
New pill options give women choices 
while changing menstrual bleeding 
New extended-regimen pill OK’d, continuous-use pill may soon follow 

The Food and Drug Administration (FDA) has just given approval to
Seasonique (Duramed Pharmaceuticals; Pomona, NY), an extended-
regimen oral contraceptive (OC). The first 84 tablets of each package

contain 0.15 mg levonorgestrel and 0.03 mg ethinyl estradiol. They are fol-
lowed by seven tablets of 0.01 mg ethinyl estradiol, one-third of the dosage
found in the first 84 pills. 

It is the second extended-regimen contraceptive. It joins Duramed’s
Seasonale, which is formulated with 84 tablets of 0.15 mg levonorgestrel
and 0.03 mg of ethinyl estradiol, plus seven placebo tablets. (Editor’s note:
Seasonique marks the 74th available OC in the United States. Seventy of those
pills are shown in picture format in a wall poster developed by Bridging the Gap
Communications. See the resource box on p. 87 for ordering information.)

The FDA also has given tentative approval to Corona, CA-based
Watson Pharmaceuticals’ request to market a generic version of
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Duramed Pharmaceutical’s Seasonique is a new extended-regimen oral
contraceptive. It is very similar to Duramed’s Seasonale, using the same
active ingredients and regimen to prevent pregnancy and limit women’s
menstrual cycles to four a year. Its difference lies in adding estrogen to the
final seven days of the 91-day cycle.
• The Food and Drug Administration (FDA) is scheduled to take action on

Lybrel, an OC formulation from Wyeth Pharmaceuticals. If it is approved, it
will be the first oral contraceptive packaged for one year of continuous use.

• The FDA has given tentative approval to Watson Pharmaceuticals for a
generic version of the first extended-regimen pill, Seasonale. The com-
pany says it expects final approval following expiration of Seasonale’s
exclusivity patent.
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Duramed’s Seasonale extended-regimen OC. 
Full approval of the product is expected after
Duramed’s market exclusivity expires on Sept. 5,
says Watson spokeswoman Patty Eisenhaur.

As of Contraceptive Technology Update press time,
the FDA was scheduled to take action on the first
continuous oral contraceptive, Lybrel, developed

by Wyeth Pharmaceuticals of Collegeville, PA.
Lybrel is formulated with 20 mcg ethinyl estradiol
and 90 mcg levonorgestrel. According to Wyeth
spokeswoman Candace Steele, the agency could
move to approve the drug; issue an “approvable”
letter, signaling the need for further information;
or deny the drug’s application.

Bye-bye placebo week

What do these new drugs mean for your
patients? They signal an end of the placebo week,
says Carolyn Westhoff, MD, medical director of
the family planning clinics at Columbia Presby-
terian Hospital and professor of obstetrics and
gynecology, and public health at Columbia
University, both in New York City. 

For women using low-dose OCs, the clearance of
estrogen and progestin from the circulation can lead
to ovulation if a new cycle of OCs is not started.1

Reducing or eliminating the number of hormone-
free days should aid in decreasing the incidence 
of ovulation and pregnancy that occurs in typical
oral contraceptive use when women fail to begin
their pill packs on time. (Contraceptive Technology
Update offered a review of the science of shorten-
ing the placebo week in the article, “Shortening
the pill-free interval: New contraceptives take next
step,” May 2006, p. 49.)

“What does this translate into as far as I’m con-
cerned?” asks Westhoff. “Better contraceptive
protection, because all human beings miss some
pills from time to time, and if you also have the
ovary waking back up every time you have a
placebo week, then that is going to be a recipe 
for those occasional pill failures that we all see.”

Providers recently have expanded their OC
option list to include two oral contraceptives with 
a 24-day dosing regimen: Loestrin 24 Fe (Warner
Chilcott; Rockaway, NJ), which uses 24 days of
active hormonal therapy and four days of iron-
containing placebo pills, and Yaz (Berlex, Mont-
ville, NJ), which uses 24 days of active hormones
and four days of placebo pills. 

The classic 21/7 schedule for combination oral
contraceptive formulations represents an approach
developed more than 40 years ago, says Andrew
Kaunitz, MD, professor and assistant chair in 
the obstetrics and gynecology department at the
University of Florida Health Science Center/Jack-
sonville. Kaunitz says he is enthusiastic about OC
formulations that reduce hormone-free days, such
as Mircette (Organon; West Orange, NJ), LoEstrin
24, Yaz, and Seasonique, or eliminate them entirely,
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as is the case with Lybrel, because of their potential
to minimize hormone withdrawal symptoms and
enhance contraceptive efficacy.

