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Abstract

Background—Progestin-only contraceptives (POCs) are appropriate for many women who
cannot or should not take estrogen. Many POCs are long-acting, cost-effective methods of
preventing pregnancy. However, concern about weight gain can deter the initiation of
contraceptives and cause early discontinuation among users.

Objectives—The primary objective was to evaluate the association between progestin-only
contraceptive use and changes in body weight.

Search methods—Through May 2013, we searched MEDLINE, CENTRAL, POPLINE,
LILACS, ClinicalTrials.gov, and ICTRP. The 2010 search also included EMBASE. For the initial
review, we contacted investigators to identify other trials.

Selection criteria—All comparative studies were eligible that examined a POC versus another
contraceptive method or no contraceptive. The primary outcome was mean change in body weight
or mean change in body composition. We also considered the dichotomous outcome of loss or
gain of a specified amount of weight.

Data collection and analysis—Two authors extracted the data. We computed the mean
difference (MD) with 95% confidence interval (CI) for continuous variables. For dichotomous
outcomes, the Mantel-Haenszel odds ratio (OR) with 95% CI was calculated.

Main results—We found 16 studies; one examined progestin-only pills, one studied the
levonorgestrel-releasing intrauterine system (LNG-IUS), four examined an implant, and 10
focused on depot medroxyprogesterone acetate (DMPA). Outcomes examined were changes in
body weight only (14 studies), changes in both body weight and body composition (1 study), and

Contact person: Laureen M Lopez, Clinical Sciences, FHI 360, P.O. Box 13950, Research Triangle Park North Carolina 27709, USA,
llopez@thi360.org.

Contributions of authors

For the initial review, L Lopez reviewed the search results, extracted and entered the data, and drafted the review. For the 2013
update, C Otterness reviewed the search results, did the primary data extraction and entering, and incorporated the new study. L Lopez
did the second data extraction and updated the text in 2013. A Edelman and F Helmerhorst helped with the second data extraction for
the initial review. M Chen provided guidance on study design, data analysis, and interpretation of results for the initial review and the
2013 update. All authors reviewed and commented on the document.

Declarations of interest
The authors do not have any conflicts of interest to declare regarding this review.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Lopez etal. Page 2

changes in body composition only (1 study). We did not conduct meta-analysis due to the various
contraceptive methods and weight change measures.

Comparison groups did not differ significantly for weight change in 12 studies. However, three
studies showed weight change differences for POC users compared to women not using a
hormonal method. In one study, weight gain (kg) was greater for the DMPA group than the group
using a non-hormonal IUD in years one through three [(MD 2.28; 95% CI 1.79 to 2.77), (MD
2.71,95% CI 2.12 to 3.30), and (MD 3.17; 95% CI 2.51 to 3.83), respectively]. The differences
were notable within the normal weight and overweight subgroups. Two implant studies also
showed differences in weight change. The implant group (six-capsule) had greater weight gain
(kg) compared to the group using a non-hormonal 1UD in both studies [(MD 0.47 (95% CI 0.29 to
0.65); (MD 1.10; 95% CI 0.36 to 1.84)]. In one of those studies, the implant group also had greater
weight gain than a group using a barrier method or no contraceptive (MD 0.74; 95% CI 0.52 to
0.96).

The two studies that assessed body composition change showed differences between POC users
and women not using a hormonal method. Adolescents using DMPA had a greater increase in
body fat (%) compared to a group not using a hormonal method (MD 11.00; 95% CI 2.64 to
19.36). The DMPA group also had a greater decrease in lean body mass (%) (MD —4.00; 95% ClI
-6.93 to —1.07). The other study reported differences between an LNG-1US group and a non-
hormonal IUD group in percent change in body fat mass (2.5% versus —1.3%, respectively;
reported P value = 0.029) and percent change in lean body mass (—1.4% versus 1.0%, respectively;
reported P value = 0.027).

Authors’ conclusions—The overall quality of evidence was moderate to low, given that the
studies were evenly divided across the evidence quality groups (high, moderate, low, or very low
quality). We found limited evidence of weight gain when using POCs. Mean gain was less than 2
kg for most studies up to 12 months. Weight change for the POC group generally did not differ
significantly from that of the comparison group using another contraceptive. Two studies that
assessed body composition showed that POC users had greater increases in body fat and decreases
in lean body mass compared to users of non-hormonal methods. Appropriate counseling about
typical weight gain may help reduce discontinuation of contraceptives due to perceptions of
weight gain.

Plain language summary

Effects of progestin-only birth control on weight

Progestin-only contraceptives (POCs) can be used by women who cannot or should not take
the hormone estrogen. Many POCs are long acting, cost less than some other methods, and
work well to prevent pregnancy. Some people worry that weight gain is a side effect of these
birth control methods. Concern about weight gain can keep women from using these
methods, or cause women to stop using them early, which can lead to unplanned pregnancy.
We looked at studies of POCs and changes in body weight.

Through May 2013, we did computer searches for studies of progestin-only birth control
compared to another birth control method or no contraceptive. We also wrote to researchers
to find other trials. The focus was on change in body weight.

We found 16 studies. Three showed differences in weight gain change for POC users
compared to women who did not use hormonal birth control. In one study, the group using
the injectable ‘depo’ gained more weight by one, two, and three years compared to a group
using a non-hormonal IUD. The difference was noted among the normal weight and
overweight women. Two studies showed an implant group (six-capsule) had more weight
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gain than the group using a non-hormonal IUD. In one study, the implant group also gained
more weight than a group using a barrier method or no birth control.

Two studies showed differences in body mass change. In one, the depo group had a greater
increase in body fat than a group with no hormonal birth control. The depo group also had a
greater decrease in lean body mass than the no-hormonal group. The other study reported
differences between users of the levonorgestrel intrauterine system (LNG-1US) and those
who used a non-hormonal IUD. The LNG-IUS group had an increase in body fat mass and a
decrease in lean body mass

We found little evidence of weight gain when using POCs. Mean weight gain was less than
2 kg for most studies up to 12 months. The groups using other birth control methods had
about the same weight gain. The two studies of body mass showed POC users had greater
increases in body fat and decreases in lean mass than users of non-hormonal methods. Good
counseling about typical weight gain may help women avoid stopping birth control early due
to worries about weight gain.

Background

Description of the condition

Weight gain is often considered a side effect of using hormonal contraceptives (Bartz 2011,
Raymond 2011). This perception may be based on self-report of side effects rather than
actual weight changes (Paul 1997; Berenson 2008). A Cochrane review revealed no clear
evidence of weight gain with the use of combined hormonal contraceptives (Gallo 2011).
Many clinicians and women also believe that progestin-only contraceptives cause weight
gain (FWHC 2010; WebMD 2010).

Concern about weight gain can deter the initiation of contraceptives and cause early
discontinuation among users. In a United States (US) study of bone mineral density, weight
gain was reported more often by women using depot medroxyprogesterone acetate (DMPA)
than those using a low-dose oral contraceptive (Berenson 2008). A national study in New
Zealand found that weight gain was the most common side effect reported with DMPA use
after menstrual disturbances (Paul 1997). In the US, weight gain has been reported to be a
major reason for discontinuing DMPA use (Bonny 2004). Some evidence suggests that
DMPA is a concern for adolescents who are already obese (Curtis 2009). Levonorgestrel
implants have also been implicated for weight gain (Sivin 2003). The gain may be greater
among women in the US than among those in China, and may be partly attributable to
differences in dietary habits. In US studies, half of all implant discontinuations were
attributed to the side effects of headache, weight, and mood changes (Sivin 2003).

Description of the intervention

Progestin-only contraceptives (POCs) do not contain estrogen, unlike combined hormonal
contraceptives that have both progestin and estrogen. Therefore, POCs are appropriate for
women who cannot or should not take estrogen (ACOG 2006). The World Health
Organization classes POCs as category 1 for women who are obese (body mass index >= 30
kg/m?2). Category 1 is a condition with no restriction for use of the contraceptive method.
For obese adolescents, DMPA is category 2 due to possible effects on bone mineral density
(WHO 2010). For category 2, method advantages generally outweigh the theoretical or
proven risks. POCs are also category 1 for breastfeeding women who are at least six weeks
postpartum (WHO 2010), while combined hormonal contraceptives are category 3 for such
women.

Cochrane Database Syst Rev. Author manuscript; available in PMC 2013 December 07.
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Oral contraceptives are the most commonly used reversible method in more developed areas
of the world at 18% (UN 2011), and include combined oral contraceptives (COCs) as well
as progestin-only pills (POPs) (Grimes 2010). The introduction of a new progestin-only oral
contraceptive in Europe (Faculty of Family Planning 2003) led to renewed interest in this
class of oral contraceptives. Use of intrauterine devices (IUDs) leads in less developed areas
at 15%, but hormonal IUDs are not widely used. Next in usage are oral contraceptives (7%),
injectables (4%) and implants (0.4%) (UN 2011). Some injectable contraceptives are
combined, i.e., contain estrogen and progestin, while others like DMPA are progestin-only.

Injectables, implants, and the hormonal intrauterine system (IUS) are long-acting, thus
freeing women from daily action to prevent unintended pregnancy. Long-acting methods are
among the most cost-effective contraceptives in many areas. Studies of long-acting
contraceptives are often of longer duration than those for combined oral contraceptives
(COCs), making study of weight change over time more feasible.

How the intervention might work

In general, weight gain is due to an increase in one or more factors: fluid retention, muscle
mass, and fat deposition. An early mechanistic study of DMPA and weight gain found no
significant changes in fluid compartmental size, creatinine excretion rate, or nitrogen
metabolism (Amatayakul 1980). The researchers reported an association between skinfold
thickness and weight gain, indicating the gain was related to increased body fat. A study of
risk factors for weight gain among adolescent DMPA users showed that appetite decreased
while on DMPA (Bonny 2004). However, a brief randomized controlled trial (RCT) of
DMPA versus placebo examined energy intake and expenditure as well as weight gain
(Pelkman 2001). Meals were provided along with a range of snacks. Menstrual phase (pre-
treatment) was associated with differences in energy intake and expenditure, but DMPA did
not affect intake, expenditure, or weight gain.

The possible causal association between contraceptives and weight gain is difficult to study.
During adolescence, some weight gain is developmentally normal and appropriate. Also,
people tend to gain weight over time (Flegal 2000). No consensus exists regarding what is
excessive weight gain. Ideally, studies would define a clinically important weight gain a
priori, but weight change is rarely a primary outcome in contraceptive studies.

Examining contraceptive use and weight gain can be complicated by the initial weight of the
users. We know little about how overweight women metabolize hormonal contraceptives,
since many studies exclude overweight women (Edelman 2009; Lopez 2012). Further,
concern about contraceptive effectiveness among overweight women (Grimes 2005; Trussell
2009) may lead to different usage by women of greater body weight. Some contraceptive
methods that require a medical procedure have been associated with body weight. Among
obese women in a US survey of contraceptive use (Schraudenbach 2009), tubal ligation was
similar to pill use at nearly 26%. Among groups with lower body mass index (BMI), the
figures were 13.5% and 19.5%, respectively. Implant use was relatively low overall, but
higher among overweight (0.9%) and obese women (1.2%) than among normal or
underweight women (0.4%). IUD use ranged from 4.1% to 4.6% across the BMI groups. In
contrast, within an RCT focused on postpartum weight reduction, women with a BMI of 35
or higher were less likely to use ‘effective’ contraceptive than those with a BMI less than 30
(Chin 2009). Effective contraception referred to hormonal methods, IUDs, or sterilization.

