
Lower-dose injectable contraceptive 
moves through research pipeline
Self-administration eyed, may give women new option

As you check the chart of your next patient, you note she is sched-
uled for her quarterly injection of depot medroxyprogesterone
acetate (DMPA, Depo-Provera; Pfizer, New York City). While

she is on time for this shot, she was late for two such appointments in
the previous year. 

What if there was a contraceptive injection that your patients could
be instructed to use in self-injection? Initial research on a new lower-
dose form of DMPA indicates that women can obtain safe, effective
contraception in this convenient form.1

The low-dose subcutaneous contraceptive injection, DMPA-SC, is not
yet approved by the Food and Drug Administration (FDA) or in any other
country. The drug is in Phase 3 testing in the clinical research pipeline,
reports Rebecca Hamm, spokeswoman for Pfizer, the manufacturer of 
the drug. The company offers no information as to its potential cost.

The new drug differs from DMPA’s current intramuscular (IM)
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A new lower-dose form of depot medroxyprogesterone acetate (DMPA,
Depo-Provera), now in clinical research, may offer safe, effective contra-
ception in a potentially more convenient form.
• The drug, DMPA-SC, is designed to be administered subcutaneously, not

intramuscularly, as with the conventional quarterly injection of DMPA. In
clinical studies, about 31% of women self-administered the contraceptive
after receiving a health care professional-administered injection and
instructions.

• In clinical trials, no pregnancies were reported after 20,607 menstrual
cycles of exposure to DMPA-SC. The drug was well tolerated and had a
safety profile similar to conventional DMPA.
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formulation in that it contains two new buffering
ingredients and one anti-flocculation agent, states
Anita Nelson, MD, professor in the obstetrics and
gynecology department at the University of Cali-
fornia in Los Angeles and an investigator in the
clinical trials. It is designed to be administered sub-
cutaneously, not intramuscularly, as with the con-
ventional 150 mg quarterly injection of DMPA.

The open-label, multinational, multicenter
studies have been designed to assess the efficacy,
safety, and participant satisfaction with DMPA-
SC. Women who participated in the studies had
to be between the ages of 18 and 49, sexually
active, and could not have used hormonal contra-
ception for at least two months prior to enroll-
ment. Participants were injected once every three
months over a 12-month period with a 104 mg
dose of DMPA-SC to determine the safety and
efficacy of the low-dose contraceptive injection.1

In the studies, about 31% of the participants
self-administered the contraceptive after first
receiving a health care professional-administered
injection and instructions. The other participants
had the injection administered by a health care
professional throughout the course of the study.

No pregnancies were reported after 20,607
menstrual cycles of exposure to the contraceptive.
The injection was well tolerated and had a safety
profile similar to the IM formulation of Depo-
Provera.1

“Not only were no clinically evident pregnan-
cies detected, but in this study design, so-called
chemical pregnancies would have been reported,
since every woman underwent routine urine
pregnancy testing prior to each injection,” states
Nelson.

The first study, conducted in North, Central,
and South America, evaluated 720 women with an
average age of 28.2 years. Changes in menstrual
bleeding patterns included irregular bleeding
decreasing over time and amenorrhea increasing.
By the end of 12 months, 45.9% of women had
become amenorrheic. The most common adverse
effects reported were headache (11.8%), weight
increase (8.5%), intermenstrual bleeding (6.4%),
amenorrhea (5.8%), and decreased libido (5.1%).1

The second study, which was conducted in
Europe and Asia, evaluated 1,059 women with an
average age of 32.2 years. Changes in menstrual
bleeding patterns included irregular bleeding
decreasing over time and amenorrhea increasing.
By the end of 12 months, 35.3% of women had
become amenorrheic. The most common adverse
effects reported were amenorrhea not otherwise
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specified (NOS) (8.0%), intermenstrual bleeding
(7.9%), and headache NOS (5%). Overall, the
mean weight gain by month 12 was 1.7 kg. Body
mass index and body weight did not affect the
efficacy of the dosage in either study.1

Will women use it?

“Subcutaneous DMPA should offer women the
efficacy and safety of ‘traditional’ DMPA with the
advantages of subcutaneous administration: finer,
shorter needle and possibility of self-administra-
tion,” observes Andrew Kaunitz, MD, professor
and assistant chair in the obstetrics and gynecol-
ogy department at the University of Florida
Health Science Center/Jacksonville. He also
served as a clinical investigator for the DMPA-
SC trials.

