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	16. Abstract 
	OBJECTIVE: To evaluate lactogenesis after early postpartum insertion of the etonogestrel contraceptive implant.

METHODS: Healthy peripartum women with healthy, term newborns who desired the etonogestrel implant for contraception were randomly assigned to early (1-3 days) or standard (4-8 weeks) postpartum insertion. The primary outcomes, time to lactogenesis stage II and lactation failure, were documented by a validated measure. The noninferiority margin for the mean difference in time to lactogenesis stage II was defined as 8 additional hours. Secondary data (device continuation and contraceptive use, breast milk analysis, supplementation rates, side effects, and bleeding patterns) were collected at periodic intervals for 6 months.

RESULTS: Sixty-nine women were enrolled. Thirty-five were randomly assigned to early insertion and 34 to standard insertion. There were no statistically significant differences between the groups in age, race, parity, mode of delivery, use of anesthesia, or prior breastfeeding experience. Early insertion was demonstrated to be noninferior to standard insertion in time to lactogenesis stage II (early: [mean±standard deviation] 64.3±19.6 hours; standard: 65.2±18.5 hours, mean difference, -1.4 hours, 95% confidence interval [CI] -10.6 to 7.7 hours). Early insertion was also demonstrated to be noninferior to standard insertion in incidence of lactation failure (1/34 [3%] in the early insertion group, 0/35 [0%] in the standard insertion group [risk difference, 0.03, 95% CI -0.02 to 0.08]). Use of formula supplementation was not significantly different between the groups. Milk composition at 6 weeks was not significantly different between the groups.

CONCLUSION: Breastfeeding outcomes were similar in women who underwent early compared with standard postpartum insertion of the etonogestrel implant.

CLINICAL TRIAL REGISTRATION: ClinicalTrials.gov, www.clinicaltrials.gov, NCT00847587.

	sECTION 2: CRITICAL APPRAISAL OF VALIDITY

	1. Number of patients starting each arm of the study?
	Of 84 patients assessed for eligibility, 69 were randomly assigned—35 patients to early insertion and 34 patients to standard insertion. 

	2. Main characteristics of study patients (inclusions, exclusions, demographics, settings, etc.)?
	Inclusion criteria: Patients were offered inclusion in the study if they were healthy, intended to breastfeed, and agreed to be randomly assigned. All patients had expressed interest in Implanon.
Exclusion critieria: Onset of lactogenesis before randomization, hemorrhage requiring transfusion, severe pregnancy-induced hypertension, prolonged hospitalization, coagulopathy, liver disease, undiagnosed genital bleeding, or other relative contraindication to etonogestrel implant insertion (known or suspected pregnancy; known, suspected, or history of breast cancer; or hypersensitivity to any of the components in the etonogestrel implant). Women taking inducers of hepatic enzymes were also excluded, including barbiturates, griseofulvin, rifampin, phenylbutazone, phenytoin, carbamazepine, felbamate, oxcarbazepine, topiramate, modafinil, protease inhibitors, and herbal products, including St. John's wort. 
Setting: From January to October 2009, women who recently had delivered or planned to deliver at the University of Utah Health Sciences Center were counseled regarding risks and benefits of contraceptive options. The obstetric service at the University of Utah Hospital is a teaching facility, and care is delivered by a team of nurses, students, residents, and attending clinicians. 
Demographics: aprroximately 90% were white or Hispanic and with approxiamtely 75% being multipara.



	3. Intervention(s) being investigated?


	Healthy peripartum women with healthy, term newborns who desired the etonogestrel implant for contraception were randomly assigned to early (1–3 days) or standard 
(4–8 weeks) postpartum insertion.


	4. Comparison treatment(s), placebo, or nothing?
	As above



	5. Length of follow-up? Note specified end points, eg, death, cure, etc.
	6 months follow-up

	6. What outcome measures are used? List all that assess effectiveness.
	The primary outcome, time to lactogenesis stage II, was documented by maternal perception as described and validated by Chapman and Perez-Escamilla. Another outcome was lactation failure.
Secondary outcomes were breast milk analysis, supplemental rates, device continuation and contraceptive use, side effects and bleeding patterns.
Information obtained at these points included breastfeeding status, infant weights, side effects and bleeding patterns, resumption of sexual activity, and use of contraceptive method. Specifically, participants were asked at follow-up visits if they were using the etonogestrel implant for contraception.


	7. What is the effect of the intervention(s)? Include absolute risk, relative risk, NNT, CI, p-values, etc.
	Early insertion was demonstrated to be noninferior to standard insertion in risk of lactation failure (risk difference 0.03; 95% CI, -0.02 to 0.08). Early insertion was also demonstrated to be noninferior to standard insertion in time to stage II lactogenesis (early: [mean±SD] 64.3±19.6 hours; standard: 65.2±18.5 hours, mean difference, -1.4 hours, 95% CI -10.6 to 7.7 hours]. Exclusive breastfeeding and use of formula supplementation were not significantly different between the groups at any of the study time periods. Patient-reported bleeding patterns at 6 months were not statistically different between the groups. 

