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Depot medroxyprogesterone acetate (DMPA), available as
Depo-Provera®, has entered into wide use in Canada. A review
of the medical literature reveals a paucity of evidence to guide
our clinical decisions. The following committee opinion sum-
marizes the available evidence.

MENSTRUAL IRREGULARITY

Menstrual changes occur in all women who use DMPA.
Amenorrhea has been reported in up to 30 percent of women
after six months of use and rates increase to more than 50 per-
cent after one year and 68 percent after two years of use.2? In
a study of adolescents,® nearly two-thirds were amenorrheic
after six months.

Irregular or frequent bleeding and spotting are more common
than prolonged episodes of bleeding during the first 90 days of use
(25% versus 1.5%), and decreasing to less than 15 percent after
one year of use.12 Rarely, heavy bleeding may occur.22 One
researcher investigated menstrual irregularity in women using
DMPA by performing endometrial biopsies at three, six, nine, and
12 months of use, and found remnants of proliferative endometri-

um were associated with the irregular menstrual bleeding.

Because menstrual irregularity is an important reason for
the discontinuation of DMPA as a contraceptive, preinjection
counselling is required regarding management of irregular
bleeding, and further counselling is essential when abnormal
bleeding occurs.

Before any therapy to resolve bleeding or spotting is
initiated, other reasons for abnormal vaginal bleeding
must be ruled out. Careful medical history is required and
sexually transmitted disease (STD) screening should be
considered. Fibroids, polyps, and malignancy should be
excluded. Thorough investigations are warranted when
menstrual irregularity is persistent or appears after sever-
al months of amenorrhea. Several therapies have been
advocated to control irregular bleeding in the absence of
other pathology (see Table I), but none have consistently
demonstrated superiority.5©

The patient who has bleeding only towards the end of
the three months will likely benefit from decreasing the inter-
val between injections. Otherwise, all of these options may
be of benefit.

These guidelines reflect emerging clinical and scientific advances as of the date issued and are subject to change. The information should not be construed as
dictating an exclusive course of treatment or procedure to be followed. Local institutions can dictate amendments to these opinions.They should be well doc-
umented if modified at the local level. None of the contents may be reproduced in any form without prior written permission of SOGC.
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TABLE 1
CLINICAL TIPS TO CONTROL BLEEDING

Bleeding within the first six (6) months: patience and

reassurance

If persistent bleeding after 6 months choose one of the

following options:

» NSAID: lbuprofen 400-800 mg BID for 10 days, repeat if
necessary

* Increase dosage of DMPA to 225-300 mg for 2-3 serial
injections every three months, then decrease dosage

» Decrease interval between injections to 8-10 weeks

« Oral estrogen equivalent to conjugated estrogens
0.625-1.25 mg daily for 25 days, repeating one to three
times if necessary

« Estrogen patches equivalent to 17@3-estradiol 50-100 mg,
25 days, repeating one to three times if necessary

LONG-TERM RISKS ON BONE DENSITY

In 1991, Cundy et al.” published a report examining bone min-
eral density (BMD) in 30 women who were currently using
DMPA for a minimum of five years. Finding the BMD to be
significantly lower than in matched pre-menopausal controls
(though higher than in post-menopausal controls), the group
hypothesized that the cause was related to estrogen deficiency
induced by DMPA. The study, although frequently quoted, is
criticized for its small numbers of subjects and failure to con-
trol confounding factors.

In 1993, the same group suggested® bone loss was reversible
in two years or more after stopping DMPA, although the
recovery in BMD in the femoral neck was less striking that that
in the lumbar spine. Once again restoration of relative estro-
gen deficiency was hypothesized.

In 1998, Cundy reported another cross-sectional study®
in which BMD was measured in 200 current users of DMPA
(2-26 years of use) compared against 350 control subjects.
DMPA was found to be associated with a significant reduc-
tion in bone density. Women who had used DMPA for more
years and those who had started DMPA before peak bone
mass was attained were at higher risk. Questions were raised
again concerning control of confounding factors and selec-
tion of controls.

