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	16. Abstract 
	BACKGROUND: The common cold is one of the most widespread illnesses and is a leading cause of visits to the doctor and absenteeism from school and work. Trials conducted since 1984 investigating the role of zinc for the common cold symptoms have had mixed results. Inadequate treatment masking and reduced bioavailability of zinc from some formulations have been cited as influencing results.

OBJECTIVES: To assess the effect of zinc on common cold symptoms.

SEARCH STRATEGY: We searched CENTRAL (2010, Issue 2) which contains the Acute Respiratory Infections Group's Specialised Register, MEDLINE (1966 to May week 3, 2010), and EMBASE (1974 to June 2010).

SELECTION CRITERIA: Randomised, double-blind, placebo-controlled trials using zinc for at least 5 consecutive days to treat, or for at least 5 months to prevent the common cold.

DATA COLLECTION AND ANALYSIS: Two review authors independently extracted data and assessed trial quality.

MAIN RESULTS: We included 13 therapeutic trials (966 participants) and 2 preventive trials (394 participants). Intake of zinc is associated with a significant reduction in the duration (standardized mean difference [SMD] -0.97; 95% confidence interval [CI], -1.56 to -0.38; P=.001) and severity of common cold symptoms (SMD -0.39; 95% CI -0.77 to -0.02; P=.04). There was a significant difference between the zinc and control group for the proportion of participants symptomatic after 7 days of treatment (OR 0.45; 95% CI 0.2 to 1.00; P=.05). The incidence rate ratio (IRR) of developing a cold (IRR 0.64; 95% CI 0.47 to 0.88; P=.006), school absence (P=.0003), and prescription of antibiotics (P<.00001) was lower in the zinc group. Overall adverse events (OR 1.59; 95% CI 0.97 to 2.58; P=.06), bad taste (OR 2.64; 95% CI 1.91 to 3.64; P<.00001), and nausea (OR 2.15; 95% CI 1.44 to 3.23; P=.002) were higher in the zinc group.

AUTHORS' CONCLUSIONS: Zinc administered within 24 hours of onset of symptoms reduces the duration and severity of the common cold in healthy people. When supplemented for at least 5 months, it reduces cold incidence, school absenteeism, and prescription of antibiotics in children. There is potential for zinc lozenges to produce side effects. In view of this and the differences in study populations, dosages, formulations and duration of treatment, it is difficult to make firm recommendations about the dose, formulation, and duration that should be used.

	SECTION 2: CRITICAL APPRAISAL OF VALIDITY

	1. What types of studies are included in this review?
	RCTs 

	2. What is the key question addressed by this review? Summarize the main conclusions and any strengths or weaknesses.
	1. Is zinc (used for at least 5 days) effective at treating the common cold?

2. Is zinc (used for at least 5 months) effective at preventing the common cold?

1: 13 trials with 966 people. Mean difference in duration of cold symptoms: –0.97 in zinc vs placebo (95% CI –1.57 to –0.38)

2: 2 trials with 394 people.

IRR for those who received zinc vs placebo: 0.64

(95% CI 0.47-0.88, P=.006).



	3. Study addresses an appropriate and clearly focused question - select one


	Well covered 

	4. A description of the methodology used is included.


	Well covered

	5. The literature search is sufficiently rigorous to identify all the relevant studies.


	Well covered

	6. Study quality is assessed and taken into account.


	Well covered

	7. There are enough similarities between selected studies to make combining them reasonable.


	Well covered 

	8. Are patient-oriented outcomes included? If yes, what are they?


	1. Duration of symptoms.

2. Severity of symptoms.

3. Incidence of the common cold.


	9. Are adverse effects addressed? If so, how would they affect recommendations?


	Yes. Nausea and dysguesia are more common in the zinc group than the control group. It would be an individual judgment whether harms of nausea outweigh benefits; would not interfere with recommendation.



	10. Is funding a potential source of bias? If yes, what measures (if any) were taken to insure scientific integrity?


	Many of the included trials were funded in part by pharmaceutical companies. The authors note the role of pharma in each trial.

	11. To which patients might the findings apply? Include patients in the meta-analysis and other patients to whom the findings may be generalized.


	Anyone at risk for colds.

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


	Primary care


	13. To which clinicians or policy makers might the findings be relevant?
	Primary care
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	6. Bottom line recommendation or summary of evidence from UpToDate

(1-2 sentences)


	Does not much address oral zinc.
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	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.

	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)


	2 

	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?
	Sources of bias are well highlighted, but (clearly) not eliminated.

	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)

 
	1 

	4. If 4.3 was coded as 4, 5, 6, or 7, please 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)


	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.


	

	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)
	3 

	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)


	1 

	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)


	1 

	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
	Unclear recommendation with multiple sources and doses of zinc included.
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