Why it is important to do this review

Currently no comprehensive systematic review exists on progestin-only contraceptives and
weight change. Concern about weight gain might deter women from using these effective
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contraceptives and health care providers from recommending them. We are not examining
effectiveness nor focusing on overweight women. Many reviews have examined
effectiveness of specific progestin-only contraceptives, such as progestin-only pills (Grimes
2010) and 1UDs (Grimes 2007). Further, a Cochrane review examined effectiveness of
hormonal contraceptives for overweight women versus women who were not overweight
(Lopez 2013).

Progestin-only contraceptives are an attractive option for many women. The cost can be less
than that of COCs in some areas, and many postpartum women can use them. Further, POCs
are appropriate for many obese women, an important factor given the worldwide epidemic
of obesity (Ogden 2007; Prentice 2006; Flegal 2012).

The primary objective was to evaluate the potential association between progestin-only
contraceptive use and changes in body weight.

Criteria for considering studies for this review

Types of studies—We included studies that examined progestin-only contraceptives used
for contraception and their associations with weight change. Reports had to contain
information on the specific contraceptive method(s) examined. We searched for studies with
comparative data on a progestin-only contraceptive versus another contraceptive (differing
in formulation, dose, or regimen) or no contraceptive. This includes comparisons of a
progestin-only contraceptive with a combination contraceptive as well as comparisons of
two different types of progestin-only contraceptives.

We eliminated studies focused on women with specific health problems, such as diabetes or
HIV. We also excluded studies of contraceptives as treatment for specific disorders, e.g.,
acne, hirsutism, or polycystic ovary syndrome.

Types of participants—Participants were the women in the studies who used the
progestin-only contraceptive for contraception or who had the comparison intervention or
placebo.

Types of interventions—Any progestin-only contraceptive could have been examined,
such as an oral contraceptive, an injectable, an implant, or the hormonal intrauterine system
(IUS). Treatment duration must have been at least three cycles.

Progestin method of interest must have been specified and not combined in a group with
another method, e.g., a group that used either DMPA or norethisterone enanthate (NET-EN).
The comparison could have been another progestin-only contraceptive or a group of
contraceptives, such as COCs. We did not include comparison groups identified only as OC
users, since the oral contraceptives could have been progestin-only pills or combined oral
contraceptives.

Types of outcome measures—The primary outcome was the continuous outcome of
mean change in body weight, BMI, or body composition (e.g., percent body fat) over time
with the use of progestin-only contraceptives. If mean change in body weight or BMI was
not available per study arm, we examined the dichotomous outcome of loss or gain of a
specified amount of weight in each study arm. Measured weight was used (not self-reported
weight).

Cochrane Database Syst Rev. Author manuscript; available in PMC 2013 December 07.
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We excluded studies that did not report change data but only reported mean weight or BMI
at pre- and post-treatment.

Search methods for identification of studies

Electronic searches—Through May 2013, we searched MEDLINE, Cochrane Central
Register of Controlled Trials (CENTRAL), POPLINE, and LILACS. We also searched for
trials via ClinicalTrials.gov and the search portal of the International Clinical Trials Registry
Platform (ICTRP). The 2013 search strategies are shown in Appendix 1. The 2010 search
also included EMBASE; strategies can be found in Appendix 2.

Searching other resources—We examined reference lists of relevant articles and
contacted investigators in the field to seek additional unpublished trials or published trials.

Data collection and analysis

Selection of studies—We assessed for inclusion all titles and abstracts identified during
the literature searches. One author reviewed the search results and identified reports for
inclusion or exclusion. A second author also examined the reports identified for appropriate
categorization according to the criteria above.

All comparative study designs were considered. For example, studies could have been
randomized controlled trials (RCTs), other prospective studies (provided intervention;
assignment not random), observational studies of existing contraceptive users, case-control
studies, or retrospective chart reviews. Post hoc analysis from any of these types of studies
was also considered. However, the studies had to meet the other Criteria for considering
studies for this review.

Data extraction and management—One author abstracted the data and entered the
information into RevMan. Another author conducted a second data abstraction and verified
correct data entry. Any discrepancies were resolved by discussion or with a third author if
necessary.

Assessment of risk of bias in included studies—The randomized controlled trials
were examined for methodological quality, according to recommended principles (Higgins
2011). Methodology considered included randomization method, allocation concealment,
blinding, and losses to follow up and early discontinuation. Adequate methods for allocation
concealment include a centralized telephone system and the use of sequentially-numbered,
opaque, sealed envelopes (Schulz 2002). In addition, high losses to follow up threaten
validity (Strauss 2005).

To assess the non-randomized data, we used the principles outlined in section 13.5 of
Higgins 2011 as well as the STROBE statement for reports of observational studies (Von
Elm 2007). We assessed whether the analysis included adjustment for potential confounding
related to weight change. The study groups could differ in ways related to the outcome, such
as initial weight or BMI or previous use of hormonal contraceptives.

For all studies, limitations in design were presented in Risk of bias in included studies and
were considered when interpreting the results.

Measures of treatment effect—Outcomes listed in Characteristics of included studies
are focused on those relevant to this review. For weight gain measure with follow up of less
than one year, we selected the last date. If multiple time points were reported up to one year,

Cochrane Database Syst Rev. Author manuscript; available in PMC 2013 December 07.
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we used the midpoint and the one-year data. If data were available for more than three years,
we used one-year data as well as the midpoint and the last measure.

We examined results by the contraceptive method studied, e.g., injectable or implant, as well
as by formulation, dose, or regimen as appropriate. The main comparisons for this review
were between users of progestin-only contraceptives and users of another contraceptive
(differing in formulation, dose, or regimen) or no hormonal contraceptive.

With nonrandomized studies, researchers need to control for confounding factors. We
considered adjusted measures and the results of matched analysis from paired samples.
Investigators may have used a variety of adjustment strategies. We specified whether
confounding was considered in the design (e.g., matching, stratification). We provide the
confounding factors considered in the design and analysis when presenting results. Where
available, results of adjusted or matched analysis are presented as reported by the
researchers. For unadjusted continuous outcomes, the mean difference was computed with
95% confidence interval (CI) using a fixed-effect model. RevMan uses the inverse variance
approach (Higgins 2011). Continuous measures include mean change in weight, BMI, and
percentage body fat. For dichotomous outcomes, the Mantel-Haenszel odds ratio (OR) with
95% CI was calculated using a fixed-effect model. An example is the proportion of women
who gained a specified amount of weight. Fixed and random effects give the same result if
no heterogeneity exists, as when a comparison includes only one study.

Dealing with missing data—We excluded studies with insufficient data on weight or
BMI for analysis in this review. Reports sometimes provided results in figures without
specific numbers; others presented means without any variance estimate. Many studies were
more than 10 years old, making it difficult to obtain additional data from the researchers.

Assessment of heterogeneity—We expected study populations, designs, and
interventions to be heterogeneous. We described the clinical and methodological diversity
(or heterogeneity) of the studies. We did not pool data from studies that had different
contraceptive methods (e.g., DMPA or implants), different doses of the same method, or
different criteria for reporting weight change. Therefore, we were not able to conduct meta-
analysis due to the range of contraceptive methods examined and different reporting for
weight change. Heterogeneity is not an issue when a comparison has a single study.

Data synthesis—Data were not available to examine weight change in relation to age. A
certain amount of weight gain is part of normal development for adolescents. Studies that
targeted adolescents are identified. Studies that included both adolescents and adult women
did not provide outcome data for age subgroups.

When data were available, we also examined weight change in relation to initial body
weight or body mass index (BMI) [weight (kg) / height (m)2]. Weight change may differ for
women who were initially overweight or obese versus those who were not overweight or
obese. We preferred BMI over weight alone, as a higher BMI generally reflects more body
fat (CDC 2012). However, the measures and cutoffs depended on those used in the included
studies. Frequently used BMI categories are 25 to 29.9 (kg/m?) for overweight and 30 or
higher for obesity (CDC 2012). We also considered studies that used older US cutoffs
derived from the National Health and Nutrition Examination Survey Il (NHANES II)
conducted from 1976 to 1980 (Najjar 1987). From NHANES II, the BMI cutoffs for women
are 27.3 for overweight and 32 for obesity.

After conducting the review, we assessed the quality of evidence using the GRADE
approach (Higgins 2011). Grades could be high, moderate, low, or very low. The initial

Cochrane Database Syst Rev. Author manuscript; available in PMC 2013 December 07.
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grade was based on study design: RCTs were considered to provide high quality evidence;
prospective non-randomized studies, moderate quality; and retrospective studies, low
quality. The initial rating was downgraded a level for each of the following: a) losses to
follow up of 25% or more and b) inappropriate exclusions after randomization.

Sensitivity analysis—We conducted sensitivity analysis by removing the retrospective
studies, i.e., chart reviews. The remaining prospective studies included RCTs, other
prospective designs, and post hoc analysis of data from prospective studies. Further, we
examined results after removing studies that had losses or discontinuations totaling 25% or
more of the sample.

Main results

Description of studies

Results of the search—The 2013 search produced 189 citations: 123 references from the
database searches, 63 trials from searches of the clinical trials sites, and 3 from other
sources. One new study was included (Dal’ Ava 2012). After reviewing the full text, we
excluded five studies (Bahamondes 2010; Chen 2011; Costa 2012; Kaunitz 2009; Segall-
Gutierrez 2012) and two secondary articles from previously excluded studies (Berenson
2009; Bonny 2006). The remaining references were discarded after reviewing the titles and
abstracts. From the clinical trials sites, three new trials were added to Ongoing studies.

Included studies—Sixteen studies met our inclusion criteria. Ten prospective studies
included five RCTs (WHO 1983; Salem 1988; Ball 1991; Sivin 1998; Westhoff 2007) and
five with other prospective designs (Tankeyoon 1976; Castle 1978; Salem 1984; Bonny
2009; Dal’Ava 2012). Six studies used retrospective data (Moore 1995; Taneepanichskul
1998; Espey 2000; Sule 2005; Tuchman 2005; Pantoja 2010).

The progestin-only contraceptives examined were as follows:
»  Oral contraceptives (OCs) containing norethisterone 350 g or levonorgestrel 30 g

» Injectable: depot medroxyprogesterone acetate (DMPA) 150 mg/mL or 450 mg/mL
(intramuscular) or 104 mg/0.65mL (subcutaneous)

» Injectable: norethisterone enanthate (NET-EN) 200 mg
« Implants (levonorgestrel): 6 capsules; 2 rods
»  Levonorgestrel-releasing intrauterine system (LNG-IUS)

Comparison groups included no hormonal method or a non-hormonal contraceptive, a
different regimen of the same progestin-only contraceptive, another progestin-only
contraceptive, and a contraceptive or supplement containing estrogen.

Studies were conducted in the USA, South America, Europe, Africa, and Asia; some were
conducted on multiple continents. Duration of prospective follow up or retrospective data
collection was six months to two years for 11 studies, while 5 studies lasted three years or
more.

Three studies focused on adolescents and young women. Bonny 2009 analyzed data from a
larger study of hormonal contraceptives and bone mineral density. Moore 1995 and
Tuchman 2005 were retrospective chart reviews.