Results of patient satisfaction questionnaires
from the studies indicate that women would use
the new method if it were available on the com-
mercial market.2 DMPA-SC was preferred by 84%
of respondents when compared with other con-
traceptive methods; women reported a low inci-
dence of injection-site pain and a significant
decrease in anxiety about subsequent injections.

The home self-injection experience was rated
highly convenient: 74% of women who had self-
administered preferred to continue doing so.
These data show the new lower-dose formula-
tion, like the original formulation of DMPA, may
provide an optimal contraceptive fit for a wide
range of women.2

Using DMPA-SC will provide freedom for
women to consider self-injection and may improve
success rates as well, says Sharon Schnare, RN,
FNP, CNM, MSN, clinician at South Kitsap Family
Care Clinic in Port Orchard, WA. Women already
self-inject several drugs, such as insulin, pergonal,
and sumatriptan, she notes.

Find the right option

For some patients, a significant disadvantage
to any injectable agent is that it requires monthly
or quarterly administration by a health care pro-
fessional, including the time and expense of
scheduled office visits; nonetheless, DMPA con-
traceptive injections offer a reliable form of birth
control for those who have problems with daily
pill taking.3

More than 30 years of clinical experience show
that DMPA is an effective contraceptive with an
excellent safety profile and few short-term side

effects.3 Results of the clinical trials indicate that the
new formulation rapidly achieves target plasma
MPA levels and provides immediate and sustained
contraceptive effects.4

As with any long-term contraceptive, careful
identification of those women who actually desire
such long-acting birth control is an important step
toward improving continuation rates.5

As with other progestin-only methods, women
who are considering DMPA use need to be care-
fully counseled about initial increases in spotting
and bleeding and eventual oligomenorrhea or
amenorrhea.6 Other issues, such as potential
impacts on weight and bone mineral density,
need to be individualized. It appears from some
studies that DMPA users may have a two- to five-
pound weight gain the first year; how much of
that gain is attributable to the injection is not
clear.7

The continuation rate with DMPA has been
lower in clinical practice (20-30% at one year)
than was observed in initial trials.6 However,
teens often return to DMPA use after switching to
other methods because they had initially had side
effects with DMPA.8

Remind women who choose DMPA that it does
not protect against sexually transmitted diseases,
including HIV/AIDS. Women who have multiple
sexual partners or use intravenous drugs, or whose
sexual partners have other partners or use intra-
venous drugs, should use condoms even if they
rely on DMPA for family planning.9
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FDA panel gives nod to 
adding folic acid to OC

Apill designed to prevent unintended preg-
nancy and birth defects is moving closer to

commercial reality following a Food and Drug
Administration (FDA) advisory committee’s
unanimous vote to back such a combination
product.

The agency’s Reproductive Health Drugs
Advisory Committee concluded at its Dec. 15,
2003, meeting that the proposed product, under
development by Ortho-McNeil Pharmaceutical of
Raritan, NJ, would be an appropriate way to pre-
vent neural tube defects (NTDs) in infants born to
women who accidentally become pregnant while
taking oral contraceptives (OCs) or become preg-
nant shortly after stopping pill use. (Contraceptive
Technology Update reported on the company’s
proposal “Folic acid and contraceptives: Will
women see a combined product?” October 2003,
p. 109.)

Despite a unanimous vote on the concept of
the product, some panel members called for dose
ranging studies to determine the proper dose for
NTD prevention, which led to an 11-7 vote that
there are no significant safety issues concerning

use of the dose of folic acid in combination with
the Pill.

Ortho-McNeil now awaits a meeting with the
FDA’s Division of Urologic and Reproductive
Drug Products to determine its next step, says
Andrew Friedman, MD, the company’s director
of women’s health research. Any studies that will
be done in regard to dosing will be discussed
with the FDA, says Friedman. The company will
know more about what studies are necessary fol-
lowing its consultation with the agency, he states.

Why a combined pill?

The Washington, DC-based Institute of Medicine
and U.S. Public Health Service now recommend
that every woman capable of becoming pregnant
consume 400 mcg synthetic folic acid daily in addi-
tion to a diet rich in natural folates.1 Despite a grain
fortification program, which began in 1998, as well
as a public awareness campaign on vitamin sup-
plementation, just 20% of women participating in a
2002 March of Dimes survey knew that folic acid
could prevent certain birth defects. The proportion
who stated that they took a vitamin supplement
containing folic acid daily increased from 25% in
1995 to only 31% in 2002.2.