Review new research

To assess the efficacy and safety of Seasonique,
researchers conducted a multicenter, open-label,
one-year study of the drug.2 According to their anal-
ysis, the method failure rate was 0.78 (Pearl index)
and 0.64% (life table analysis). Cycle control and
safety of the regimen were similar to that reported
for other OCs. According to study results, the drug
is effective, safe, and well tolerated for the preven-
tion of pregnancy.2

Scientific abstracts regarding Lybrel research
were presented at the May 2006 Annual Meeting of
the American College of Obstetricians and Gyne-
cologists.3,4 One abstract reported on the safety and
efficacy profile of Lybrel compared with a tradi-
tional 21-day cyclic oral contraceptive, while the
second paper focused on the return to menstruation
after stopping the noncyclic oral contraceptive.3,4

In the safety and efficacy trial, no pregnancies
occurred with the continuous regimen, while three
occurred with the cyclic regimen, researchers
report.3 After pill pack four, women taking the con-
tinuous regimen pill experienced a fewer number of
median breakthrough bleeding days than women
taking the traditional, cyclic pill. After pill pack six,
bleeding-related adverse events were not signifi-
cantly different between those taking the investiga-
tional and traditional oral contraceptive regimens.
Reported nausea and breast pain were lower with
the noncyclic pill during pill packs seven to 13.3

Researchers involved in the analysis of return
to menses after stopping the noncyclic pill report
that 99% of 187 participants experienced either a
return to menses or became pregnant within 90
days after stopping the study drug. Four women
became pregnant before returning to menses and
two women reported a return to menses more
than 90 days after the completion of the study,
they note.4

What do women want?

Studies report that approximately 20% of
women would prefer not to have a menstrual cycle,
while 25% think that a monthly bleeding episode is
needed to be “normal.”5 The other 50% appear not
to have a firm opinion on how much importance to
place on a monthly menses, says David Archer,
MD, professor of obstetrics and gynecology and

director of the Clinical Research Center at the
Eastern Virginia Medical Center in Norfolk. This
50% represent the “swing vote” when it comes to
extended and continuous regimens, he notes.

“My feeling is that providers will be reluctant to
push too hard for continuous use OC because of
the intermenstrual bleeding,” says Archer. “The
acceptance and continuation data from clinical use
still is unknown.”

Although physicians participate in decisions
regarding contraceptive options, the consumer
has become more sophisticated due to the internet
and direct-to-consumer advertisement, observes
Archer. The acceptance of continuous contracep-
tion such as Lybrel depends upon the consumer
interest, he contends.

Seasonique and Seasonale are available for
women who want to experience fewer withdrawal
bleeds, while a continuous regimen pill would 
be for the woman who prefers none, says Anita
Nelson, MD, professor in the obstetrics and gyne-
cology department at the University of California
in Los Angeles (UCLA) and medical director of the
women’s health care programs at Harbor-UCLA
Medical Center in Torrance. Which women would
not be candidates for such regimens? Only those
who really want to have periods, she says.

Withdrawal bleeds from cyclic pills offer no
health benefit, says Nelson. If women are going 
to be concerned that their bodies are not working
properly, more focus needs to be given to shorten-
ing the pill-free interval in cyclic pills, she states.

“I think today that the seven days of placebo pills
is out,” states Nelson. “The only question is, do we
eliminate them entirely or do we just shorten them
and let women choose themselves which ones they
want to have?” (Editor’s note: Do new pills represent
true advancement in contraception? Family planning
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Bridging the Gap Communications offers a 2’ x 3’
color poster of every oral contraceptive option
available in 2004/2005 for use in clinic/office set-
tings. It is available in English and Spanish versions.
To order on-line, visit www.managingcontraception.
com. Costs are as follows: 1-4: $19.95 each; 5-10:
$15.95 each; 20-35: $12.95 each; 36-200: $12.95
each. Shipping is 15% of total order, plus a $1 han-
dling charge. For more information, contact Bridging
the Gap Communications. Telephone (770) 887-
8383. Fax (770) 205-1180. E-mail: infor@managing
contraception.com.
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providers’ knowledge banks must now span more than 
70 pills on the U.S. market. In an upcoming editorial,
Robert Hatcher, MD, MPH, professor of obstetrics and
gynecology at Emory University in Atlanta, will review
the advantages and disadvantages offered by the latest
additions to the OC list.)
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New research emerges on 
NuvaRing contraceptive

