataracts, compromised immune states or any other major medical problems the investigator deemed to increase the risk of adverse events with the intervention. Also, patients taking coumarin derivatives, digoxin, fibrates or high dose niacin, ciclosporin, nefazodone, methotrexate, verapamil, diltiazem, ACEi, systemic azole antifungals or systemic macrolide antibiotics. Additionally, those who were pregnant or lactating, those with known or suspected drug abuse problems, alcoholics, or those who were unlikely to be amenable to follow up.

	3. Intervention(s) being investigated?


	Simvastatin 40 mg for venous ulcers

	4. Comparison treatment(s), placebo, or nothing?
	Simvastatin vs. placebo


	5. Length of follow up? Note specified end points e.g. death, cure, etc.
	Treatment over 10 weeks. End points healed ulcer or 10 weeks of therapy

	6. What outcome measures are used? List all that assess effectiveness.
	Primary outcome was the proportion of patients with complete healing in each group.

Secondary outcomes included time to complete healing, percentage of surface area healed, effects on lipid and liver profiles, DLQI scores, and the incidence of adverse effects.

	7. What is the effect of the intervention(s)? Include absolute risk, relative risk, NNT, CI, p-values, etc.
	In the simvastatin group 90% of patients had complete ulcer closure compared with 34% of patients with control group (RR 0.158, 95% CI 0.053-0.474 Table 2)

Patients with ulcers ≤5 cm, all ulcers in patients on simvastatin group healed, 50% of patients in control group (RR 0.10, 95% CI -0.0141-0.707)

Healing times for ulcers less than or equal to 5 cm were 6.89 ± 0.78 weeks for simvastatin group and 8.40 ± 1.13 weeks for control group (P=0.001).

Patients with ulcers >5 cm, 67% had closure in simvastatin group with mean healing time of 9.17 ± 1.07 weeks. Control group none of the ulcers of this size closed. (RR 0.33, 95% CI 0.132-0.840). Mean healed area of the ulcers significantly higher (P = 0.030) in simvastin group (28.9 cm) than in control group (19.6 cm).

RRR computation revealed that simvastatin, in addition to standard wound care and compression will improve venous ulcers 84% more (RRR 0.842, 95% CI 0.526-0.948) than compression alone. ARR was 0.55, favoring simvastatin (ARR = 0.553, 95% CI 0.317-0.708). NNT analysis revealed that two patients were required to be treated with simvastatin to demonstrate complete ulcer closure. (NNT =2, 95% CI 1-3)

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

	9. Study addresses an appropriate and clearly focused question - select one
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	12. Subjects and investigators kept “blind” to comparison group allocation
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Comments: 

	12. Comparison groups are similar at the start of the trial
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	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.
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	15. Were all relevant outcomes measured in a standardized, valid, and reliable way?


	 FORMCHECKBOX 
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 FORMCHECKBOX 
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 FORMCHECKBOX 
 Poorly addressed    

 FORMCHECKBOX 
 Not applicable

Comments: 

	16. Are patient oriented outcomes included? If yes, what are they?
	Yes, closure of ulcers

	17. What percent dropped out, and were lost to follow up? Could this bias the results? How?
	5 out of 66 total patients were dropped out due to nonattendance at scheduled visits

	18. Was there an intention-to-treat analysis? If not, could this bias the results? How?
	Sensitivity case analysis (intention to treat analysis using worst case scenario) of all healed ulcers showed an RR of 0.304 (95% CI 0.141-0.655).

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

	20. Is the funding for the trial a potential source of bias? If yes, what measures were taken to insure scientific integrity?
	No

	21. To which patients might the findings apply? Include patients in the study and other patients to whom the findings may be generalized.
	Adult men and women with ulcers due to chronic venous insufficiency

	22. In what care settings might the findings apply, or not apply?
	Primary care, wound care clinics, hospitals findings apply

	23. To which clinicians or policy makers might the findings be relevant?
	Primary care physicians, dermatologists, wound care doctors

	SECTION 3: Review of Secondary Literature

[to be completed by the Potential PURL Reviewer]

[to be revised by the Pending PURL Reviewer as needed]

	Citation Instructions
	For UpTo Date citations, use style modified from http://www.uptodate.com/home/help/faq/using_UTD/index.html#cite & AMA style. Always use Basow DS as editor & current year as publication year.