Four cross-sectional studies reported a significant decrease
in BMD among DMPA users. %13 Four others4-17 failed to
demonstrate any change in BMD compared to women using
other contraceptive methods (such as intrauterine device).
These studies report conflicting evidence regarding association
with age, length of amenorrhea, and duration of use. Three
prospective controlled studies'®2° done in adult and adoles-
cent populations measured bone mineral density prior to and
after DMPA use. These three studies were characterized by very
small sample sizes. They showed that BMD either remained

stable or decreased in DMPA users, while it increased signifi-
cantly in Norplant users, OC users, and hon-hormonal users.

Considering the scientific weakness of these studies (small
samples, weak designs, lack of control for confounding factors,
selection bias), it is clear that prospective randomized con-
trolled trials are needed to ascertain the effect of long term use
of DMPA on BMD. Two such trials are currently underway
in the United States. There is currently no scientific evidence
that would support routine measurement of bone mineral den-
sity or use of estrogen and add-back therapy.?!

Despite the lack of conclusive evidence, we must caution
the individual patient that might suffer osteoporosis. Coun-
selling and investigation should be performed on an individ-
ual basis and directed toward women presenting with more
than two risk factors, such as eating disorders, smoking, small
stature, past long lactation periods, use of steroids, family his-
tory of osteoporosis, high alcohol and caffeine intake, and low
physical activity level.

WEIGHT GAIN

Women tend to associate weight gain with their hormonal con-
traceptive method.22 While few case-control studies conduct-
ed in developed countries have evaluated weight changes
associated with the use of DMPA, a preliminary study?® has
not confirmed reports that DMPA causes weight gain.

Yet concern about weight gain, whether real or perceived,
is important to most women in their selection and continua-
tion of a particular contraceptive method.2? In adolescence,
fear of gaining weight while using DMPA is a barrier to con-
tinuance: up to 50 percent discontinue this method because of
weight gain or increased appetite.?* Harel et al.?* described an
increase in body mass index in DMPA users of 0.40 kg/m at
three months, and an even greater increase in body mass index
of 0.99 kg/m if the second injection is given earlier; but ado-
lescents who were on oral contraceptives before the initiation
of DMPA had increases in body mass index similar to the stan-
dard DMPA dosing group.

It is felt that it is not the method necessarily that leads to
weight gain, but rather an increased intake of food secondary to

TABLE Il

HELPING PATIENTS MANAGE
WEIGHT GAIN WITH DMPA

« Advise patient that a weight gain of as much as four to
five pounds per year is not uncommon with DMPA

« Inform patient that a healthy balanced diet may help pre-
vent weight gain

 Refer to a dietitian if appropriate

« Encourage patient to participate in a consistent exercise
regimen
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appetite stimulation.Z> While it is conceivable that the hormonal
compounds used in hormonal contraception could be metabo-
lized to an androgen and therefore be anabolic, there is no exist-
ing evidence that this indeed is the case. Lifestyle reasons are often
contributory or causative. Many younger women continue to gain
weight and have not really reached their peak body mass.

DEPRESSION AND FATIGUE

These side effects seem to occur relatively infrequently, but are very
difficult to study in women using hormonal contraception. Sub-
jective reporting of these symptoms can be markedly increased just
by the form (direct or indirect) and frequency of questioning.%
Depression and fatigue may be markedly affected by confound-
ing life situations that result in the use of contraceptives, rather
than by the contraceptive itself. Many other variables should also
be considered, including gravidity, parity, postpartum status, recent
onset of sexual activity, and other inter-and intrapersonal issues.
Cromer et al.?” reported a 35 percent prevalence of depression and
fatigue prior to initiating hormonal contraceptives in adolescents:
both symptoms increased in DMPA and oral contraceptive users.
Disadvantages of using a long acting hormonal contraceptive are
the inability to quickly withdraw this medication and the percep-
tion that these symptoms will be long lasting.