Cochrane Database Syst Rev. Author manuscript; available in PMC 2013 December 07.
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Risk of bias in included studies

Three of the five RCTs did not have any information on randomization method or allocation
concealment (WHO 1983; Ball 1991; Westhoff 2007). The other two RCTSs reported the
method of randomization and allocation concealment (Salem 1988; Sivin 1998). Two RCTs
had information on blinding. Ball 1991 was reportedly “single-blind.” For the trials used in
Westhoff 2007, the evaluators were blinded.

Incomplete outcome data (attrition bias)—Of 16 studies, 5 had losses of 25% or
more in at least one group. Three were prospective studies (RCTs or non-randomized). For
Tankeyoon 1976, the COC group was reduced by 25%. In Castle 1978, losses to follow up
were 39% (DMPA 150) versus 23% (DMPA 450). Westhoff 2007 had study discontinuation
rates of 75% (DMPA-SC 104) and 79% (DMPA-IM 150). The retrospective studies
generally had complete outcome data due to the inclusion criteria for cases. However, two of
the six were missing substantial data from the later years. For Espey 2000 at two years,
weight measures were not available for 70% of interval group and 49% of the postpartum
group. In Sule 2005, the sample was reduced to 54% at three years.

Selective reporting (reporting bias)—After randomization, Taneepanichskul 1998
excluded women who developed a chronic disease or disorder during method use. This may
have biased the results. Weight gain is associated with development of some diseases and
disorders.

Other potential sources of bias—Potential confounding was addressed in four non-
randomized studies. Two studies considered confounding in the design (Pantoja 2010;
Dal’Ava 2012). Both matched on age and baseline BMI. Two other studies conducted
analysis that adjusted for potential confounders (Moore 1995; Bonny 2009). However, at
least one of the comparison groups did not meet our inclusion criteria in these analyses.
Therefore, we did not include the results of those analyses in this review. Details are in
Characteristics of included studies.

Effects of interventions

Results are grouped according to four types of progestin-only contraceptives studied. One
trial examined progestin-only pills, 10 studies addressed DMPA, one investigated the LNG-
IUS and four examined Norplant (one of which also included DMPA). We have subdivided
the sections into studies comparing POCs with combination contraceptives, with no
hormonal contraceptive, and with other POCs.

Progestin-only oral contraceptives—In the RCT of Ball 1991, weight change at six
months was similar for the norethisterone 350 pug and the levonorgestrel 30 jug groups. Mean
changes were small.

Depot medroxyprogesterone acetate

POC versus a combination contraceptive: Depot medroxyprogesterone acetate 150 mg/
mL (DMPA) was compared to a contraceptive or supplement that also contained estrogen in
three studies. Bonny 2009 compared mean percentage changes in total body fat and lean
body mass at six months for DMPA 150 plus placebo injection versus DMPA plus estradiol
cypionate 5 mg (E,C). The study targeted adolescents, ages 12 to 18 years. The DMPA
group was not significantly different from the DMPA plus E,C group for mean change in
total body fat (%) and in lean body mass (%). However, when compared to a group using no
hormonal method, the DMPA group had a greater change in total body fat (%) (MD 11.00;
95% CI 2.64 to 19.36) (Analysis 3.1) and a greater change in lean body mass (%) (MD

Cochrane Database Syst Rev. Author manuscript; available in PMC 2013 December 07.
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-4.00; 95% CI1 —-6.93 to —1.07) (Analysis 3.2). The retrospective study of Tuchman 2005
focused on adolescents and young women, ages 12 to 21 years. At 6 and 12 months, the
DMPA group was similar to the group using medroxyprogesterone acetate (MPA) plus E,C
and to the COC users for mean weight change and mean percentage weight change
(Tuchman 2005). In the small study of Tankeyoon 1976, the DMPA and COC groups were
not significantly different in the proportions that gained at least 1 kg by months 6 and 12.

POC versusanother POC: DMPA 150 mg/mL was compared with other DMPA
formulations or regimens in three studies. In Castle 1978, the mean changes in weight at six
months were small and similar for the DMPA 150 and DMPA 450 groups. The retrospective
study of Espey 2000 did not show a significant difference in weight gain at one or two years
for those who initiated DMPA at 20 weeks or more after pregnancy (interval group) versus
initiation at 5 to 8 weeks after pregnancy (postpartum group). In the RCT analyzed in
Westhoff 2007, weight change was comparable for the DMPA 150 group and the group with
subcutaneous DMPA 104.

Two studies examined DMPA 150 mg/mL versus NET-EN 200 mg. In WHO 1983, mean
weight changes at 12 and 24 months did not differ significantly for the DMPA group versus
the group administered NET-EN at 60-day intervals. Weight change was also similar for two
NET-EN regimens of 60 day-intervals versus 84-day intervals. For the RCT of Salem 1988,
the units for weight were not reported (Ibs or kg). However, mean changes in weight at one
year were similar for the DMPA and the NET-EN groups.

POC versus no hormonal contraceptive: DMPA 150 mg/mL was compared to a non-
hormonal IUD in two retrospective studies. Taneepanichskul 1998 did not show a difference
between the DMPA and IUD groups at 120 months. For Pantoja 2010, mean weight gain
(kg) was greater for the DMPA group versus the IUD group at one, two, and three years:
mean difference 2.28 (Analysis 11.2), 2.71 (Analysis 11.3), and 3.17 (Analysis 11.4),
respectively. For each year, the difference between contraceptive groups was notable within
the normal to lower weight group (BMI < 25) and within the overweight group (BMI 25 to
29.9), but not within the obese group (BMI >= 30).

Levonorgestrel-releasing intrauterine system (LNG-IUS)—In Dal’Ava 2012, the
LNG-IUS was compared to a non-hormonal 1UD with the Wilcoxon paired test (Analysis
17.1). At 12 months, the LNG-1US group reportedly differed in the percent change in body
fat mass compared to the non-hormonal IUD group (2.5% versus —1.3%, respectively;
reported P value = 0.029). The LNG-IUS group also reportedly differed from the non-
hormonal IUD users in percent change in lean body mass (—1.4% versus 1.0%, respectively;
reported P value = 0.027). However, these groups reportedly did not differ significantly for
changes in weight or the central-peripheral fat ratio.

Implants—An implant with six capsules (Norplant) was compared to other hormonal
contraceptives and to no hormonal contraceptive use. For the retrospective study of Sule
2005, the Norplant group had a significantly greater weight increase (kg) than the non-
hormonal IUD group at one year (mean difference 1.10; 95% CI 0.36 to 1.84) (Analysis
13.2), but not at three years. The Norplant group was not significantly in weight change
from that of the COC group. The retrospective study of Moore 1995 targeted adolescents
and young women, ages 15 to 30 years. The Norplant and DMPA groups were not
significantly different in mean weight change at one year. Salem 1984 showed a greater
weight change (kg) at six months for the Norplant group versus the non-hormonal 1UD
group (MD 0.47; 95% CI 0.29 to 0.65) (Analysis 13.1). The Norplant group also had a
greater weight change (kg) than the group that used barrier, ‘local’, or no contraceptive
method (mean difference 0.74; 95% CI 0.52 to 0.96) (Analysis 14.1). In the RCT of Sivin
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1998, mean weight change was not significantly different for the Norplant group versus the
two-rod implant group at one, three, and five years.

Discussion
Sensitivity analysis

Study results were summarized in Table 1. For the planned sensitivity analysis, we removed
retrospective studies as well as studies with high losses to follow up or to method
discontinuation (i.e., 25% or greater) (Table 2). Three studies showed differences in weight
gain or body composition between the progestin-only group and a comparison group; two
studies lasted six months and one was 12 months. Bonny 2009 was a small study of
adolescents from a larger trial. The DMPA group had a greater increase in body fat
percentage, and a greater decrease in lean body mass, compared to the group using no
hormonal contraceptive. Within Dal’Ava 2012, participants using the LNG-1US reportedly
had an increase in fat mass and decrease in lean mass compared to the non-hormonal 1UD
users. However, the groups did not differ significantly for weight change. In Salem 1984,
implant users showed a greater weight gain than the IUD users and the group that used
barrier, ‘local’, or no contraceptive method.

Summary of main results

We were not able to conduct meta-analysis due to the range of contraceptive methods
examined and different reporting for weight change. Five of the 16 studies showed or
reported significant differences between groups in weight change or body composition
change (Salem 1984; Sule 2005; Bonny 2009; Pantoja 2010; Dal’Ava 2012). Two of the five
studies examined DMPA, two focused on Norplant (six capsules) and one examined the
LNG-IUS. The differences were noted in the comparisons with groups using no hormonal
contraceptives. Of these five studies, three remained in the sensitivity analysis. Bonny 2009
examined DMPA, focused on adolescents, and appropriately measured change in body fat
(%) and lean body mass (%) rather than weight change alone. The DMPA group differed
from the group using no hormonal contraceptive at six months. Salem 1984 assessed
Norplant and provided mean weight change (kg) at six months. The Norplant group differed
from the 1UD group and from a group using other non-hormonal or no contraceptive
method. In Dal’Ava 2012, the LNG-IUS group differed from the non-hormonal 1UD group
in fat mass and lean mass changes at 12 months.

Actual mean weight gain was limited at 6 or 12 months (Table 1), i.e., less than 2 kg for
most studies. The five studies with multi-year data showed that mean weight change was
approximately twice as much at two or three years than at one year, but was generally
similar for both study groups. Seven studies had data from two or more years of
contraceptive use:

e Three RCTs compared two POCs (WHO 1983; Sivin 1998; Westhoff 2007). The
DMPA or implant groups gained similar amounts of weight over one to three years.

e Three retrospective studies compared a POC to a non-hormonal IlUD
(Taneepanichskul 1998; Sule 2005; Pantoja 2010). Only Pantoja 2010 showed
more weight gain for the DMPA group at one, two, and three years, but
interestingly not within the obese group (BMI >=30).

e The retrospective study of Espey 2000 showed two DMPA groups to be similar in
weight gain at one and two years.
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Overall completeness and applicability of evidence

Of the 16 studies, 12 had data from a year or more of contraceptive use, of which 7 had data
from two years or more. Weight gain (or the perception of weight gain) is frequently cited as
a reason for discontinuing a contraceptive method. If a method is associated with weight
gain, a year is long enough to detect some change, though the amount may not be
significant. Of the seven studies with data from two years or more of contraceptive use, most
showed the study groups to be similar for weight gain, regardless of whether the comparison
group used POCs, combination contraceptives, or no hormonal methods.

Studies of progestin-only contraceptives and weight change were limited in type and
number. Only one study of progestin-only pills was found that met our inclusion criteria. For
implants, we found the most weight change data for Norplant (with six capsules). However,
Norplant is no longer marketed, while single-rod and two-rod implants are currently
available. However, most studies of currently marketed implants did not meet our inclusion
criteria, mainly due to the lack of comparative weight change data. The one exception was a
study in which Norplant was compared to a two-rod implant. Consequently, we do not have
much evidence regarding weight change with currently marketed implants. Further, we did
not find any studies of hormonal IUDs that met our inclusion criteria.