Women who switch to the NuvaRing contra-
ceptive vaginal ring (Organon, Roseland,

NJ) from other forms of hormonal contraception
experience reduced hormone-related adverse
events, according to results from a study presented
at the recent European Society of Contraception in
Istanbul, Turkey.1

NuvaRing is a flexible plastic ring that contains
estrogen and progestin, and it releases a steady 15
mcg of ethinyl estradiol each day. It is worn for three
weeks, followed by a “ring-free” week. Currently
more than 1 million women are using NuvaRing
worldwide, says Eliza Ng, MD, MPH, associate
director of medical services at Organon. Almost 
half of those users are in the United States, she says.

To evaluate the adverse effects associated with
the use of contraceptive hormones in NuvaRing
users, 896 women were invited to participate in an
observational, multicenter, prospective, open study.
Evaluations were performed at baseline and after
three and six cycles of ring use. NuvaRing users
were classified as new hormonal contraception
users or “switchers” —  those switching from

another hormonal method to the ring. To evaluate
the reduction in hormone-related adverse effects,
only the women who had switched from another
hormonal method were assessed for specific effects
compared with baseline.

A total of 805 women started using NuvaRing,
with 722 completing Cycle 3 and 595 completing
Cycle 6. For women classified as switchers (47.5% of
the total group), the incidence of nausea, headache,
and mastalgia was significantly lower after three
cycles of ring use, with improvement maintained
and strengthened after six cycles. The number of
women who had breast hypersensitivity decreased
from 6.4% at baseline to 1.7% after six cycles of use;
headache also decreased, from 10% of women at
baseline to 1.2% after six cycles. While the percent-
age of women reporting nausea was low at the
beginning of the study (4.8%), the number dropped
to 0.4% after six cycles of ring use.

Research in the same study population indi-
cates that users achieved excellent cycle control.2

When new users and “switchers” were consid-
ered together, the incidence of irregular bleeding
after six cycles of use decreased. In the new users
group, 11% had irregular bleeding at Cycle 3, and
5.7% reported such incidents at Cycle 6. In the
“switcher” group, 26.2% said they had experi-
enced irregular bleeding during use of the pill;
however, that percentage dropped to 9.1% after
three cycles of ring use and to 7% after six cycles
of ring use.2

In an acceptability analysis, more than 85% of
the women found insertion and removal of the
ring to be easy at baseline, with the number rising
to 91% for positioning and 90% for removal after
six cycles of use.3
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The contraceptive vaginal ring NuvaRing is the
focus of just-released research. Scientists report
that women who switch to the device from other
forms of hormonal contraception experience
reduced hormone-related adverse events.
• Women using the ring achieve excellent cycle

control, with incidence of irregular bleeding drop-
ping to 5.7% to 7% of women after six cycles of
use, new data indicate.

• NuvaRing represents a good option for the
QuickStart method of contraception initiation.
Research indicates that women who try the vagi-
nal ring are very likely to be satisfied with it.
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Which woman will be most comfortable in
using a contraceptive vaginal ring? Almost any
woman who desires contraception, says Anne
Davis, MD, assistant professor of obstetrics and
gynecology at Columbia University Medical
Center in New York City. In newly published
research of acceptability and satisfaction with the
“Quick Start” method of contraception initiation,
data presented by Davis and fellow researchers
indicate that women who try the vaginal ring are
very likely to be satisfied with it.4 (The Quick
Start method involves in-office initiation of a
hormonal contraceptive. Review reports of other
methods; see Contraceptive Technology Update’s
article, “Will ‘Quick Start’ give women jump 
on pill use?” January 2003, p. 4, and the article,
“‘Quick Start’ approach eyed for DMPA and
patch,” May 2006, p. 53.)