Despite the high efficacy of OCs, approximately
1 million women per year become pregnant while
using the Pill; half of these unintended pregnan-
cies are continued to term, says Felicia Stewart,
MD, adjunct professor in the department of obstet-
rics, gynecology, and reproductive sciences at the
University of California San Francisco and co-
director of the Center for Reproductive Health
Research & Policy, also in San Francisco. Stewart
testified at the FDA committee meeting on behalf
of the Washington, DC-based Association of
Reproductive Health Professionals.

Because NTDs develop very early in pregnancy
(18-30 days after conception), often before a preg-
nancy is recognized, it is essential that intake of
folic acid be established in advance, she notes.

“An oral contraceptive supplemented with
folic acid offers a convenient and effective means
of providing protection against NTDs for unin-
tended pregnancies or other pregnancies for
which advance folic acid intake may not have
been adequate,” she explains.

Since women do not plan to become pregnant
while taking OCs, many of them are not moti-
vated to take 400 mcg folic acid daily to prevent
NTDs in their offspring, says Susan Wysocki,
RNC, NP, president and chief executive officer of
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A Food and Drug Administration committee has
approved a combined oral contraceptive/folic acid pill
under development by Ortho-McNeil Pharmaceutical.
The drug now must receive approval from the regula-
tory agency.
• Women at risk of unintended pregnancy also

may be at risk of inadequate intake of folic acid,
a necessary vitamin for proper cell growth and
development of the embryo. 

• Public health officials now recommend that every
woman capable of becoming pregnant consume
400 mcg synthetic folic acid daily in addition to a
diet rich in natural folates. Daily supplementation of
folic acid has been shown to reduce the occurrence
of two birth defects: spina bifida and anencephaly.
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the Washington, DC-based National Association
of Nurse Practitioners in Women’s Health. In
addition, these women often have a delay in the
diagnosis of pregnancy and would not be seen or
counseled by their health care professional until
well after the time when the neural tube has
closed, she notes. 

“Providing the Public Health Service-recom-
mended 400 mcg daily dose of folic acid to
these women via a passive method — i.e.,
women taking OCs that contained folic acid 
to prevent pregnancy — would be guaranteed
to provide 400 mcg daily to women without
changing prescription-writing or pill-taking
behavior,” states Wysocki, who also testified 
at the FDA committee meeting. ”Chronic use 
of a combination OC/folic acid product would
increase body folate stores and could prevent
NTDs in unplanned pregnancies that occur
while taking OCs and in pregnancies that 
occur within several months after discontin-
uing OCs.”

Is it safe to use?

Questions were raised at the committee hear-
ing as to potential disadvantages of a combina-
tion product. High doses of folic acid can mask 
a vitamin B deficiency; however, this deficiency
occurs most often in older women and not among
women of reproductive age, states Wysocki. 

Introduction of a combination product will cre-
ate a new opportunity for providers and women
to consider preconception health recommenda-
tions, says Stewart.

“By bringing attention to the importance of
folic acid, the combination product will remind
the clinician to counsel women about other rec-
ommendations — about diet, and avoidance of
harmful substances such as alcohol and tobacco
— that can help contribute to a healthy preg-
nancy,” she notes.
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Spray-on birth control: 
New application eyed

Women now rely on contraception in such
new forms as a transdermal patch and a

vaginal ring. In fact, about 75% of readers partici-
pating in the 2003 Contraceptive Technology Update
Contraception Survey say their facilities are
offering these birth control options. (See “Move
over, Pill: New contraceptives expand accep-
tance among women,” November 2003, p. 121.)
What if women could get reliable birth control
from a spray-on application to the skin?

The Population Council, a New York City-based
research organization, has joined forces with an
Australian firm in testing just such a delivery mech-
anism. The council is working with FemPharm
Proprietary, a subsidiary of Melbourne, Australia-
based Acrux Limited, in testing transdermal spray
delivery of its proprietary progestin, Nestorone. 
The first study in women is slated to begin in 2004,
with the clinical trial to be conducted at the Sydney
Centre for Reproductive Health Research in Ash-
field, New South Wales. 

Nestorone is a very potent progestin, so its
effects can be obtained with a very low dose, says
Regine Sitruk-Ware, MD, the council’s executive
director of contraceptive development. Nestorone
falls into the category of 19-nor derivatives of
progesterone, which are referred to as “pure”
progestational molecules as they bind almost
exclusively to the progesterone receptor without
interfering with receptors of other steroids.1

Nestorone has strong progestational activity
and antiovulatory potency with no androgenic or
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The Population Council has joined forces with
Australian-based Acrux Limited in testing a trans-
dermal spray delivery of its proprietary progestin,
Nestorone.
• Nestorone is a potent progestin, so its effects

can be obtained with a very low dose. Population
Council scientists are investigating use of the
drug in a variety of delivery systems, including a
vaginal ring and a transdermal patch.