Quality of the evidence

After conducting the review, we assessed the quality of evidence as noted earlier
(Assessment of risk of bias in included studies). The results are shown by contraceptive
method of focus and evidence quality (Table 3). We consider the overall quality of evidence
to be moderate to low, given that evidence from the 16 studies was evenly divided across the
categories (high, moderate, low, or very low quality). The high- or moderate-quality
evidence came from the following: a study of progestin-only pills that showed no significant
difference in weight change; four of 10 DMPA studies, one of which showed adolescents
using DMPA had increased body fat and decreased lean body mass; two of four implant
studies with one showing a greater weight increase for Norplant users; and the intrauterine
system study that reported the LNG-IUS users had an increase in total fat mass and decrease
in lean body mass.

Sample sizes varied. Three studies had 32 to 51 participants, and were unlikely to have had
sufficient power to detect differences in weight gain. One study had 76 participants. Seven
studies had 100 to 400 participants, and five ranged from 534 to 3172. A few had
comparison groups that were not used in this review, because the group did not meet our
inclusion criteria.

Most studies did not adjust for potential confounding factors of weight change. Some had
adjusted analyses that we did not use since a comparison group did not meet our inclusion
criteria.

Potential biases in the review process

We selected studies that had data on mean weight change, mean change in body
composition, or proportion that gained or lost a specified amount of weight. Several studies
were excluded due to not reporting the data we needed. Many studies were older, which
limited our ability to obtain additional information from the researchers.

Agreements and disagreements with other studies or reviews

Many of the concerns about weight gain with POC use are based on perceptions and
discontinuation reasons rather than measures of actual weight change (Paul 1997; Bonny
2004; Berenson 2008). We found limited evidence of significant change for POC users
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versus those who did not use hormonal contraceptives. Actual weight gain was relatively
low up to one year. Similarly, a Cochrane review showed no clear evidence of weight gain
with the use of combined hormonal contraceptives (Gallo 2011). People may gain weight
over time, regardless of contraceptive use.

However, DMPA may be a concern for adolescents who are already obese (Curtis 2009).
One study that focused on adolescents (Bonny 2009) showed an increase in total body fat
and a decrease in lean body mass for the DMPA group versus those with no hormonal
contraceptive use. Two retrospective studies included adolescents (Moore 1995 (15 to 30
years old); Tuchman 2005 (12 to 21 years old). However, they did not show a significant
difference between groups or much weight gain within groups.

Authors’ conclusions

Implications for practice

We found limited evidence of weight gain when using progestin-only contraceptives. Some
differences were noted when a POC was compared to no hormonal contraceptive. Actual
mean weight gain was low for 6 to 12 months, i.e., less than 2 kg for most studies. More
weight gain was noted at two and three years, but was generally similar for the study groups.
People may gain weight over time regardless of contraceptive use. Appropriate and accurate
counseling about typical weight gain may help reduce discontinuation of contraceptives due
to perceptions of weight gain.

Implications for research

The five RCTs each compared similar progestin-only contraceptives, which might account
for the groups being similar for weight change. Five non-randomized studies showed some
differences for POCs versus no hormonal contraceptives (three prospective and two
retrospective). Weight change is rarely the focus of prospective contraception studies. Well-
designed RCTs assessing weight change over time would better address this issue. However,
careful counseling and follow up are needed to avoid the high rates for losses to follow up
and discontinuation found in many contraceptive studies.

Summary of findings tables

Additional tables
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(contraceptive agents, female[Mesh] OR contraceptive devices, female[Mesh] OR
contracept*) AND (progest* OR “progestin only” OR “progestin only” contracept* OR
“progestin only pill” OR progestin* OR progesteron* OR progestational, hormones,
synthetic OR progestogen* OR progesterone OR gestagen OR “progestogen only”) AND
(body weight changes OR weight gain OR weight loss OR body mass index OR BMI OR
weight) NOT (cancer[ti] OR polycystic [ti] OR exercise [ti] OR physical activity[ti] OR
postmenopaus*[ti])

limited to human, female

CENTRAL (2010 to 01 Jun 2013)
weight OR body mass index OR BMI in Abstract
AND contraception OR contraceptive in Title, Abstract or Keywords

NOT premenstrual OR dysmenor* OR endometr* OR *androgen* OR HIV OR
polycystic OR

PCOS OR cancer OR exercise OR anorexia OR bulimic in Record Title

NOT postmenopausal OR post-menopausal OR hormone therapy OR male hormonal
OR male contracept* OR testosterone in Record Title

POPLINE (2010 to 26 Dec 2012)
Global: weight OR BMI OR body mass index
Keyword: contraceptive agents, progestin OR Low-Dose Progestins
Filter: research report

LILACS (2010 to 26 Dec 2012)

contraceptive agents or Agentes Anticonceptivos Femeninos or Anticoncepcionais
Femininos or contraceptive devices, female or Dispositivos Anticonceptivos Femeninos or
Dispositivos Anticoncepcionais Femininos or contraceptives or Anticonceptivos or
Anticoncepcionais [Words] AND weight or body weight or Peso Corporal or weight gain or
Aumento de Peso or Ganho de Peso or weight reduction or weight loss or Pérdida de Peso or
Perda de Peso or body weight changes or Cambios en el Peso Corporal or Alteragdes do
Peso Corporal or body mass index or BMI [Words]

ClinicalTrials.gov (01 Jan 2010 to 26 Dec 2012)

Search terms: overweight OR obese OR obesity OR weight OR body mass index OR
BMI

Condition: NOT (HIV OR polycystic OR PCOS OR cancer OR anorexia OR pulmonary
OR metabolic OR amenorrhea)

Intervention: contraceptive OR contraception
Study type: interventional studies
Gender: studies with female participants
ICTRP (2010 to 26 Dec 2012)
1. Intervention: contraceptive OR contraception

2. Condition: contraceptive OR contraception Intervention: progestin OR progestin-
only OR IUD OR implant OR medroxyprogesterone OR norethisterone
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2 Searches 2010

MEDLINE via PubMed (through 11 Jun 2010)

(contraceptive agents, female[Mesh] OR contraceptive devices, female[Mesh] OR
contracept®*) AND (progest* OR “progestin only” OR “progestin only” contracept* OR
“progestin only pill” OR progestin* OR progesteron* OR progestational, hormones,
synthetic OR progestogen* OR progesterone OR gestagen OR “progestogen only”) AND
(body weight changes OR weight gain OR weight loss OR body mass index OR BMI OR
weight) NOT (cancer[ti] OR polycystic [ti] OR exercise [ti] OR physical activity[ti] OR
postmenopaus*[ti])

limited to human, female
POPLINE (through 19 May 2010)

(progestin only contracept®/ contraceptive agents, progestin/low-dose progestins) & (weight/
weight gain/weight loss/body weight/BMI/body mass index/ weight change)

CENTRAL (through 19 May 2010)

weight OR body mass index OR BMI in Abstract and contraception OR contraceptive
in Title, Abstract or Keywords

NOT premenstrual OR dysmenor* OR endometr* OR *androgen* OR HIV OR
polycystic OR

PCOS OR cancer OR exercise OR anorexia OR bulimic in Record Title

NOT postmenopausal OR post-menopausal OR hormone therapy OR male hormonal
OR male contracept* OR testosterone in Record Title

EMBASE (through 15 Jun 2010)
(contraceptive agent, progestin --side effects
or

((contraceptive device or contraceptives or contracept*) and (gestagen! or progest? or
progestin? or progesterone? or progestational, hormones, synthetic or progestogen? or
progestin()only or progestin()only()contracept or progestin()only()pill or

progestogen()only)))

and

(body weight! or weight gain or weight reduction or weight()loss or body()mass()index) not
(cancer or polycystic or exercise or physical() activity or postmenopaus? or oral
contraceptives, combined)

and body weight/de
limited to human
LILACS (through 01 Jul 2010)

contraceptive agents or Agentes Anticonceptivos Femeninos or Anticoncepcionais
Femininos or contraceptive devices, female or Dispositivos Anticonceptivos Femeninos or
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Dispositivos Anticoncepcionais Femininos or contraceptives or Anticonceptivos or

Anticoncepcionais [Words]

and weight or body weight or Peso Corporal or weight gain or Aumento de Peso or Ganho
de Peso or weight reduction or weight loss or Pérdida de Peso or Perda de Peso or body
weight changes or Cambios en el Peso Corporal or Alteracdes do Peso Corporal or body

mass index or BMI [Words]

ClinicalTrials.gov (through 27 Apr 2010)

Search terms: overweight OR obese OR obesity OR weight OR body mass index OR

BMI

Condition: NOT (HIV OR polycystic OR PCOS OR cancer OR anorexia OR pulmonary
OR metabolic OR amenorrhea)

Intervention: contraceptive OR contraception

Study type: interventional studies

Gender: studies with female participants

ICTRP (through 07 Sep 2010)

1. Intervention: contraceptive OR contraception

2. Condition: contraceptive OR contraception Intervention: progestin OR progestin-
only OR IUD OR implant OR medroxyprogesterone OR norethisterone

Data and analyses

1 Norethisterone 350 pg versus levonorgestrel 30 pg

QOutcome or Subgroup

Studies

Participants

Statistical Method

Effect Estimate

1.1 Mean weight change (kg) at 6
months

39

Mean Difference (1V, Fixed,
95% ClI)

-0.60 [1.76, 0.56]

2 DMPA 150 mg/mL + placebo versus DMPA 150 mg/mL + E,C

(%) at 6 months

Outcome or Subgroup Studies | Participants | Statistical Method Effect Estimate
2.1 Mean change in total body fat 1 15 Mean Difference (IV, 7.50 [-0.47, 15.47]
(%) at 6 months Fixed, 95% CI)

2.2 Mean change in lean body mass 1 15 Mean Difference (IV, -2.20 [-5.00, 0.60]

Fixed, 95% CI)

3 DMPA 150 mg/mL versus control (no hormonal method)

(%) at 6 months

Outcome or Subgroup Studies | Participants | Statistical Method Effect Estimate

3.1 Mean change in total body fat 1 26 Mean Difference (1V, 11.00 [2.64, 19.36]
(%) at 6 months Fixed, 95% CI)

3.2 Mean change in lean body mass 1 26 Mean Difference (IV, -4.00 [-6.93, - 1.07]

Fixed, 95% CI)
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4 DMPA 150 mg/mL versus MPA + E,C
Outcome or Subgroup Studies | Participants | Statistical Method Effect Estimate
4.1 Mean weight change (kg) at 6 1 70 Mean Difference (1V, Fixed, | -0.60 [-3.05, 1.85]
months 95% CI)
4.2 Mean weight change (kg) at 12 1 46 Mean Difference (1V, Fixed, | -1.30 [-6.37, 3.77]
months 95% CI)
4.3 Mean percentage weight change | 1 70 Mean Difference (1V, Fixed, | -0.60 [-4.04, 2.84]
at 6 months 95% CI)
4.4 Mean percentage weight change | 1 46 Mean Difference (IV, Fixed, | -0.70 [-7.58, 6.18]
at 12 months 95% ClI)
5 DMPA 150 mg/mL versus COC
Outcome or Subgroup Studies | Participants | Statistical Method Effect Estimate
5.1 Mean weight change (kg) at 6 1 142 Mean Difference (1V, Fixed, | —0.50 [-2.26, 1.26]
months 95% CI)
5.2 Mean weight change (kg) at 12 1 81 Mean Difference (1V, Fixed, | 0.70[-1.92, 3.32]
months 95% CI)
5.3 Mean percentage weight change | 1 142 Mean Difference (1V, Fixed, | —0.70 [-3.10, 1.70]
at 6 months 95% CI)
5.4 Mean percentage weight change | 1 81 Mean Difference (1V, Fixed, | 0.00 [-3.79, 3.79]
at 12 months 95% CI)
5.5 Weight gain >=1kgatmonth6 | 1 31 Odds Ratio (M-H, Fixed, 0.39 [0.09, 1.67]
95% CI)
5.6 Weight gain >= 1 kg at month 1 26 Odds Ratio (M-H, Fixed, 0.44[0.08, 2.39]
12 95% ClI)
5.7 Weight loss >= 1 kg at month 6 1 31 Odds Ratio (M-H, Fixed, 9.24 [0.44, 195.69]
95% ClI)
5.8 Weight loss >= 1 kg at month 1 26 Odds Ratio (M-H, Fixed, 1.83 [0.15, 23.15]