Data for the current report were collected as
part of a randomized clinical trial on 201 women
comparing immediate start of vaginal ring use
with immediate start of low-dose oral contracep-
tive use. Researchers charted user satisfaction
and method continuation three months after ring
or pill initiation.4

Women who reported greater comfort in touch-
ing their genitals, greater frequency of masturba-
tion, more comfort with intercourse, and past use of
vaginal contraceptives and products were not more
likely than others to be satisfied with the ring or to
continue using it for birth control, according to the
report.4 At the three-month interval, 174 of 201 sub-
jects (87%) had follow-up interviews. Among the
study participants with follow-up data, 61% of ring
users and 34% of pill users were very satisfied with
their methods. About 80% of women using the ring
chose to continue with the ring following the trial,
while 59% of pill users chose to continue with the
Pill.4

The vaginal ring lends itself well to the “Quick
Start” method because once it is inserted in the
office, it stays inserted until the patient removes
it, says Davis.

“We feel it’s a terrific way to quick-start people,
and when I have somebody who I’m concerned is
going to be a little overwhelmed with taking pills, I
often suggest quick starting them on the NuvaRing,
whether we’re using it as a bridge [method] or they
are going to stay on it as a method,” says Davis.
“Sometimes we bridge people to DMPA [depot
medroxyprogesterone acetate, Depo-Provera, Pfizer,
New York City] on it, and sometimes we give it 
to people for a few weeks until they get a tubal
ligation.”
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Look at LNG IUS for 
menorrhagia treatment

(Editor’s note: This article discusses off-label use of
the levonorgestrel intrauterine system.)

Your next patient is a 35-year-old mother of
two who is experiencing ongoing heavy men-

strual bleeding (menorrhagia). Recently remar-
ried, she says she may want to have a child in the
future with her new partner. What are your treat-
ment options?

Consider use of the levonorgestrel intrauterine
system (Mirena LNG IUS, Berlex Laboratories,
Montville, NJ). A new systematic review of scien-
tific studies indicates that while use of conservative
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A new systematic review of scientific studies indi-
cates that the levonorgestrel intrauterine system
(IUS) is as satisfactory as surgery for treating
heavy menstrual bleeding.
• While use of conservative surgery reduces blood

loss more than the IUS, the two treatments appear
about equal in terms of patient satisfaction, accord-
ing to the review.

• The levonorgestrel IUS (Mirena, Berlex Laborato-
ries) was approved by the Food and Drug Admini-
stration (FDA) in December 2000. Its current
approved indication is solely for contraception, so
use of the device for treatment of menorrhagia is
considered an off-label application.
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surgery reduces blood loss more than the IUS, the
two treatments appear about equal in terms of
patient satisfaction.1

For women who experience menorrhagia, heavy
blood loss often interferes with daily activities and
can lead to anemia. Defined as total menstrual
blood loss of more than 80 ml/cycle, menorrhagia
affects 15% to 20% of American women.2

Treatment for heavy menstrual bleeding often
has led to hysterectomy; menstrual disorders are
one of the leading indications for the procedure.3

How does use of the LNG IUS compare with hys-
terectomy for treatment of menorrhagia?

Jane Marjoribanks, co-author of the current
review and researcher at the University of Auck-
land in New Zealand, points to a randomized com-
parison of the LNG IUS with hysterectomy.4 In that
study, there was no significant difference between
the groups in quality-of-life scores at one or five
years, she notes. (Contraceptive Technology Update
offers a review of the investigation; see the article,
“Research eyes IUS for menstrual bleeding,” June
2004, p. 67.)

“Hysterectomy, by definition, stopped all bleed-
ing,” notes Marjoribanks. “In the intrauterine sys-
tem arm, 68% of women still had the device in place
at one year.” Of these, more than half had nil or
negligible bleeding while the rest, which included
one woman with ongoing menorrhagia, had a mean
loss of only 13 ml per cycle (range 1-92 ml), she
says.

With use of the LNG-IUS, surgery is avoided,
and the woman gains the advantage of contracep-
tion without losing the possibility of fertility,
observes Irving Sivin, senior scientist at the New
York-based Population Council. The Population
Council served as a co-developer of the device
along with Leiras, a Finnish pharmaceutical firm.
[The Population Council continues to pursue
research of the intrauterine device (IUD). See the
resource box, this page, for information on the
Fifth International Symposium on Intrauterine
Devices and Systems for Women’s Health.] 

The LNG IUS also is effective in protecting
against fibroid development, notes Sivin. In a six-
country study conducted by the Population Council
that compared the IUS and the Copper T 380A IUD
(ParaGard IUD, Barr Pharmaceuticals, Pomona,
NY) over seven years, one of 1,125 women using 
an IUS developed fibroids, compared with 14 of
1,121 women using the copper IUD.5

The Mirena IUS was approved by the Food and
Drug Administration (FDA) in December 2000.
(CTU reported on the approval in the February

2001 article, “FDA gives green light to Berlex’s
Mirena intrauterine system,” p. 13.) Its current
approved indication is solely for contraception,
so use of the device for treatment of menorrhagia
would be considered an off-label application.