• Acrux Limited’s Metered Dose-Transdermal
System technology relies on the unique delivery
of small molecules for a “patchless patch,” or an
invisible, nonirritating depot of the drug in the
stratum corneum.
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estrogenic activity in vivo.1

Council scientists are examining use of the pro-
gestin in various delivery systems, including vagi-
nal rings, implants, and transdermal gel.2,3 A vaginal
ring using a combination of the progestin with the
estrogen ethinyl estradiol is set to enter Phase III
trials in 2004, and gel application is in Phase II
research, says Sitruk-Ware. Another Nestorone vagi-
nal ring, delivering 50 mcg Nestorone per day, is
being examined for use in breast-feeding women.3

Council researchers also are looking at use of the
progestin in contraceptive implants; one such appli-
cation has been eyed for postpartum women.4

“The advantage of Nestorone, because it is not
active orally, if a very small amount passes in the
milk to the infant, it is immediately destroyed
and has no effect on the infant,” says Sitruk-Ware.
(Contraceptive Technology Update reported on
patch and ring applications of Nestorone in its
May 2001 article, “What to expect in the next
five years? Innovative contraceptive delivery,”
p. 49. Earlier research is reviewed in CTU, May
1998, p. 57, and October 1997, p. 121.)

Will spray stick?

Acrux has developed a unique transdermal
delivery technology, which it has trade-named
Metered Dose-Transdermal System (MDTS). It
involves a unique delivery of small molecules, a
“patchless patch,” or an invisible, nonirritating
depot of the drug in the stratum corneum, says
Beverly Thomas, PhD, Acrux’s business develop-
ment manager.

“The MDTS technology is based on a patented
invention [U.S., Australian, and New Zealand
patents issued, and patent is pending in 22 other
countries], based on a remarkable observation
that some of the commonly used sunscreens act
as very effective skin penetration enhancers,”
explains Thomas. “Because of their safety, the
regulatory path, especially for those molecules
that are already approved via other routes of
administration or as transdermal products
already, is relatively simple.” 

The product is delivered via a spray applied
once a day. The patient simply pushes a metering
pump, similar to those used for nasal sprays, and
sprays the formulation on the skin via a propri-
etary applicator. The alcoholic component of the
formulation, which is a solution of the drug and
the enhancer in alcohol, rapidly evaporates, and
the drug and enhancer permeate the skin and
form a drug reservoir in the skin.

Acrux has completed Phase II research with the
MDTS application of estradiol in postmenopausal
women and is in Phase IIb investigation with the
MDTS application of testosterone for treatment of
low libido in women, reports Thomas. (See com-
pany contact information in the resource box
above.)

Testing takes time

While the concept of a spray-on contraceptive
is intriguing, scientists must research the MDTS
delivery of Nestorone to make sure it is an effec-
tive route of administration for birth control.

“The time line for the feasibility testing stage 
of product development typically takes approxi-
mately 18 months,” explains Thomas. “This
involves the formulation development work
and resultant in vitro testing of formulations to
identify the optimal formulation, which is then
taken into a preliminary human proof of princi-
ple clinical study.”

The proof of principle study demonstrates the
systemic blood levels achieved from the formu-
lation and is used to establish the exact dose
needed to achieve therapeutic blood levels, she
says. 

If research proves positive, scientists hope that
the result will translate into a contraceptive deliv-
ery system that is affordable, safe, cost-effective,
reversible, and easy to use by women.

“We are eager to be a part of an endeavor that
could result in the first-ever contraceptive deliv-
ered by a spray, which would give women and
couples around the world another option for man-
aging their fertility,” says Sandra Arnold, vice
president of corporate affairs for the Population
Council.
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Research eyes rapid 
testing of chlamydia

You have just examined a young woman who
reports she has had recent multiple sexual

partners and says she has used irregular protec-
tion against sexually transmitted disease (STD).
You order lab tests, including a screen for chlamy-
dia. When positive results return the next day, will
she come back for treatment?