12

95% Cl)

6 DMPA 150 mg/mL versus DMPA 450 mg/mL

Outcome or Subgroup

Studies

Participants

Statistical Method

Effect Estimate

6.1 Mean weight change (kg) at 6
months

651

Mean Difference (1V, Fixed,
95% CI)

0.01 [-0.48, 0.50]

7 DMPA 150 mg/mL initiation after pregnancy: interval (>=20 weeks) versus
postpartum (5 to 8 weeks)

Outcome or Subgroup Studies | Participants | Statistical Method Effect Estimate

7.1 Mean weight gain (Ibs) at 1 year | 1 172 Mean Difference (1V, Fixed, 2.30 [-0.94, 5.54]
95% ClI)

7.2 Mean weight gain (Ibs) at 2 1 64 Mean Difference (1V, Fixed, 1.60 [-4.79, 7.99]

years

95% Cl)
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8 DMPA-IM 150 mg versus DMPA-SC 104 mg

Page 23

Outcome or Subgroup Studies

Participants

Statistical Method

Effect Estimate

8.1 Mean weight change (kg) at 36 1
months

121

Mean Difference (1V, Fixed,
95% ClI)

1.30 [-1.78, 4.38]

9 DMPA 150 mg/mL versus NET-EN 200 mg (60-day intervals)

Outcome or Subgroup Studies | Participants | Statistical Method Effect Estimate
9.1 Mean weight change (kg) at 12 1 1162 Mean Difference (1V, Fixed, 0.20 [-0.63, 1.03]
months 95% CI)

9.2 Mean weight change (kg) at 24 1 604 Mean Difference (1V, Fixed, 0.00 [-1.39, 1.39]
months 95% CI)

9.3 Mean weight change at 1 year 1 201 Mean Difference (1V, Fixed, 0.80 [-0.10, 1.70]

95% Cl)

10 NET-EN 200 mg: 60-day intervals versus 3 intervals of 60 days then 84-

day intervals

months

QOutcome or Subgroup Studies | Participants | Statistical Method Effect Estimate
10.1 Mean weight change (kg) at 12 | 1 822 Mean Difference (1V, Fixed, | 0.00 [-0.71, 0.71]
months 95% CI)

10.2 Mean weight change (kg) at24 | 1 453 Mean Difference (1V, Fixed, | -0.10 [-1.35, 1.15]

95% CI)

11 DMPA 150 mg/mL versus non-hormonal IUD

Outcome or Subgroup Studies | Participants | Statistical Method Effect Estimate
11.1 Mean weight change (kg) at 1 100 Mean Difference (1V, Fixed, | -0.30 [-0.83, 0.23]
120 months 95% CI)
11.2 Mean weight change (kg) at 1 1 758 Mean Difference (1V, Fixed, | 2.28 [1.79, 2.77]
year by baseline BMI 95% CI)
11.2.1 BMI < 25 kg/m? 1 452 Mean Difference (1V, Fixed, | 2.50 [1.90, 3.10]
95% ClI)
11.2.2 BMI 25 to 29.9 kg/m? 1 218 Mean Difference (1V, Fixed, | 2.10 [1.16, 3.04]
95% CI)
11.2.3 BMI >= 30 kg/m? 1 88 Mean Difference (1V, Fixed, | 0.70 [-1.26, 2.66]
95% CI)
11.3 Mean weight change (kg) at 2 1 758 Mean Difference (1V, Fixed, | 2.71[2.12, 3.30]
years by baseline BMI 95% CI)
11.3.1 BMI < 25 kg/m? 1 452 Mean Difference (1V, Fixed, | 2.70 [2.02, 3.38]
95% CI)
11.3.2 BMI 25 to 29.9 kg/m? 1 218 Mean Difference (1V, Fixed, | 3.00 [1.73, 4.27]
95% ClI)
11.3.3 BMI >= 30 kg/m? 1 88 Mean Difference (1V, Fixed, | 1.50 [-1.33, 4.33]

95% Cl)
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Outcome or Subgroup Studies | Participants | Statistical Method Effect Estimate
11.4 Mean weight change (kg) at 3 1 758 Mean Difference (1V, Fixed, | 3.17 [2.51, 3.83]
years by baseline BMI 95% CI)
11.4.1 BMI < 25 kg/m? 1 452 Mean Difference (1V, Fixed, | 3.30 [2.52, 4.08]
95% CI)
11.4.2 BMI 25 to 29.9 kg/m? 1 218 Mean Difference (1V, Fixed, | 3.20 [1.82, 4.58]
95% CI)
11.4.3 BMI >= 30 kg/m? 1 88 Mean Difference (1V, Fixed, | 1.30 [-1.56, 4.16]
95% CI)
12 Norplant versus DMPA 150 mg/mL
Outcome or Subgroup Studies | Participants | Statistical Method Effect Estimate
12.1 Mean weight change (kg) at 1 1 100 Mean Difference (1V, Fixed, | -0.87 [-1.86, 0.12]
year 95% CI)
13 Norplant versus non-hormonal IUD
Outcome or Subgroup Studies | Participants | Statistical Method Effect Estimate
13.1 Mean weight change (kg) at 6 1 99 Mean Difference (1V, Fixed, 0.47 [0.29, 0.65]
months 95% CI)
13.2 Mean weight change (kg) at 1 1 324 Mean Difference (1V, Fixed, 1.10[0.36, 1.84]
year 95% CI)
13.3 Mean weight change (kg) at 3 1 190 Mean Difference (1V, Fixed, 0.90 [-0.39, 2.19]

years

95% Cl)

14 Norplant versus barrier, ‘local’, or no contraceptive method

Outcome or Subgroup Studies | Participants | Statistical Method Effect Estimate
14.1 Mean weight change (kg) at 6 1 97 Mean Difference (1V, Fixed, 0.74 [0.52, 0.96]
months 95% CI)
15 Norplant versus 2-rod LNG

Outcome or Subgroup Studies | Participants | Statistical Method Effect Estimate
15.1 Mean weight change (kg) at 1 1 1196 Mean Difference (1V, Fixed, 0.09 [-0.33, 0.51]
year 95% CI)

15.2 Mean weight change (kg) at 3 1 922 Mean Difference (1V, Fixed, 0.00 [-0.60, 0.60]
years 95% CI)

15.3 Mean weight change (kg) at 5 1 614 Mean Difference (1V, Fixed, 0.60 [-0.13, 1.33]

years

95% Cl)
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years 95% CI)

Outcome or Subgroup Studies | Participants | Statistical Method Effect Estimate
16.1 Mean weight change (kg) at 1 1 226 Mean Difference (1V, Fixed, 1.10 [-0.13, 2.33]
year 95% CI)

16.2 Mean weight change (kg) at 3 1 132 Mean Difference (1V, Fixed, Not estimable

17 LNG-IUS versus non-hormonal IUD

Outcome or Subgroup Studies | Participants | Statistical Method

Effect Estimate

17.1 Body composition changes | 1 Other data

No numeric data

1 Horethisterone 350 pg wersus levanorgestrel 30 pg

1.1 Mean waight change (k) a1 § mesths

Treatment Contral Baan Diffurares Mienn Dfarance
_Studyor Subgroup  Mean D Total Mean SO Total Weight (V. Fived, 85%CI W, Fixnel, 99%C1
Ball 1951 0 17 23 08 19 16 1000% 080(176,05]
Total (35%C1) 2 16 100.0% 060 [-1.76, 0.56] -
Heteroganety: Not sppiicabls D e ]

Flical '] 2
Terst for averall efiect: 2 = 1.01 (F = 0.31) Fawirs realmord Fawors cantal

2 CMPA 160 mgiml + placebo wersus DMPA 150 moiml = E,C

2.1 Moan changs in total body fat (% at & montns.

Treatmant Control Mean Difforance Maan Difterence
_Studyor Subgroup  Mean S0 Toesl Mean S0 Totsl Weight 1V, Feoed, 05% 01 ¥, Fiagd, 5% C1
Banny 2008 03 1040 8 28 44 7 1000% 750[047.15.47) f
Total [35% Cy [} T 1000% 7.50 [-0.47,1547) I"’
Hateragenety: Mot applicatis T e e e
Test for cverail effect: Z = 1.86 (F = 0.07) Favees Vaatment Favirs contred

22 Moan changs in lnan body mass (%) a1 6 montha

Tranteannt Contral Munn Difference Baan Diffararcs

Study or 51 ) Mean S0 Total Mean SO Total Weight IV, Fwed, 86% 01 W, Fixed, 95%C1

Banny 2008 B4 35T & 2 ATT 7 1000% 220500, 060 —H -

Total {(35% 0) 8 T 180.0% -2.20 [-5.00, 2.60] g

Heterogeneily: Mot spplicabie — iy

4
Tesat fior ervarsll allgct: 2 = 1.54 (P = 012) Favars realment Favars control

3 DMPA 150 mgimL versus contral (o hormanal sathod)

39 Mivan ehiangs in total body fat (%) at 8§ months

Trastmant Control Maan Diffarance M Diffirarice
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Fixed, S5%C1 I, Fixnd, B5%C1
Bonny 2008 W03 1048 07 B84 18 100.0% 11.00 [264,19.38)
Total [95% 05 8

18 100.0% 11.00 [2.64, 19.36]

e
m

Heterngunaly: Mot applicable ey
Fanors trealment Favars control

Test for ovarsll efiect: 2 = 258 (P = 0.010)

3.2 Maan chargs in loam oy mass % 8t 8 manths

Treatmant Central Mean Diffarance Maan Difarance
Study or Subgroup __ Mean S0 Total Mean S0 Total Weight W, Fixed 05%C1 W, Fixne, 5% G
Bonny 2005 34 357 8 0B 330 18 W00.0% -4.0016.83,-1.07]

Tatal [95% GO El 18 100.0% -4.00 [-6.53,-107] —

Heterugensty: Nol applicable 2o

Test bor overal efiect = 268 (F = 0,007} Favars ¥oatment. Favors control

4 DMPA 150 mgimL versus MPA + E,C

Cochrane Database Syst Rev. Author manuscript; available in PMC 2013 December 07.
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4.1 Mean weight changs (g) #1 6 months.