When used off-label in women with menorrha-
gia, including women with fibroids, use of the
progestin-releasing IUS often leads to adequate
reduction in menstrual blood loss, says Andrew
Kaunitz, MD, professor and assistant chair in 
the obstetrics and gynecology department at the
University of Florida Health Science Center/Jack-
sonville. In addition, insertion of the progestin-IUS
is done in the office, does not involve a major anes-
thetic, is safer, fully reversible, and costs much less
than more invasive therapies including endometrial
ablation, he states.

“For this reason, for many women with menor-
rhagia, use of the progestin-IUS represents a first-
line therapeutic approach in my practice,” states
Kaunitz. “If the IUS works, great; if not, then it
becomes appropriate to consider more invasive
therapies.” 

Clinicians may opt to treat menorrhagia with
nonsteroidal anti-inflammatory drugs, oral pro-
gestins, or oral contraceptives. However, if these
approaches prove ineffective, women may seek
surgical alternatives to hysterectomy that remove
or destroy the lining of the uterus using an elec-
tric loop, laser, hot water balloon, ultrasound, or
other device. These procedures have fewer risks
of serious complications and often can be done 
on an outpatient basis.6

Since menorrhagia is a common reason for
seeking medical attention, providers should
weigh the outcomes and costs to provide the
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The Population Council, in cooperation with the
United Nations Population Fund, will host the
Fifth International Symposium on Intrauterine
Devices (IUDs) and Systems for Women’s Health
Oct. 27-28, 2006, at the American Conference Cen-
ters in New York City. Thirty-six international scien-
tists will present data and analyses of new information
on a range of biomedical issues relating to IUDs and
intrauterine systems in the symposium, the first one
held since 1992. Space for the conference will be lim-
ited. To register on-line, go to the Population Council
web site, www.popcouncil.org, and click on the sym-
posium link on the opening page. The registration fee
is $375. Continuing education credits are available. 
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most appropriate care.7 The levonorgestrel-releas-
ing IUS improves health-related quality of life
significantly at relatively low cost.4
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Male contraceptive 
options in the pipeline

For years, the much talked-about male contra-
ceptive pill has remained tantalizingly out of

reach. What if the first contraceptive method to
reach the commercial market relied on a nonhor-
monal approach instead?

Two such methods of male contraception are in
clinical trials: RISUG (Reversible Inhibition of
Sperm Under Guidance) and the Intra Vas Device
(IVD). Both result in long-term infertility and
have the potential advantage of being reversible.1

The Food and Drug Administration (FDA) has
given the green light for a 90-man study of the
IVD, now under development by Shepherd
Medical Co. in Minneapolis. (See the resource
box on p. 92 for contact information.) The feasi-
bility study, which will be conducted in Seattle
and St. Paul, MN, will examine the effectiveness
of the IVD at blocking sperm, therefore causing
reproductive sterilization, reports Janelle Antil,
company clinical affairs manager. The National
Institutes of Health in 2005 awarded Shepherd

Medical Co. a $1.4 million grant to conduct
human clinical trials on the device. 

The IVD method relies on soft, hollow silicone
plugs that are implanted in each vas deferens.
Research in primates reported azoospermia in mon-
keys by the second to fourth ejaculation, with nor-
mal sperm counts returned by the second to fourth
ejaculation following device removal.2 A small trial
of the method in 30 men resulted in complete block-
age or immotile sperm in 27 of the 30 men, with the
remaining three men exhibiting very low motile
sperm counts.3

Insertion is a simple procedure that requires
only a few minutes to place each IVD, says Antil.
Each plug is anchored to the vas wall with a tiny
suture. The device can be inserted by any no-
scalpel vasectomy provider and does not require
extensive additional training.4

RISUG trial under way

The RISUG method relies on the injection of a
polymer gel, composed of powdered styrene maleic
anhydride combined with dimethyl sulfoxide, into
the vas deferens. The gel coats the inside walls of
the vas deferens and kills sperm. If restoration of
fertility is desired, the polymer is flushed out of the
vas with an injection of dimethyl sulfoxide.