There is a good chance a treatment opportunity
may be missed, because as many as one-fourth of
patients diagnosed with chlamydia never return
for care.1 This presents a challenge for clinicians,
as chlamydia is the most frequently reported bac-
terial sexually transmitted infection in the United
States, according to the Atlanta-based Centers for
Disease Control and Prevention (CDC).2 In 2002,
834,555 chlamydial infections were reported to
CDC from 50 states and the District of Columbia.2

On a global scale, chlamydia is even more preva-
lent. In 1999, about 92 million new cases of the

illness were recorded, according to the Geneva-
based World Health Organization (WHO).3

An international team of scientists is moving
forward with research on a new dipstick test that
is designed to give results in fewer than 25 min-
utes and cost as little as 70 cents.3 Funding for the
Firstburst test comes from the Wellcome Trust, a
London-based biomedical research charity, the
WHO, and the federal National Institutes of
Health. The Wellcome Trust is adding further
funding to help set up a company to distribute
the technology, initially for use in Africa and
Asia.

“It is important to have a quick, simple-to-use
test for chlamydia because seven out of 10 women
who contract the disease have no idea they have
been infected,“ says Helen Lee, PhD, a scientist 
in the University of Cambridge’s Department of
Hematology and head of the Firstburst research
team. “But once it has been diagnosed, it is easily
treated with a one-off pill.” 

It is vital that the test is instant and not expen-
sive, especially in developing countries where
clinical care is not easily accessed and limited
dollars preclude expensive diagnostics, says Lee.
The Firstburst test is designed to work with non-
invasive samples such as self-collected vaginal
swabs or urine.

Rapid test may be key

No data have yet been published on the First-
burst test, and its initial distribution is planned for
foreign countries. However, if such a test were to
undergo federal Food and Drug Administration
review and approval, it definitely could be of use in
U.S. clinics, says Julius Schachter, PhD, professor of
laboratory medicine at the University of California
San Fran-cisco. While turnaround time for results
from currently available nucleic acid amplification
tests is shorter than with culture (most performed in
four to five hours with results available within 24
hours), treatment opportunities still can be missed,
he notes.

“A subset of women who test positive with
nucleic acid amplification tests don’t get treated.
Some of them never come back to the clinic, and
about a quarter of them take a month or so to get
treated,” Schachter reports. “In that month, some
of them develop pelvic inflammatory disease
[PID], and some of them transmit the infection.”
(Contraceptive Technology Update reported 
on nucleic acid amplification tests in the STD
Quarterly article, “How to stem chlamydia’s
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Scientists are investigating new tests to rapidly
detect chlamydia, the most frequently reported bac-
terial sexually transmitted infection in the United
States. A new dipstick test is designed to give results
in fewer than 25 minutes and cost as little as 70
cents. Distribution is initially aimed at Africa and Asia.
• While turnaround time for results from currently

available nucleic acid amplification tests is shorter
than with culture, treatment opportunities still can
be missed because as many as one-fourth of
patients diagnosed with chlamydia never return 
for care.

• Untreated chlamydial infection in women can
spread into the uterus or fallopian tubes and
cause pelvic inflammatory disease.
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silent spread? Look at nucleic acid amplification
tests,” inserted in February 2001 issue.)

There is a need and a potential use for rapid
tests in the United States, says Schachter. Rapid
detection, paired with the single-dose therapy of
azithromycin, would be an effective strategy in
attacking the infection, he notes.

Chlamydia is known as a “silent” disease
because about 75% of infected women and about
half of infected men have no symptoms; if symp-
toms do occur, they usually appear within one to
three weeks after exposure.2 Women may present
with an abnormal vaginal discharge or report a
burning sensation when urinating; men with
signs or symptoms might have a penile discharge
or notice a burning sensation when urinating.2

Untreated chlamydial infection in women can
spread into the uterus or fallopian tubes and cause
PID, which leads to permanent damage to the fal-
lopian tubes, uterus, and surrounding tissues.2

Such damage can lead to chronic pelvic pain, infer-
tility, and potentially fatal ectopic pregnancy.2

Check the specs

Look to sensitivity and specificity ratings when
it comes to determining a test’s ability to detect
infection. Sensitivity pertains to the percentage of
patients with disease who test positive. It reflects
the test’s ability to “rule in” or confirm a diagno-
sis. Specificity is the percentage of patients with-
out disease who test negative. It gauges a test’s
ability to “rule out” a diagnosis.

Screening tests for detection of chlamydia
include those processed in laboratories and those
designed to be used at the point of care. Point of
care tests can yield results at the time of the initial
patient visit, but most available lab-processed
tests offer greater sensitivity. In clinics where a
high proportion of patients do not return for
treatment after positive test results, however, less-
sensitive rapid tests could lead to the treatment of
more patients and be more cost-effective.4

Sensitivity for such tests is 52-85% for endocer-
vical swabs and 65-85% for male urethral swabs,
with specificities of approximately 95%.5,6 Use of
such tests may not be indicated in low-prevalence
populations or for asymptomatic individuals due
to their lower predictive value.7

Research may yet yield a fast, sensitive test,
says Schachter.