TABLE Il

HELPING PATIENTS MANAGE
DEPRESSION AND FATIGUE

* Baseline assessment prior to initiating hormonal
contraception

» Examine other issues that may have an effect

» Ongoing counselling and support

DECREASED LIBIDO

Libido is influenced by numerous factors, including the cou-
ple’s relationship. Women who ovulate regularly often have
cyclic changes in libido and sexual response. Decreased libido
has been associated with the use of several types of contracep-
tion. DMPA can reduce ovarian production of estrogen and
testosterone, and combined oral contraceptive pills increase sex
hormone binding globulin, which leads to a decrease in circu-
lating free estrogens and androgens.

It is most important, however, to perform a baseline assess-

TABLE IV

HELPING PATIENTS MANAGE
DECREASED LIBIDO

« Baseline sexual history

* Prepare patient for unpredictable bleeding and/or
amenorrhea

* Frequent follow-up and counselling

ment and obtain a concise sexual history during initial patient
counselling. Some women may admit sexual dysfunction as
well as a decrease in libido. Directed questions may set the tone
for further counselling if necessary. It is important to stress that
the use of DMPA may not improve the woman’s sexual satis-
faction other than to provide secure contraception. Amenor-
rhea and unpredictable bleeding while on DMPA may affect
sexual response adversely.

HEADACHES

Headache has been reported to occur in 15 to 25 percent of
DMPA users. Although there are no good prospective com-
parative studies of various contraceptive preparations, the over-
all incidence of headache in oral contraceptive clinical trials is
approximately 15 percent. DMPA has not been found to have
a significant increase in the occurrence of headache.'® DMPA
is not contraindicated in migraine sufferers.18

DELAY IN RETURN OF FERTILITY

A delay in return of fertility occurs with DMPA as compared
to the users of other methods. DMPA users have been found
to have about a nine month delay to restoration of full fertili-
ty after the last injection.22 DMPA does not cause infertility.
DMPA should not be used in those women who desire preg-
nancy within the next year or two. In most adolescents this
may not be a concern, but assumptions should be avoided.
Counselling should address this issue.

TABLE V

HELPING PATIENTS MANAGE
DELAY IN RETURN OF FERTILITY

« Explain the significance of a nine month delay to restore
full fertility after the last DMPA injection

< Avoid using DMPA in those women who want to
become pregnant in the next year or two unless they
clearly understand the significance of this delay

« Advise discontinuing DMPA six to nine months prior to
attempting conception

DMPA USE IN BREAST FEEDING

DMPA may be used while breast-feeding. When initiated three
days postpartum or at six weeks postpartum, DMPA has not
been shown to decrease duration of lactation or infant weight
gain.2%.30

The question of possible consequences of the transfer of
steroid to the breast-fed infant has yet to be resolved.3! The
amount of steroid transmitted in the milk and absorbed by the
infant is known to be small, but all studies to date have report-
ed reassuring results.3233 There is no data to suggest that there
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is an increased risk of thromboembolic disease if DMPA is used
immediately postpartum in lactating women with respect to
infant and maternal outcomes.

PROTECTION AGAINST STD

DMPA is not known to provide protection against sexually
transmitted diseases (STD), although it may help prevent
pelvic inflammatory disease®* by thickening cervical mucus
and preventing the penetration of STD organisms and sperm-
atozoa into the upper reproductive tract.

Adolescents particularly are at increased risk of STD (includ-

ing HIV) because of their tendency to have multiple partners
(serial monogamy) and their failure to practice safer sex consis-
tently.3>36 Similarly, older women in unstable relationships are
also at risk. Questions about condom use and safer sexual prac-
tices must be a part of routine sexual history taken prior to the
use of any contraceptive, and reinforced at follow-up visits.