In a Phase II clinical trial in 12 men, azoosper-
mia was found as early as five days after injec-
tion; a subsequent trial reported comparable
rates.5,6 Results from Phase I and Phase II clinical
trials suggest that RISUG may be safe and effec-
tive as a contraceptive.5,7

Researchers in India are resuming trials of
RISUG, following a four-year delay while initial
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Two nonhormonal methods of male contraception
are in clinical trials: RISUG (Reversible Inhibition of
Sperm Under Guidance) and the Intra Vas Device
(IVD). Both result in long-term infertility and have
the potential advantage of being reversible.
• The IVD method relies on soft, hollow silicone

plugs that are implanted in each vas deferens.
Insertion is a simple procedure that requires only
a few minutes to place each plug, according to
its developers.

• The RISUG method relies on the injection of a
polymer gel, composed of powdered styrene
maleic anhydride combined with dimethyl sulfox-
ide, into the vas deferens. The gel coats the
inside walls of the vas deferens and kills sperm.
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concerns about side effects and insufficiency of
genotoxicity data were addressed, states Elaine
Lissner, director of the San Francisco-based Male
Contraception Information Project (MCIP), a non-
profit organization designed to raise public aware-
ness of pertinent research on the subject. (See
resource box, this page, for contact information.)

In 2002, when enrollment in the Indian study
was halted, more than 140 men were using
RISUG, states Lissner. Researchers subsequently
conducted additional genotoxicity studies in
India and the United States, and expert panels
concluded that the major side effect — several
weeks of nonpainful scrotal swelling in about
one-third of the subjects — was not enough to
stop the study.8

The developers of RISUG are arranging a col-
laboration with U.S. researchers, says Lissner. To
gain FDA approval, American researchers would
have to begin with animal tests, with testing in
men several years away, she observes.

Many men and women in surveys, focus
groups, and interviews say they want to share
the responsibility for contraception.1 Those look-
ing at RISUG in the United States should not be
discouraged, says Lissner. “We already know
that RISUG works, which is half the battle in
drug development,” she states. Men in studies
in India have been using it for more than a
decade, she says. “Now we just have to finish
our homework.” 
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Science investigates 
contraceptive gels

When discussing spermicides with prospec-
tive users, family planning providers in the

United States have only nonoxynol-9 (N-9) for-
mulations in the contraception arsenal. What if
there were other formulations added to the mix?

Scientists are looking at two candidates, Usher-
cell (cellulose sulfate) and BufferGel, as two possi-
ble spermicidal gels. In addition, both potential
products are being eyed for their protection against
sexually transmitted diseases (STDs), including
HIV. (Contraceptive Technology Update reported
on the two candidate products in the article,
“What will it take for microbicides to go from
research to reality?” July 2005, p. 77.)

Research findings presented at the recent
American College of Obstetricians and Gynecolo-
gists annual meeting in Washington, DC, indicate
that Ushercell appears to be as effective as non-
oxynol-9 in a Phase II noncomparative contracep-
tive effectiveness trial of 200 couples using the gel
as their primary contraceptive for six months.1

Ushercell is under development by Polydex
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• For more information on Shepherd Medical Co.,
send e-mail to IVDinfo@ShepherdMedical.com.

• The Male Contraception Information Project
(MCIP) is a nonprofit organization with focus in
three areas: raising public awareness of promising
nonhormonal male contraceptives, advocating
increased and expedited government research,
and serving as a media resource for the subject. 
It works in conjunction with the Male Contracep-
tive Coalition, whose objectives are to speed the
development of new male contraceptives through
increased legislative and institutional support,
raise funds for applied male contraception
research and development, and provide public
education on the research community’s work. 
For more information on MCIP, visit its web site,
www.NewMaleContraception.org. For more 
information on the coalition, visit its web site,
www.malecontraceptives.org.
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Pharmaceuticals Limited in Toronto, with collabora-
tive support from the CONRAD (Contraceptive
Research and Development) program in Arlington,
VA.

At the recent Microbicides 2006 meeting in Cape
Town, South Africa, results were reported from two
pivotal contraceptive efficacy trials of BufferGel.2

According to Thomas Moench, MD, president of
Baltimore-based ReProtect, which is developing the
potential product, one trial compared the contracep-
tive efficacy of BufferGel used with a diaphragm to
the contraceptive efficacy of a currently available
spermicide used with a diaphragm. The BufferGel/
diaphragm combination was proven noninferior to
the spermicide/diaphragm, he reports. The second
open-label trial of BufferGel used with a diaphragm
confirmed its contraceptive efficacy, he states.