“If the test were specific enough, if it didn’t
give false positives, you could use it in a triage
approach: Give people that test in the clinic, and

if they are positive, treat them,” he says. “If they
are not and you are worried, give a more sensi-
tive test like a nucleic acid amplification test.” 
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Answers to questions on 
IUS use, OC interactions

Can women who are breast-feeding use a lev-
onorgestrel intrauterine system? What is the

impact of fluconazole (Diflucan, Pfizer; New York
City), an oral medication used to treat vaginal yeast
infections, on oral contraceptive (OC) efficacy?

Comments are offered by David Archer, 
MD, professor of obstetrics and gynecology and
director of the Clinical Research Center at the
Eastern Virginia Medical Center in Norfolk; Linda
Dominguez, RNC, NP, assistant medical director
of the Albuquerque-based Planned Parenthood of
New Mexico; Andrew Kaunitz, MD, professor
and assistant chair in the obstetrics and gynecol-
ogy department at the University of Florida
Health Science Center/Jacksonville; and Susan
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Wysocki, RNC, NP, president and chief executive
officer of the Washington, DC-based National
Association of Nurse Practitioners in Women’s
Health. 

Question: I work as a nurse practitioner in a
small health department, and we see patients
wanting the Mirena (levonorgestrel intrauterine
system [LNG-IUS], Berlex Laboratories, Mont-
ville, NJ). It is listed in the package insert to
avoid breast-feeding mothers due to the lev-
onorgestrel component. I think it would be a
good method at six weeks out for a postpartum
mother whether she is breast-feeding or not. I
need backup. Can you help?

Wysocki: The Geneva-based World Health
Organization (WHO) lists use of the LNG IUS [at]
six weeks postpartum, the same as for progestin-
only OCs.1

Question: What impact does fluconazole have
on OC efficacy?

Archer: There are two papers on the pharmacoki-
netics of ethinyl estradiol with the administration of
a single and multiple doses of fluconazole.2,3 Both
papers indicate an increase in the serum levels of
ethinyl estradiol after administration of fluconazole.

One article also investigated the effect of flu-
conazole on norethindrone and found a similar
increase in serum levels after fluconazole admin-
istration.2 These two articles would indicate that
there is no loss of efficacy of the contraceptive
steroids with the concomitant administration of
fluconazole, even at high doses.

Dominguez: In regard to OC failure issues,
clinicians recognize that any negative health or
psychosocial change can be an impediment to
correct contraceptive use. 

If a sexually active woman is preoccupied and
suffering the unpleasant symptoms of genital
itching and discharge, she may well be less alert
to utilizing her contraceptive pill, patch, ring, or
barrier method and less inclined to have sexual
relations. 

It is recognized that vulvovaginal candidiasis is
likely to flare around menses/withdrawal bleed
time because of the increase in the glycogen-rich
vaginal environment. If a woman is dealing with
vaginal symptoms, she may be distracted from
starting a new pack or ring/patch cycle and have
a prolonged hormone-free interval.

Kaunitz: Two well-designed pharmacokinetic
trials have found that estrogen and progestin
levels are NOT lowered in OC users adminis-
tered fluconazole.2,3 Of note, steroid levels are
increased with use of the oral antifungal agent.

Therefore, use of fluconazole will not increase
risk of contraceptive failure, but it might
increase risk of side effects in OC users.

Wysocki: WHO does not list fluconazole in its
list of OC/drug interactions, and it makes a spe-
cial point about long-term use of the drugs they
do list.1 Fluconazole is generally taken in one
dose for the treatment of vaginal candidiasis.
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No-risk guarantee: If you aren't completely satisfied with this critical
reference, just return it within 30 days in resalable condition, and
receive a complete refund. No questions
asked!

The FDA approval of an extended-use contra-
ceptive marks a drastic change in this area of
women's health. Patients will have a lot of
complex questions and, more than ever, they
will need you to provide solid patient educa-
tion to separate fact from fiction.

If you want an unbiased update on the clinical
issues surrounding Seasonale and other
extended-use contraceptives, then you need the Seasonale and
Extended Use Contraception Sourcebook. Here is just a brief listing of
the topics you will receive authoritative guidance on through this criti-
cal reference: 

✔ off-label use, such as continuously taking the pill so there's no 
✔ period at all;
✔ extended-use regimen options for female patients beginning 
✔ perimenopause;
✔ instructions for patients who forget to take pills;
✔ limitations of Seasonale; 
✔ continuously taking the pill to reduce side effects associated 
✔ with oral contraceptives; 
✔ and more.