EXAMPLE:  Auth I. Title of article. {insert author name if given, & search terms or title.} In: Basow DS, ed. UpToDate [database online]. Waltham, Mass: UpToDate; 2009. Available at: http://www.uptodate.com.  {Insert dated modified if given.} Accessed February 12, 2009. {whatever date PPRF reviewer did their search.}

For DynaMed, use the following style:
Depression: treatment {insert search terms or title}. In: DynaMed [database online]. Available at: http://www.DynamicMedical.com. Last updated February 4, 2009. {Insert dated modified if given.}  Accessed June 5, 2009.{search date}

	1. DynaMed excerpts
	

	2. DynaMed citation/access date
	Title. Author. In: DynaMed [database online]. Available at: www.DynamicMedical.com  Last updated:. Accessed 

	3.  Bottom line recommendation or summary of evidence from DynaMed 

(1-2 sentences)
	

	4. UpToDate excerpts
	

	5. UpToDate citation/access date
	Always use Basow DS as editor & current year as publication year.

Title. Medical management of lower extremity chronic venous disease Author. In: UpToDate [database online]. Available at: http://www.uptodate.com. Last updated:. Accessed

	6.  Bottom line recommendation or summary of evidence from UpToDate 

(1-2 sentences)
	Aspirin therapy for venous ulcers in addition to compression therapy

	7. PEPID PCP excerpts

www.pepidonline.com
username: fpinauthor

pw: pepidpcp
	

	8. PEPID citation/access data
	Author. Title. In: PEPID [database online]. Available at: http://www.pepidonline.com. Last updated:. Accessed

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

 FORMCHECKBOX 
 Yes, there is important evidence or recommendations that are missing

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

If yes, which PEPID Topic, Title(s): 

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?

 FORMCHECKBOX 
 Yes, there is important evidence or recommendations that are missing

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

If yes, which Evidence Based Inquiry(HelpDesk Answer or Clinical Inquiry), Title(s): 

	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)
	Significant improvement in healing time and closure of venous ulcers with daily intake of simvastatin 40 mg.

	SECTION 4: Conclusions 

[to be completed by the Potential PURL Reviewer] 
[to be revised by the Pending PURL Reviewer as needed]



	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)

 FORMCHECKBOX 
1   FORMCHECKBOX 
2   FORMCHECKBOX 
3   FORMCHECKBOX 
4   FORMCHECKBOX 
5   FORMCHECKBOX 
6   FORMCHECKBOX 
7  

	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?
	

	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)

 FORMCHECKBOX 
1   FORMCHECKBOX 
2   FORMCHECKBOX 
3   FORMCHECKBOX 
4   FORMCHECKBOX 
5   FORMCHECKBOX 
6   FORMCHECKBOX 
7  

	4. If 4.3 was coded as 4, 5, 6, or 7, lease provide an explanation.
	

	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)
 FORMCHECKBOX 
1   FORMCHECKBOX 
2   FORMCHECKBOX 
3   FORMCHECKBOX 
4   FORMCHECKBOX 
5   FORMCHECKBOX 
6   FORMCHECKBOX 
7  

	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.
	

	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) 

 FORMCHECKBOX 
1   FORMCHECKBOX 
2   FORMCHECKBOX 
3   FORMCHECKBOX 
4   FORMCHECKBOX 
5   FORMCHECKBOX 
6   FORMCHECKBOX 
7  

	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) 

 FORMCHECKBOX 
1   FORMCHECKBOX 
2   FORMCHECKBOX 
3   FORMCHECKBOX 
4   FORMCHECKBOX 
5   FORMCHECKBOX 
6   FORMCHECKBOX 
7  

	10. If you coded 4.9 as 4, 5, 6, or 7, please explain why.
	

	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) 

 FORMCHECKBOX 
1   FORMCHECKBOX 
2   FORMCHECKBOX 
3   FORMCHECKBOX 
4   FORMCHECKBOX 
5   FORMCHECKBOX 
6   FORMCHECKBOX 
7  

	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? 

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 
	Give one number on a scale of 1 to 7

(1=definitely a Pending PURL; 4=uncertain; 7=definitely not a Pending PURL) 

 FORMCHECKBOX 
1   FORMCHECKBOX 
2   FORMCHECKBOX 
3   FORMCHECKBOX 
4   FORMCHECKBOX 
5   FORMCHECKBOX 
6   FORMCHECKBOX 
7  
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