Treatment Control
Study or Subgroup  Mean SO Total Mean 5D Toial Waight 1V, Fived, 95%C1_

IV, Flned, 36%.C1

Tuchman 2005 06 5B 49 12 43 21 1000% 060305 185

Total (95% Clj 4 21 100.0% -0.60 [-3.85,1.85]
Hetarageneity: Not apelicable
Test for owveeall effect: Z « 0,48 (P = 0.63)

4.2 Mean welght change kgl at 12 months.
Traatmant Comtrol Mean Difference

1V, Fixed, 96%C1
386 17 1000% 130637, 377

Total (88%C1) ] 17 100.0% -1.30 637, 3.77]

Heterogersity: Nol apglicablo
Teat for ovaral ofioct: 2 = 0.50 {F = 0.62)

4.3 Mean percentage weight changes at § momhs

Traatment Controd
Studdy or Moan S0 Total Mean SO Total Wei
Tuchman 2006 12 78 21 1000% 060 |04,

Total (35% €1y 48 21 100.0% -0.80 [4.04, 284)
Heterogeneily: Mot appcable
Test for averall efiect: 2 = 0.34 (P = 0.73)

44 Maan percertage weight change at 12 mosths.

<10 - &
Favars featment Fawars convol

-10 -5 o 5
Favors ireatment Favars conirod

L3

10

Mean Difference

10

Man Diffararce
W, Fixed, $5%C1

-
Fanvars raaiment Favors conval

Trastment Control
Stisdy or Subjroup  Masn 5D Total Mean 5D Total Weight IV, Fixed, 88% CI W, Fixud, 05% CI
Tuchman 2005 29 83 20 36 13 17 1000% -0.70[-7.58, 698
Total {95%Cl) n 17 100.0% -0.70 [7.58,6.18]

Hatargenaty: Mot appicable
Tast for averall efiect: 2 = 0.20 (P = 0.84)

& DMPA 150 mgiml versus COC

5.1 Muan weight change (kg) at & manths

S0 5 @ ] 1l
Faars weatnent Fawan contol

Treatment Centrol D
Study or Subgroup  Wean 5D Total Meam 5D Total Weight W, Ficod $5%0 IV, Fixed, $5% £1
Tuchman 2005 06 5& 48 11 34 93 100.0% -0.50[-2.261.26)
Total {95%Cl} @ 93 100.0% -0.50 [-2.26,1.26]

Haterogenery: Mot appicable
Tast for overall effect: Z = 0.56 (P = 0.58)

5.2 Mean waight change (kg at 12 morths.

4 2 0 2 4
Favars reatent Fawors conbal

Traatment Cantral Mean Difference Mean Ofference
 Suely or Subgroup Moan S0 Total Mean SD_Total Weight IV, Fixed, 95% 01 v, Fized, 95%Cl
Tuchman 2005 1.7 &1 29 1 81 52 100.0% 0.70[-1.482, 3.33) B
Total (35%C1) 29 52 1000% 0.70[-1.92.3.32)

Hateragenaity: Mot applicabie
Test for overall effect: 2 = 0.62 (P = 0.60)

5.3 Mean percentage waight changs st 6 mesthe

Treatment Cantrol Mean Differance
Study or Subgro Mosn SO Total Mean SO Total
Tuchman 2005 12 TE 4B 18 49 83 100.0% 07030, 170

Total (#5%Cl) 48 53 100.0% -0.70[-3.10,1.70]
Heteroganaity: Mol applicable
Test for averall afiect: Z = 0.57 [P = 0.57)

54 Moan percerdage waight change at 12 manths

4 2 0 2 4
Favars weatment Fawors conol

4 -2 2 4
Favors iealmant Favars conlrel

Treatment Control Mean Ditforence Mean Differance
Study ar Subgroup  Maan S0 Total Mean SO Total Weight IV, Fined, 85%C1 1V, Fixd, $5%C1
Tuchman 2005 28 B3 28 28 84 52 100.0% 0.00[-379, 379
Total (35%C1) 20 52 100.0% 0.00[-3.79,3.79)
Hatoraganaity: ol applicable 4 2 0 2z 4
Test for ovarall effoct: Z = 0.00 (P = 1.00) Farvars beadment Fasars control
5.5 Weight gain >= 1 kg at month §
Troatmant Control Oudds Ratio Odds Ratic
_Studyor Subgroup  Events Total Everts Totsl Weight M-H, Fced, 85%Cl MH Fxned, 95% 01
Tankeyoon 1976 5 18 8 16 1000% 0391008, 167) -
Tatal (#5%C1) 15 16 1000%  0.39[0.09,147) i
Tatal events 5 ]
. e
Hesaroganaity: Not applicable oo Y 100

Tast for ovarall effect: Z = 1.27 (P = 0.20)

5.8 Weight gain >= 1 kg at month 12

Treatment Control Odds Fatio
Events Total Everts Total Wei

Tankeyeen 1976 (K] 5 12 1000% 044 [0.08, 238
Total (95%C1) 14 12 1000% 044008, 2.30]
Tolal averts 8 s

Hularogensily: Not sppiicatile
Test for cveral effect: Z = (.95 (P = 0.34)

o.;m 10
Favars aopafimantal Favors contol
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5.7 Weight loss == 1 kg at month §

Troatment rol Cudds Ratio s Ratio
_Study or Subgrosp  Evants Total Everts Total Weight  M-H, Fxed, 86%C1 M-H, Ficed, $5%C1
Tankayoan 1976 3 5 0 16 000% 924 (044, 19569
Todal [F5%C1} 15 16 100.0% 9.24 [0.44, 195.69] e ——
Total events 3 ]
naity: ot applicable e
o008 09 1 1w 00
Tast for oveeal effect Z = 1.43 (P = 0.15) Favors exparimental Favors conol
5.8 Waight loss = 1 kg ot manth 12
Traatment Control Cds Ratio Odds Ratio
Study or Subgroup  Everds Total Events Tolal Weight M-H, Fxed, 95%C1
Tankeyoon 1976 PR 11z 1000%  1B3[015.2345)
Total {85% CN) 14 12 1000% 183 [0.15,23.15]
Total events z 1
Heterogensty: Mot applicable
Tust for cversld affect: Z = 0.47 (P = 0.64) Fn:-;rmg?«‘immlnl Favors :gnm‘m
& DMPA 150 mgml versus DMPA 450 mogiml
&1 Moan weight changs (kg] at & moaths.
Trastmant Gontrol Musn Diffarenca M Diffarence.
Study or 5 Moan 5D Total Mean SO _Tolal Weight IV, Fi W, o
Caste 1878 033 338 Z85 032 2B7 366 100.0% 001048, 0505
Total (95%C) 285 366 100.0% 0.01 [-0.48, 0.50)
PR — i ——

ly: Nal applcable

Hao plcal H
Test for overall efiect: Z = 0.04 (P = 0.87)

4 05 0 ¥
Favors eatment Favors conrol

7 DMPA 150 mgiml [+=20 wiwks) vorsus s
71 Mean weight gain (Ibs) at 1 year
Traatmant Contral Maan Differance Moan Diffarence
Studyor Subgroup _ Mean SO Total Mean SO Total Weight IV, Fleod, $5%CI IV, Feod 95901
Espoy 2000 23 1 18 T 8B 57T 100.0% 230094, 554 F
Total (95%Cl) 115 57 100.0% 230094, 5.54]
Heterogeneily: Na applcatis —

Test for overall eflect: Z = 1.39 (P = 0.18) Favors irestment Favors conlrol

722 Mean waight gain {Ibs) at 2 years

Treatment Control Mean Diffe
Study or Subgroup _ Mean S0 Total Maan SO Tolal Weight IV, Fixad, 95%C1 1, Fered, 95%C1
Espoy 2000 158 132 35 142 128 29 100.0% 1601479799
Total (95% C1) kL] 29 1000% 1.80[4.79,7.99]

Helarogenaily: Hol applicatle

Test for overall eflect: 2 = 0.48 (P = 0.62) A0 50 5 10

Favvars treatment. Fanans contral

& DMPAS 150 mg varsis DMPA-ST 104 mg

81 Maan welght changs (kg at 36 months

Treatmasnt Caontral
Sty or & an_ SO Total Mean SO Totsl Wei
Westhatl 2007 58 BT 55 45 B85 65 100.0% 130178, 438)

Total {88% CO 56 65 100.0% 1.30 [-1.78, 4.38]
Halirogendly: Nol applicabie

Test for overat affoct; 7 = 0.83 (P « 0.41) Favors o

o 5 10
Fvers imadmant Favars cantral

9 OMPA 150 mgimL varsas NET-EN 200 mg (60-day intervals)

9.1 Moan weight change (kg) at 12 months.

Troatment Contral Moan Diferance Moan Differance
Sty or Subgroup _ Mean 8D Tolal Wean S0 Total Weight IV, Flued, 35% €1 W, Fixed, 08% 01
WHO 1983 19 B2% TB4 17 596 308 100.0% 020063, 103
Total (88% G Te4 W8 100.0% 0.20 063, 1.03]
Heterogensity: Not applicabile —5—+3 T
Test for evarall alfact: Z = QAT (P = 0.64) Favees Istmant Favors confrol

9.2 Mean weight changs (kg) at 24 months

Troatment Control
Study or Subgroup  Mesn 5D Total Mean S0 Total Weight IV, Fioed, 95%C1 1, Fixnd, 85% CI
WHO 1983 33 987 390 33 7M1 1000% 000 F1.39, 1.308]
Total (95% Cf) 30 214 100.0% 0.00 [-1.39,1.34]

: ot appiical

eterogenal e 2 A
Test for envirall effect: Z = 0.00 (P = 1.00) '

12
Fanors treatment Favies control

8.3 Mean weight change at 1 year

Traatment Control
Swidyor Subgroup  Mean SO Total Mean SO Total Woight IV, Fixod, 95%CI W, Fistgad, 35% CI
Sakem 1968 35 34 0T 27 30 84 1000% 0.80 [0.10,1.70)
Talad (#5% 1) 107 84 100.0% 0.80(-0.10,1.70) i
neky; Not applicable 2

Testfor averal effoct: 2 = 1,74 (P = 0.08) Favos vasment. Farom conirt

10 NET-EN 200 mg: 60-day intervals versus 3 intervals of 60 days then B4-day intervals

1001 Mean weigh changs (xg) at 12 mantns

Treatmant Cantred Mean Difference Mean Diffarance
il Mean SO Total Mean SO Total Wel IV, Aed, 95% CI ¥, Axed 95% C1
WHE 1983 17 588 3 17 412 42¢ 1000% 000071, 0.71)
Total (35%C1) 398 424 1000% 000 [0.71,071) -
Helarogenaky: Not

-2

Test for overl effect: Z = 0,00 {F = 1.00) Favors mm°..m:,w3u.
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10.2 Mean wolght changs kgl at 24 months

Treatment Contral Muan Dilerance Maan Diffarence
Study or Subgroup  Mean S0 Total Mean SO0 Total Weight 1V, Freed, $5% 01 1V, Pixad, 95% C
WHO 1983 33 731 24 34 68 230 1000% DI0[135 195
Total [B5%CH 214 238 100.0% -0.10 [-1.35,1.15]

Haterogersity: Mot appl

icabies ]
Test for cverall effect: 2 = 0,16 [F = 0.62)

EE 2
Favoes tmatment Fawoes coniod

11 BMPA 158 mgimL versus non-harmanal IUD.

111 Maan weight changs (kg) a1 120 months

Treatment Contral s
Sucky or Subgroup Mean 50D Tolal Mean SD Tolal Weight IV, Fixed 85%C1 1, Frued, $5% CI
Taneepanchskul 1988 108 12 50 112 15 60 1000% -0.30 [0.E3,0.23]