Seasonale and Extended Use Contraception Sourcebook will also
offer free continuing education. Simply read this resource and take a
short self-assessment test to take advantage of this valuable benefit. 

Your 30-day preview copy of 
Seasonale and Extended Use Contraception Sourcebook

has been reserved for your immediate review.

Call 1-800-688-2421 to order your no-risk copy for
only $99 today! Please refer to promotion code 54122.

T H O M S O N  S C I E N T I F I C  &  H E A LT H C A R E

Seasonale and
Extended-Use
Contraception

Edited by: Chairman, Robert A. Hatcher, MD, MPH

Call 1-800-688-2421 to order your no-risk copy 
for only $99 today!



Title X notice reflects 
new program priorities 
By Cynthia Dailard
Senior Public Policy Associate 
The Alan Guttmacher Institute
Washington, DC

In July 2003, the Office of Population Affairs
(OPA) at the U.S. Department of Health and

Human Services formally requested applications
for $49 million for family planning service deliv-
ery under the Title X program for FY 2004. The
request for applications was in some respects rou-
tine and affected the 24 competitive grants sup-
porting service delivery that are up for renewal
that year. (The rest of the FY 2004 appropriation
will support the remaining 64 grants, which are
not open to competition in FY 2004.)

However, the announcement contains a number
of new program priorities (affecting the 24 grants
this year and, presumably, the remaining grants in
subsequent years) that will affect the delivery of
subsidized family planning services for millions of
low-income women and teens in the years to come.

While continuing to acknowledge Title X’s statu-
tory mission of assuring access to a broad package
of high-quality family planning and related pre-
ventive health services, the OPA announcement
identifies several new overarching goals for the
program that reflect the Bush administration’s
broader social agenda but do not appear in statute.

Specifically, it stresses that the broad range of
services includes “extramarital abstinence educa-
tion and counseling” designed to “encourage absti-
nence outside a mutually monogamous marriage
or union.” Building on the long-standing require-
ment to encourage family participation in the deci-
sion of minors to seek family planning services,

funded programs now also will be required to
include activities that promote positive family
relationships. Finally, emphasis is placed on part-
nering with faith-based organizations, which, the
announcement also notes, are eligible to apply for
Title X grants in their own right.

Perhaps most striking, however, is the new lan-
guage spelling out requirements for the integration
of family planning and HIV prevention services.
Achieving such integration has been a priority for
many family planning providers for several years.
While noting that “HIV/AIDS education, counsel-
ing, and testing either on site or by referral should
be provided in all Title X-funded programs,” the
announcement states that HIV/AIDS education
“should incorporate the ‘ABC’ message” and
explains further that:

• for adolescents and unmarried individuals,
the message is “A” for abstinence; 

• for married or individuals in committed rela-
tionships, the message is “B” for being faithful; 

• for individuals who engage in behavior that
puts them at risk for HIV, the message is “C” for
condom use.

The ABC approach is drawn from the experience
of Uganda, which saw its HIV infection rates plum-
met between the late 1980s and mid-1990s. Experts
agree that the nation’s extraordinary decline in HIV
prevalence, unique among African nations, was due
to some combination of fewer Ugandans initiating
sex at young ages, people having fewer sexual part-
ners, and increased condom use.1 It also is widely
believed among Ugandans and outside analysts
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■ Contraception for
the chronically ill
woman 

■ What do women
want in a birth control
pill?

■ Closing the condom
gap: Tips on promoting
use

■ Talk to teens about
pregnancy prevention

■ Help stem the tide 
of HIV in women

COMING IN FUTURE MONTHS

The Office of Population Affairs has announced
several new Title X program priorities that will
affect the delivery of subsidized family planning
services for low-income women.
• Program goals stress such services as “extramari-

tal abstinence education and counseling” and activ-
ities that promote positive family relationships.

• Goals for HIV/AIDS education stress an “ABC”
message, calling for abstinence for adolescents
and unmarried individuals of all ages. 
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alike that the government’s commitment to a
comprehensive HIV prevention message — deliv-
ered in different ways through a multiplicity of
approaches, programs, and types of organizations
— was responsible for producing these results.1

The ABC approach now guides U.S. policy 
for HIV prevention overseas, as reflected by the
“United States Leadership Against HIV/AIDS,
Tuberculosis, and Malaria Act,” signed into law
by President Bush in May. The OPA announce-
ment, however, represents the first time that the
administration has imported the ABC approach 
to a domestic public health program. Rather than
requiring the provision of comprehensive mes-
sages, similar to the Ugandan experience, the
announcement emphasizes a segmented approach
that targets different messages to different groups
of people. It also represents the first time that the
ABC message will shape counseling provided to
individuals within the context of a medical family
planning visit, rather than public education mes-
sages designed to respond to high rates of HIV.