TABLE VI

HELPING PATIENTS PROTECT
AGAINST STD WITH DMPA

» Baseline sexual history

« Inform patients that DMPA does not protect against
STDs and HIV

» Promote safer sexual practices and legitimize noncoital
pleasuring

J Soc Obstet Gynaecol Can 2000;22(8):616-20

REFERENCES

WHO Task Force on Long-Acting Systemic Agents for Fertility Regula-
tion. Special Program for Research, Development and Research Training
in Human Reproduction.A multicentered phase Ill comparative clinical
trial of depot-medroxyprogesterone acetate given three-monthly at
doses of 100 mg or 150 mg: Il The comparison of bleeding patterns.
Contracept 1987;35:591-610.

Belsey EM and Task Force on Long-Acting Systemic Agents for Fertility
Regulation. Menstrual bleeding patterns in untreated women and with
long-acting methods of contraception. Advances Contracept
1991;7:257-70.

Smith RD, Cromer BA, Hayes JR, Brown RT. Medroxyprogesterone
acetate (Depo-Provera) use in adolescents: uterine bleeding and blood
pressure patterns, patient satisfaction, and continuation rates. Adolesc
Pediatr Gynaecol 1995;8:24-8.

Lee RA. Contraceptive and endometrial effects of medroxyprogester-
one acetate. Am J Obstet Gynecol 1969;104(1):130-3.

WHO Task Force on Long-Acting Systemic Agents for Fertility Regula-
tion. Special Program for Research, Development, and Research Training
in Human Reproduction. Clinical evaluation of the therapeutic effective-
ness of ethinyl oestradiol and oestrone sulphate on prolonged bleeding
in women using depot medroxyprogesterone acetate for contracep-
tion. Hum Repro 1996;11:1-13.

Harel Z, Biro F, Kollar L. Depo-Provera in adolescents: effects of early
second injection or prior oral contraception. ] Adolesc Health
1995;16:379-84.

JOURNAL SOGC

17

10.

11

12.

13.

14.

15.

16.

17.

18.

19.

20.

21

22.

23.

24.

25.

26.

217.

28.

29.

30.

Cundy T, Evans M, Roberts H,Wattie D,Ames R, Reid IR. Bone density
in women receiving depot medroxyprogesterone acetate for contra-
ception. Brit Med J 1991;303:13-6.

Cundy T, Cornish J, Evans MC, Roberts H, Reid IR. Recovery of bone
density in women who stop using medroxyprogesterone acetate. Brit
Med ] 1993;308:247-8.

Cundy T, Cornish J, Rogerts H, Elder H, Reid IR. Spinal bone density in
women using depot medroxyprogesterone acetate. Obstet Gynecol
1998;92:569-73.

Virutamasen PWangsuphachast S, Reinprayoon D, et al. Trabecular bone
in long-term depot-medroxyprogesterone acetate users.Asia-Oceania
] Obstet Gynecol 1994;20:269-74.

Taneepanichskul S, Intaraprasert S, Theppisai U, Chaturachina K. Bone
mineral density in long-term depot medroxyprogesterone acetate
acceptors. Contracept 1997;56:1-3.

Taneepanichskul S, Intraprasert S, Theppisai U, Chaturachina K. Bone
mineral density in long-term treatment with Norplant implants and
depot medroxyprogesterone acetate: a cross sectional study of Thai
women. Contracept 1997;56:153-5.

Gbolade B, Ellis S, Murby B, Randall S, Kirkman R. Bone density in

long term users of depo medroxyprogesterone acetate. Br ] Obstet
Gynaecol 1998;105:790-4.

Tang OS,Tang G,Yip P, Li B, Fan S. Long-term depot medroxyprogester-
one acetate and bone mineral density. Contracept 1999;59:25-9.

Paiva LC, Pinto-Neto AM, Faundes A. Bone density among long-term
users of depot medroxyprogesterone acetate as a contraceptive.
Contracept 1998;58:351-5.