Total (95%C) 50 50 100.0% -0.30 [0.83,0.23]
Hedorogenely. Nol appicable EEE] ] 1 2
Tast for overall efiect: Z = 1.10{F = 0.27) F amient Fawors conired

1.2 Mean weight change (g} at 1 year by baseline BMI

Treatment Control
Study or Subgroup__Maan 5D Total Muan SO Total Waight 1V, Fed, 95% C) IV, Fixnd, B5%C)
2
11.2.1 BMI < 25 k)
Panioja 2010 P 2p a4 ms a3 o e 280190, 390 —i-
Sublotal (35% CY) 2% 226  667% 250[1.90,3.10] -
ty: Mot

Tl for cvorall afact: Z = 817 (P < 000001}

1122 BMI 2510 29.9 kg
Fanioja 2010 14 36 109 .07 35 109 FOW  210[116.304)
Subtotal (35% C1) 09 109 270% 240116, 3.04]
e - Mot applicable
Test for overall effect: Z = 4.37 (P < 0.0001}

11.2.3 BMI == 30 kgim®
Py 2010

04 48 44 .03 48 a8 B3% OT0[-1.26 268)
Subbotal {95% 0 dd 44 B2% 070420, 2.66] e
Helarcgenaity: Not applicable
Test for overal effect: 2 = 0.70 (P = 0.48)
Total {85% €I} ara a7 100.0%  ZI8(1T9.277) ->

Helercganeity: Chi* = 394, of = 2 (P = 0.21% FF = 3%
Test for gveral efiact: 2 = 812 (P < 0.00001)

2 A 12
Favors bealmant Fawies coriral
Test for subgroup d¥erences: CH° = 314, of = 2 (P = 0.21). P = 36.3% -

1.3 Mignn walght change (kgl ot 2 years by baasline BMI

Troatmant Control Mean Difference Mean Difference
Study or 5 Msan_ SO Total Total_ Waight 1V, Fixed, 85%.C1 IV, Fined, 05% €1
1151 BMI < 25 kgim”
Panigja 2010 A5 37 236 08 37 22 T4A%  270[202 338 ]
Subtcdal [25% C1) 226 226 TAA% Z70[2.02.338) *
Hateroganaity; Mot sppicable

Test for cveral eflect: 2 = 7.76 (P < 0.00001)

11.3.2 BMI 25 10 29.9 kgini”
Panizja 2010 28 47 100 02 48 100 I.I% 300173437 -
Subtotal ($5% C1) 108 108 213% 200 ([1.73,427)
: ot appicable

Heterogenaty:
Test for overal eflect: Z = 461 (P < 0.00001)

11.2.3 BMI »= 30 kghw®

Panizia 2010 14 ST 44 44 77 46 43% 1500133433 iy
Subtotal (38% O 44 44 43% 180[1.33,4.33] -
Heterogensity: Mot appicable

Test for overall efsct: Z = 1.04 (P = 0.30)

Tetal (95% Cf} 379 T8 100.0% 271 [242,3.30]
Hatgogenaity, Che = 0.90, ol = 2 (P = 0645 1= 0% KT ST
Tesst far cwerall aflect 2 = 9.03 {F < 0,00001)
Test for subgroup aifferancas: Chit = 0,80, of = 2 (F = 0.64), 1 = 0% Favars wesiment Favors canil
1.4 Shuan weight changs (ig) st 3 yuars by bassline BMI

Traatmant Cowtred L
Study or Subgroup _ Mean SO Tolal Mean SD Tolal Weight IV, Fixed 95%CI 1V, Fiued, 95% €1
11.4.1 BMI <25 kghn®
Panicis 2010 45 45 96 12 4 226 TIEW 330 (152 4.08 [ ]
Subtotal (85% Ci) 228 226 TISW 3.30(252,4.08] +
Heserogeneky: Mot applicable
Test for averall effoct: 2 = .24 (¥ < 0.00001)
114.2 BMI 25 10 200 kakn”
Panto 2010 34 55 108 02 49 100 Z3A% 320 (182,458 -
Sultatal (95% I} 108 108 234%  3.20[1.82,4.58] >

Hetaroganaity: Nol applicatio
Test for overall efiect: Z = 4,54 (F < 0.00001)

11.4.3 588 = 30 kgim®

Pantoja 2010 1B BT 44 DB T 44 E4% 130156 4.98)
Subtotal {95% C1) a4 4 5A% 1300158 4.16]
Hataraganeily: Nol applicabis

et for averall elfact: Z = 0,89 (P = 0.57)

Total {35%E1) ars 378 100.0% 347 [281, 383 +
Halaraganaity: Ghit = 1.75, df = 2 (7 = 0,42); I = 0% w5 b & u
Test for averal efiect: 2 = 8.36 (P < 0.00001) A nt Favors comvo
Test for subgroup differences: Chit = 1.76, df = 2 (P = 0.42), I = 0% Aars imaiment Favees

12 Norplard veraus DMPA 150 mgl
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12.1 Moan waight changs (kg} at 1 year

Page 29

Treatment Control Mean Differonce Moan Déference
Stuly or Subgroup __Mean S0 Total Maan 5D _Totsl Waight IV, Foed, 35%C1 IV, Fixn, 85%C1 .
‘Moore 1665 A1 21 80 006 18 50 100.0% -D.87[-1.86,0.12) B
Toal (85% i 50 50 100.0% -0.87 [-1.86,0.12] i
Heterogeneity: Not

Tast for cvaral offect; Z = 1.72 (P = 0.08)

13 Narplant versus non-hormonal IUD

131 Mean welght change (kg) at & months

1 1 2
Favers veatment Favars control

Traatmaent ‘Cantral
Study or Subgroup Mean 50 Total Mean SO Total Weight IV, Fixed, 85%C1 IV, Fiwed, 95% Q1
Salem 1684 138 083 49 082 034 50 1000% 047 0.29, 0.68) E S
Total (85% G 48 50 100.0% 0.47 [0.29, 0.65] -
Heterogensily: Nol applicatie E* Y

Tost for cvaral effect; Z = 5.24 (P < 0.00001}

13.2 Mean weight change (kg) at 1 year

Treatment Contred Maan Differance
Study or Subgrovp  Mean SO Total Mean S0 Total Weight IV, Fixed, 85%C1
Sule 2005 25 36 188 14 32 136 1000% 1.0 [0.36, 154
Total (85% C1) 108 136 100.0% 1.0 [0.36, 1.04]
Hatarogeneily: Nol applicable
Tast for cverall affect: Z = 2.90 (P = 0.004)

13.3 Muan weight change (kg) at 3 years

Trantmant Contred Maan Differance
Study or S Mean SO Total Mean SO Total Wel ¥, Fined, B5%CI
Sule 2008 48 43 130 39 42 60 100.0% 090039, 219
Total (85% G 130 60 100.0% 0.90(-0.39, 2.18)

Hetercgensity: Mot appiicable
Test for oversl ffect: Z = 1.36 (P = 017}

14 Norplant versus barrier, Jocal’, or no contraceptve method

14.1 Moan weight change (kg a1 & manths

05 0.2 o
Fanors treatment Favors conal

Mean Difference
1, Foced, 5% C1

B S
g

2 - 1 2
Favars Featment Favors contol

Maan Diffarence
1V, Fixed, 88%CI

—

2 1 2
Favors imaiment Faves cantral

Treatmant Control Mean Difterence Mean Difference
Study or Subgroup  Mean 8D Total Mesn SO Total Weight IV, Fixed, 35%C1 W, Fed, 95% C1
Salem 1954 139 053 a8 eSS 0.56 48 100.0%  0.74 [0.52,0.96]
Total (85%C1) 48 4B 100.0% 074 [0.52, 0.86] ->
Helerogeneity. Nol applicable H

Tasl for overal offect: Z = 6,68 {F < 0.00001)

18 Norptant vorsss 2-rod LNG.

15.1 Maan waight change (kg) at 1 year

-4 05 05
Fanars reatment Favors contol

Troatment Contral Mean Diference Mean Difference
‘Btudty or Subggroup  Maan 5D Total Mean 850 Tolal Weight IV, Fived 95% 01 W, Fixed, 95%CI
Sivin 1958 099 386 596 08 367 600 1000% O009[0.33,.057) :
Total (95% G 596 600 100.0% 009 -0.33,051)

Fleterogensity: Not
Tt for ovarsd alfac: Z = 0.42 (P = 0.67)

15.2 Mean weight change (kg) at 3 years

Trastimant Control Maan Difforance
Study or S 50 Total Mean SO Total Wel IV, Fixed, 95% CI
Sivin 1998 312 481 ef2 A2 472 400 W0OO% 000 0.80]
Total (#5%CN a8z 460 100.0% 0.00 [-0.60,0.60]

Hatarogenety: Not applicable
Tast for cveral affect: Z = 0,00 P = 1.00}

15.3 Moan waight change (gl o1 5 years.

2 A 1 2
Favers imatment Favors contol

Maan Diffarence
¥, Fixed, 88%C1

-

-2 1
Favors ireatment Favors contiol

Treatmant Control san Differance Hzan Differonce
Stisly or Subgroup _ Maan 5D Total Mean SO Total Weight IV, Fixnd, 85%C1 W, Fixed, 95%C1
Svin 1998 414 460 302 354 458 392 1000% 0601073133 il
Toeal (95% G 02 M2 1000% 060 (013, 1.33]

Halarogeneity: Mot spplicabie 3
Test for overall effect: Z = 1,60 (F =011}

18 Norpilant vraus COC

2 A 2z
Faors treatment Favors contral

W, Fnd, 35%C1___

161 Moan waight changs fkg) it 1 year
Treatmert Cortral

Study or Subgroup  Mean 5D Tolal Mean SD Total Weight IV, Fxed 95% C1

Sule 2005 25 38 188 14 35 38 100.0% 1.10R013, 233

Tetal (#5%Cl} 158 38 100.0% 1.40[-0.13,233)

Hasrogonoly: Not appleativ

Test for averall effect: 2 = 1.75 (P = 0.08)

6.2 Mean waight changs (kg) at 3 years

i

RS ——————

E 102
Favrs weatment Fanars conkal

Treatmant Controd
Study or Subgroup  Mean S0 Total Mean S0 Total Weight W, Fxed, 38%C1 IV, Fed, 95% C1
Sule 2005 A8 43 130 o ° 2z Mot essimable
Taotal (#E%CI) 130 z Not estimatie

Hetarogenaily. Mol applicable
Test for overall efiect: Not applcable

17 LNGHUS wersus non-hormonal IUD
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17.1 Body composition changes.

[ Changs in waight (ka}

0058

- |Changa in contral-paripharal fat ratia (%) |-1.6 2 18.7 02+ 116 03684
fal 25+80 A3+ 68 0028

In lsan mass 14447 10438 0azr
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M ean difference

implant (2-rods)

Study@ Type of study Comparison groups Groups differed significantly (95% CI)
Ball 1991 RCT OCs: NET 350 pg vs LNG 30
ng
11.00 (2.64 to
. . 19.36); -4.00
Bonny 2009 Prospective, non- randomized E%Z?\:;?llgcheg?n\gsnzhrgﬁ;d DMPA + placebo vs no hormonal (—6.9% to -
1.07)P
, : . LNG-1US vs non-hormonal 2.5% vs —1.3%;
Dal’Ava 2012 | Prospective, non- randomized 1UD LNG-1US vs non-hormonal 1UD 1.4% vs 1.0%P
0.47 (0.29 to
: . . Implant vs non-hormonal IUD Implant vs non-hormonal IUD or vs 074 2
Salem 1984 Prospective, non- randomized or vs no hormonal method other non- hormonal 0.65); 0;; ©5
to 0.96)
Sivin 1998 RCT Implant (6 capsules) vs

a . - R . A
Excludes retrospective chart reviews and studies withloss to follow up or discontinuation >= 25%.

bTotal body fat (%) and lean body mass (%), respectively.