Women randomly assigned to early insertion were more likely to be using contraception at 3 months than women randomly assigned to standard insertion (100% vs  87%; P=.04).Breast milk was collected at 6 weeks postpartum from 21 of the 32 women breastfeeding in the early insertion group and 22 of the 26 women breastfeeding in the standard insertion group. Mean creamatocrit values were not significantly different between the groups (early: 7.5%±3.0%; standard: 6.8%±3.2%; mean difference 0.61%; 95% CI, -1.3 to 2.5%). 


	8. What are the adverse effects of intervention compared with no intervention?

	There was one device removal in the early insert group at 4 weeks (1/29, 3%) for arm pain. There was one removal in the standard insert group at 6 months (1/22, 5%) for bleeding.

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


	Adequately addressed



	10. Random allocation to comparison groups


	Adequately addressed 



	11. Concealed allocation to comparison groups


	Adequately addressed 



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


	Not applicable
Comments: Unable to be blinded.

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


	Adequately addressed 



	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.
	Poorly addressed 

Comments: My one concern because so many of the women in the standard group never obtained the intervention. One could make the argument that waiting for contraception doesn't work because women don't come back. However, almost 30% of the control group never received the intervention. This makes many of the secondary outcomes less valid, for example, side effects, bleeding pattern, and perhaps milk analysis.



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


	Adequately addressed 



	16. Are patient-oriented outcomes included? If yes, what are they?
	Time to stage II lactogenesis is probably a patient-oriented outcome. Lactation failure and most of the other secondary outcomes are patient oriented. 

	17. What percent dropped out, and were lost to follow-up? Could this bias the results? How?
	17% in the early intervention group and 32% of patients randomly assigned to standard insertion failed to receive the device. They reported that 7 did not come back for postpartum check and 4 in the standard group were lost to follow-up. 

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

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

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

	21. To which patients might the findings apply? Include patients in the study and other patients to whom the findings may be generalized.
	Women postpartum who want to use Implanon right after delivery, knowing it will not affect breast feeding or milk composition. 

	22. In what care settings might the findings apply, or not apply?
	Clinics that work with postpartum women who desire contraception.

	23. To which clinicians or policy makers might the findings be relevant?
	As above. 

	SECTION 3: REVIEW OF SECONDARY LITERATURE 

	1. DynaMed excerpts
	 

	2. DynaMed citation/access date
	Breastfeeding. In: DynaMed [database online]. Available at: www.DynamicMedical.com. Last updated July 5, 2011. Accessed July 6, 2011.

	3. Bottom line recommendation or summary of evidence from DynaMed

(1-2 sentences)
	 

	4. UpToDate excerpts
	 

	5. UpToDate citation/access date
	Stuebe A, Fiumara K, Lee KG. Principles of medication use during lactation. In: Basow DS, ed. UpToDate [database online]. Waltham, Mass: UpToDate; 2011. Available at: http://www.uptodate.com. Last updated: January 20, 2011. Accessed July 6, 2011.

	6. Bottom line recommendation or summary of evidence from UpToDate

(1-2 sentences)
	In certain patients, it is advantageous to use Implanon over the unclear risks.

	7. PEPID PCP excerpts

www.pepidonline.com

username: fpinauthor

pw: pepidpcp
	Meds that can reduce milk supply, eg, Depo-medroxyprogesterone 

	8. PEPID citation/access data
	Eglash A. Breast feeding In: PEPID [database online]. Available at: http://www.pepidonline.com. 

	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

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

Breast feeding


	10. Other excerpts (USPSTF; other guidelines; etc.)
	CDC changed recommendations for implanon to A, for which the advantages of using the method generally outweigh the theoretical or proven risks.

	11. Citations for other excerpts
	 

	12. Bottom line recommendation or summary of evidence from Other Sources (1-2 sentences)
	Research is unclear with no real evidence showing decreased breastfeeding with Implanon and WHO and CDC are loosening their restrictions.

	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)


	4 

	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?
	Used per-protocol analysis because of noninferiority. Concerns because of small sample size, 32% in the standard group did not receive Implanon and whether lactogenesis and lactation failure are meaningful patient-oriented outcomes. 

	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.
	 

	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)


	3 

	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.
	It appears that most sources are advising waiting until 6 months postpartum in breastfeeding women. 

	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)


	3 

	10. If you coded 4.9 as 4, 5, 6, or 7, please explain why.
	Could family medicine physicians insert Implanon while patients are still in hosptial? Probably.

	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)


	4 

	12. If you coded 4.11 as a 4, 5, 6, or 7 please explain why.
	It sounds to me that asking the women if her milk has come in is a patient-oriented outcome. 

	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
	Validity is my main concern. 

	SECTION 5: EDITORIAL DECISIONS

	1. FPIN PURLs editorial decision (select one)
	Pending PURL Review—Schedule for Review



	2. Follow up issues for Pending PURL Reviewer


	 

	3. FPIN PURLS Editor making decision 
	Kate Rowland

	4. Date of decision
	July 7, 2011 

	5. Brief summary of decision
	This is an easy implementable and patient-oriented practice changer. 