Scholes D, Lacroix AZ, Ott SM, Ichikawa LE, Barlow WE. Bone mineral
density in women using depot medroxyprogesterone acetate for con-
traception. Obstet Gynecol 1999;93:233-8.

Bahamondes L, Perroti M, Castro S, Faundes D, Petta C, Bedone A.
Forearm bone density in users of Depo-Provera as a contraceptive
method. Fertil Steril 1999;71:849-52.

Naessen T, Olsson SE, Gudmundson J. Differential effects on bone den-
sity of progestogen-only methods of contraception in premenopausal
women. Contracept 1995;52:35-39.

Blair ]M, Cromer B, Mahan JD, et al. Bone density in adolescent girls on
Depo-Provera and Norplant.JAdoles Health 1995;16:164.

Cromer BA, Blair JM, Mahan J, et al. A prospective comparison of bone
density in adolescent girls receiving depot medroxyprogesteron con-
traceptives. ) Pediatr 1996;129:671-6.

Canadian Consensus of Contraception.] Soc Obstet Gynaecol Can
1998;20(5,6,7,8):79 pp.

Lefebvre G, Lea R, Boroditsky R, Fisher W, Belisle S, Sand M.The bene-
fits of awareness: an evaluation of targetted education among oral con-
traceptive users.J) Soc Obstet Gynaecol Can 1996;18(11):1111-21.
Moore L,Valuck R, McDougall C, et al. A comparative study of one year
weight gain among users of medroxyprogesterone acetate, levonor-
gestrel implants and oral contraceptives. Contracept 1995;52:215-20.
Harel Z, Biro FM, Kollar LM. DMPA in adolescents: effects of early
second injection or prior oral contraception. JAdolesc Health Care
1995;16:379-84.

Rees HD, Bonsall RW, Michael RP. Preoptic and hypothalamic neurons
accumulate 3 H medroxyprogesterone acetate in male cynomolgus
monkeys. Life Sci 1986;39:1353-9.

Talwar P.A prospective randomized study of oral contraceptives: the
effect of study design on reported rates of symptoms. ) Contracept
1979;20:329-37.

Cromer BA, Smith RD, Blair JM, et al. A prospective study of
adolescents who choose among levonorgestrel implant (Norplant),
medroxyprogesterone acetate (Depo-Provera), or the combined oral
contraceptive pill as contraception. ] Ped 1994,94:687-94.
Pardthaisong T. Return of fertility and the use of the injectible contracep-
tive Depo-Provera: updated data analysis.J Biosoc Sci 1984;16:23-34.
Guiloff E, Ibarra-Polo A, Zanartu J, et al. Effect of contraception on lacta-
tion. Am ] Obstet Gynecol 1974;118:42-5.

Karim M,Ammar R, El-Mahgoub S, et al. Injected progestogen and lacta-
tion. Brit Med J 1971;1:200-3.

AUGUST 2000




3L

32.

33.

34.

35.

36.

Kaunitz AM. Injectible Depo-medroxyprogesterone acetate contracep-
tion: an update for US clinicians. Int J Fertil 1998;43:73-83.

limenez J, Ochoa M, Soler M. Long-term follow-up of children breastfed
by mothers receiving depomedroxiprogesterone acetate. Contracept
1984;30:523-33.

Pardthaisong T,Yenchit C, Gray R.The long-term growth and develop-
ment of children exposed to Depo-Provera during pregnancy or lacta-
tion. Contracept 1992;45:313-24.

Gray RH. Reduced risk of pelvic inflammatory disease with injectible
contraceptives. Lancet 1985;1:1046.

McDonald ME,Wells GA, Fisher WA, et al. High risk STD/HIV behaviour
among college students. J Am Med Assoc 1990;263:3155-9.

Middleman H, Robertson L, DuPont R, et al. Use of hormonal methods
of birth control among sexually active adolescent girls.J Pediatr Adolesc
Gynecol 1997;10:193-8.

JOURNAL SOGC

18

AUGUST 2000