Putting the ABC requirement into practice will
pose key challenges for Title X providers, largely
because the grant announcement leaves many
questions unanswered.

While it spells out different HIV prevention
messages to be provided to different subgroups, 
to what extent are these populations actually sepa-
rate and distinct? Specifically, should “adolescents
and unmarried individuals” who also are sexually
active and, therefore, “engag[ing] in behavior that
puts then at risk for HIV” be given messages about
abstinence, condom use, or both? And if HIV pre-
vention and pregnancy prevention services are to
be integrated within a family planning visit, does
the ABC approach also become the primary strat-
egy for pregnancy prevention? In other words,
how are Title X providers expected to reconcile the
new requirement to provide abstinence messages
to all unmarried individuals for HIV prevention
with the program’s historic mandate to provide
contraceptive methods and services to sexually
active individuals, including teens?

These are only a few of the questions con-
fronting Title X providers that will be further
explicated over time as the administration seeks
to implement its new Title X program priorities.
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Teen health is topic 
of May meeting

Get information on the latest teen health issues at
the 18th annual clinical meeting of the North

American Society for Pediatric and Adolescent
Gynecology, scheduled for May 20-22 in La Jolla,
CA.

The conference courses are designed for pri-
mary care physicians, specialists, and nursing
health professionals whose practices include
pediatric and adolescent patients. Keynote ses-
sions will address intersex disorders, obesity, and
the effects of the media on youth. Concurrent ses-
sions will include discussions of endocrinology,
child sexual abuse, surgery, adolescent health,
and gynecology.

Registration fees until April 24 are $435 for
members and $485 for nonmembers. Registration
forms may be downloaded from the society web
site, www.naspag.org, then mailed or faxed to the
following: NASPAG-ACM 2004, P.O. Box 791,
Hockessin, DE 19707. Telephone: (302) 234-4047.
Fax: (302) 234-0865.  ■
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CE/CME instructions 

Physicians and nurses participate in this contin-
uing medical education/continuing education

program by reading the articles, using the pro-
vided references for further research, and study-
ing the questions at the end of the issue. 

Participants should select what they believe to
be the correct answers and refer to the list of cor-
rect answers to test their knowledge. To clarify
confusion surrounding any questions answered
incorrectly, please consult the source material.
After completing this activity with the June issue,
you must complete the evaluation form provided
and return it in the reply envelope provided in that
issue to receive a certificate of completion. When
your evaluation is received, a certificate will be
mailed to you. ■
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CE/CME Questions

After reading Contraceptive Technology
Update, the participant will be able to:

• Identify clinical, legal, or scientific issues related
to development and provisions of contraceptive
technology or other reproductive services. (See
“Lower-dose injectable contraceptive moves
through research pipeline,” “FDA panel gives
nod to adding folic acid to OC,” and “Spray-on
birth control: New application eyed.”)

• Describe how those issues affect service delivery
and note the benefits or problems created in
patient care in the participant’s practice area. (See
“Research eyes rapid testing of chlamydia.”)

• Cite practical solutions to problems and inte-
grate information into daily practices, according
to advice from nationally recognized family
planning experts. 

9. What is the dose amount of DMPA-SC
(depot medroxyprogesterone acetate — sub-
cutaneous) used in clinical trials of the drug?

A. 150 mg
B. 104 mg 
C. 200 mg
D. 250 mg

10. What was one of the concerns raised at a
recent Food and Drug Administration hearing on
a proposed combination oral contraceptive/folic
acid pill?

A. High doses of folic acid may mask a vitamin B
deficiency.

B. Addition of folic acid will lower the efficacy of
oral contraceptives.

C. Addition of folic acid will increase a woman’s
susceptibility to HIV acquisition.

D. High doses of folic acid may mask a vitamin
C deficiency.

11. What is the progestin eyed for use in a spray-
on application by the Population Council and
Acrux?

A. Levonorgestrel
B. Desogestrel
C. Nestorone
D. Gestodene

12. What is the single-dose therapy for treatment
of chlamydia?

A. Azithromycin
B. Doxycycline 
C. Tetracycline
D. Penicillin

Answers: 9. B; 10. A; 11. C; 12. A.
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