CWeight change (kg).
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Quality of evidence by contraceptive method
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Study Comparison groups M ean difference (95% CI)” Quality of evidence™™

Progestin-only pills

Ball 1991 OC NET 350 pig vs LNG 30 ug High

DMPA
DMPA vs NET-EN (60 days)

WHO 1983 High
NET-EN: 60 days vs 84 days

Salem 1988 DMPA vs NET-EN High
DMPA + placebo vs DMPA + E,C | ---

Bonny 2009 Moderate
DMPA + placebo vs no hormonal | 11.00 (2.64 to 19.36); —4.00 (-6.93 to -1.07)2

Westhoff 2007 DMPA-IM 150 vs DMPA-SC 104 - Moderate

Castle 1978 DMPA 150 vs DMPA 450 Low

Pantoja 2010 DMPA vs non-hormonal IUD 3.17 (2.51 to 3.83)b Low

Tankeyoon 1976 DMPA vs COC Low

Taneepanichskul 1998 | DMPA vs non-hormonal IUD Very low
DMPA vs MPAJE,C

Tuchman 2005 Very low
DMPA vs COC

Espey 2000 DMPA: interval vs postpartum Very low

Norplant

Sivin 1998 Norplant vs 2-rod LNG High
Norplant vs non-hormonal IlUD 0.47 (0.29 to 0,65)b

Salem 1984 Moderate
Norplant vs other non- hormonal 0.74 (0.52 to o_gs)b

Moore 1995 Norplant vs DMPA Low
Norplant vs non-hormonal IlUD 1.10 (0.36 to 1,84)b

Sule 2005 Very low
Norplant vs COC

Levonorgestrel-releasing |US

Dal’Ava 2012 LNG-IUS vs non-hormonal IUD 2.5% vs —1.3%; —1.4% vs 1.0%2 Moderate

*
Data shown if groups differed significantly.

*

>=25% or if cases were inappropriately excluded.

aTotaI body fat (%) and lean body mass (%), respectively.

bWeight (kg), except Salem 1988, which did not report units (Ibs or kg).
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Characteristics of excluded studies

Agoestina 1978

Reason for exclusion

Insufficient weight change data: presented in figure without any specific numbers, other than mean gain for DMPA
group in text.

Bahamondes 2010

Reason for exclusion

Mean weight change not reported. BMI included as control variable for examining bone mineral density.
Study examined weight change among participants who had been using the method (LNG-1US) for at least 7 years
before the study.

Barsivala 1974

Reason for exclusion

Insufficient data: study duration not reported (our criteria was >= 3 months); also, authors did not specify whether the
variance reported is standard deviation or standard error.

Beksinska 2010

Reason for exclusion

Analysis combined users of DMPA, NET-EN, or both. Authors noted the subgroups were too small to analyze
separately and that differences in weight gain were not significant.

Berenson 1997

Reason for exclusion

Insufficient weight change data: means reported without any variance measure

Berenson 2009

Reason for exclusion

Insufficient weight change data: mean change reported without any variance.

Of 240 who chose DMPA, 182 (76%) discontinued the method. Of the 182, 68 remained in study <= 2 more years (44
began the COC used in the study and 24 chose non-hormonal methods). Reportedly, DMPA users who had > 5%
increase in weight at 6-month visit were more likely to be lost to follow up at the next visit than those who had not
gained weight.

Secondary report (Rahman 2012) provided weight gain (by kg categories) over any 6-month period; therefore,
categories overlapped.

Bonny 2006

Reason for exclusion

Analysis combined groups that received DMPA or DMPA with estradiol supplement; researchers reported the two
DMPA groups did not differ in weight gain. Method discontinuation for DMPA was 37% at 18 months.
Secondary report (Bonny 2011) used weight change to examine bone mineral density but did not report means or
standard deviations. Data from 2000 to 2003.

Chen 2011

Reason for exclusion

Abstract notes that weight gain was reported as side effect. Wrote to investigator regarding whether weight change
was measured. Unable to obtain further information.

Clark 2005

Reason for exclusion

Insufficient weight change data: means (not mean change) presented in a figure. Text mentions mean change for
DMPA at 30 months (no variance measure) and that the control group was basically unchanged. Due to
discontinuations of DMPA and initiation of hormonal contraception among controls, the samples sizes were 17%
(DMPA) and 19% (controls) of baseline by the last visit.

Costa 2012

Reason for exclusion

Mean change in weight was not reported. Participants were 1.5 months post-partum.

Dahlberg 1982

Reason for exclusion

Insufficient weight change data: means reported without any variance measure

El Mahgoub 1980

Reason for exclusion

Insufficient weight change data: mean change reported without any variance measure. Also, percent that lost or gained
weight was reported, but no specific amount of weight was provided.

Hall 1980

Reason for exclusion

Insufficient weight change data: mean change in “ideal body weight” shown in figure, except for mean change for
progestin-only group reported in text.

Havranek 1972

Reason for exclusion

Insufficient weight data: mean change for one group reported without any variance measure
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Kaunitz 2009

Page 45

Reason for exclusion

Insufficient weight data. Mean change was reported within adverse event section without any variance measure. Data
from 2001 to 2004.

Mangan 2002

Reason for exclusion

Comparison groups were DMPA users and OC users. Types of OC were not specified and might have included
progestin-only as well as combination OC.

Olsson 1988

Reason for exclusion

Insufficient data for analysis: no N per group for analysis. First-year continuation rate was 59% for Norplant and 77%
for Norplant-2; methods suggest these were life-table rates.

Ortayli 2001

Reason for exclusion

Insufficient data: report does not provide sample sizes used for analysis. Outcome data are from a pilot conducted in
1995 and the main study conducted from 1996 to 1998.

Risser 1999

Reason for exclusion

Comparison groups were DMPA users and OC users. Types of OC were not specified and might have included
progestin-only as well as combination OC.

Segall-Gutierrez 2012

Reason for exclusion

Single-arm study comparing normal weight and obese women. The one intervention was subcutaneous DMPA.

WHO 1978

Reason for exclusion

Insufficient weight data: mean gains reported without any variance measure

Yela 2006

Reason for exclusion

Insufficient weight change data: tables show weight and BMI means (not change) by year; text mentions mean change
per group over 5 years without any variance measure. Study began in 1998.

Zheng 1999

Reason for exclusion

Insufficient weight change data: means reported without any variance measure
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Characteristics of studies awaiting classification

Madden 2013

Methods

Observational, cohort study; non-probability sample.

Purpose: learn whether women who use progestin-only methods will experience weight change compared to women using the
non- hormonal copper IUD.

Primary hypothesis: users of DMPA will gain excess weight and increase their BMI above the copper-1UD users.
Secondarily, compare users’ data in LNG-1UD and ENG implant groups to copper-lUD group.

Participants

427 women

Inclusion criteria: enrolled in CHOICE between the age 18 and 45 years and consented to future studies; chose
levonorgestrel-releasing 1UD, copper 1UD, implant, or DMPA as CHOICE baseline method; baseline height and weight data
collected from on-campus enrollment site; able to return to on-campus enrollment site for study activities.

Exclusion criteria: recent history of DMPA use before starting baseline CHOICE method; used current method < 11 months
or > 12 months and 3 weeks.

Interventions

DMPA, LNG-IUD, copper-T IUD, or implant.

Outcomes

Weight change by 12 months

Notes

After the updated review was submitted, the investigator communicated that an article was accepted for publication. Those
results will be add to the next update. Note: Reportedly, the adjusted model indicated no significant difference between the
study arms in weight gain.
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Characteristics of ongoing studies

Bonny 2012

Study name

Drug Exposure and Depot Medroxyprogesterone Acetate (DMPA) in Adolescent Subjects

Methods

Randomized, open-label; pharmacokinetic study. Purpose: learn whether DMPA affects weight gain and bone mineral
density in teens.

Participants

45 healthy young women

Inclusion criteria: healthy, postmenarchal females. age 12 to 21 years; self-selected to initiate DMPA; willingness to
use a barrier method of contraception in addition to DMPA.

Exclusion criteria: chronic disease known to affect weight or bone mineral density (BMD) (e.g. diabetes, kidney); use
of medication known to affect weight or BMD (e.g. corticosteroids); DMPA use in past 12 months; pregnancy in past
6 months; etonogestrel implant, levonorgestrel-releasing intrauterine system or combined estrogen/progesterone
contraceptive in past 3 months (OC, patch, vaginal ring); weight > 250 Ibs; need for confidential contraceptive care
for individuals < 18 years of age.

Interventions

DMPA, intramuscular injection
150 mg; approved for use (US Food and Drug Administration (FDA)) when given into muscle.
104 mg; FDA-approved for use only when given under the skin; therefore considered experimental.

75 mg; considered experimental; not FDA-approved regardless of how given.

Outcomes

> 5% weight gain at 24 weeks; > 10% weight gain at 48 weeks.

Starting date

Sep 2011. Estimated completion: Dec 2013.

Contact information

Lauren Bird, RN; 614-722-2650; Lauren.Bird@NationwideChildrens.org
Hannah Lange, MPH; 614-722-3465; Hannah.Lange@NationwideChildrens.org
Principal Investigator: Andrea Bonny, MD

Notes
Madden 2012b
Study name Comparison of Body Composition &Weight Change in Users of Progestin-only Contraception During the First Year
of Use (DEXA)
Methods Observational prospective cohort; non-probability sample.
Purpose: learn if women gain weight using progestin-only methods of contraception and if so, how much.
Participants 345 women
Inclusion criteria: women aged 18 to 45 years, starting the copper IUD or implant through their provider, first study
visit must occur within 14 days of method insertion.
Exclusion criteria: DMPA in past 16 weeks; POPs, LNG-IUC, or implant in past 4 weeks; thyroid disease,
autoimmune disease, diabetes (excluding gestational); history of eating disorder; currently taking antidepressants for <
6 months, antipsychotics; oral glucocorticoids (steroids, i.e. prednisone) for > 6 months; currently breastfeeding or < 6
months postpartum.
Interventions 1 Levonorgestrel-containing intrauterine contraceptive (LNG-1UC)
2 Etonogestrel (ENG) subdermal implant
3 Copper 1UD.
Outcomes Weight change at 12 months; compare changes in body weight and BMI.
Body composition assessed with dual-energy x-ray absorptiometry (DEXA); diet and activity via validated
questionnaires.
Starting date April 2010; estimated completion Jan 2013

Contact information

Danielle S Grunloh, BS; 314-747-1425; grunlohd@wudosis.wustl.edu Tessa E Madden, MD, MPH; Washington
University School of Medicine

Notes
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