“ReProtect will be preparing a New Drug
Application seeking approval of BufferGel as 
an over-the-counter spermicide for use with a
diaphragm for contraception,” Moench says.

Look for alternatives

Family planning providers have counseled
patients not to rely on N-9 spermicides as a
means of HIV prevention since research appeared

in 2000 regarding the ineffectiveness of the sper-
micide.1 Further caution came after 2002, when
study findings indicated that N-9 fails to protect
against such STDs as urogenital gonorrhea and
chlamydia.2 (CTU reported on the data in its arti-
cle, “Nonoxynol-9 fails test as female microbi-
cide,” October 2000, p. 119, and in its article,
“Nonoxynol-9 not protective against STDs,”
June 2002, p. 63.)

Sexually active women should consider their
individual HIV/STD infection risk when choosing a
method of contraception; family planning providers
should inform women at risk for HIV/STDs that 
N-9 contraceptives do not protect against these
infections.3

Research updates presented at the Microbicides
2006 conference focused on the use of Ushercell in
the prevention of HIV and other sexually transmit-
ted infections.4,5 Enrollment is under way in two
multi-country Phase III clinical trials to test the
potential product’s effectiveness in preventing
HIV/AIDS transmission, researchers report.

Scientists also are examining use of BufferGel
in a single-size, inexpensive, diaphragm-like
device.6 The device, BufferGel Duet, is designed
to function as a cervical barrier and applicator for
the spermicide/microbicide, and it is intended
for contraception and prevention of disease, says
Moench.

The Duet’s dome is designed to deliver BufferGel
on its vaginal lumen and its cervical sides, explains
Moench. The dome folds to prevent the gel from
being wiped off during insertion, but then it opens
to distribute gel widely within the vagina, says
Moench.

“Efficient delivery on the vaginal lumen side 
is particularly important and appropriate for its
intended disease prevention function,” states
Moench. “Thus, Duet is designed to protect not
only the cervix, but also the vaginal epithelium.”

The Duet is being developed with an eye toward
it being first provided in a reusable version loaded
by the user with pre-measured sachets of gel, says
Moench. Another format, a pre-loaded, disposable
version, also may be offered in the future for addi-
tional convenience.
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Scientists are now looking at two potential spermi-
cidal candidates, Ushercell (cellulose sulfate) and
BufferGel. Both potential products also are being
eyed for their protection against sexually transmit-
ted diseases (STDs), including HIV. 
• Results from a phase II noncomparative contra-

ceptive effectiveness trial indicate that Ushercell
appears to be as effective as the spermicide
nonoxynol-9.

• Developers of BufferGel say they are preparing to
seek regulatory approval of the potential product
as an over-the-counter spermicide for use with a
diaphragm for contraception. Research also is
eyeing use of BufferGel in a single-size, inexpen-
sive, diaphragm-like device called BufferGel Duet.
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■ Research eyes ethinyl
estradiol/chlorma-
dinone acetate pill

■ HPV vaccine
approved — How will
clinics implement it?

■ Review treatment
options for bacterial
vaginosis

■ Science reviews
experimental HIV
vaccine

■ Intrauterine research
update — Are more
options in sight?

COMING IN FUTURE MONTHS



What are the advantages of using a spermicide
or microbicide gel in combination with the Duet
over using the gel alone? According to Moench,
potential advantages include an expected increased
efficacy from the physical cervical barrier, and pro-
vision of a reusable vaginal applicator at minimal
cost. The Duet’s theoretical advantages over a con-
ventional diaphragm include efficient gel delivery
on both sides, a “one-size-fits-all” approach with
no need for fitting, and easier use, notes Moench.
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Study looks at weight 
impact on OC efficacy

Research findings have suggested higher failure
rates in oral contraceptive (OC) users who are

heavy; however, new results from a retrospective
analysis of Phase III efficacy data of a popular
ethinyl estradiol/norgestimate formulation (Ortho
Tri-Cyclen Lo, Ortho McNeil Pharmaceutical; Rari-
tan, NJ) indicate that it is not associated with an
increased risk of pregnancy in such women.1

Two earlier studies, a retrospective cohort study
followed by a more rigorous case-control analysis,
indicated that overweight and obese women who
take oral contraceptives may be 60%-70% more
likely to get pregnant while on the Pill than women
of lower weight.2,3 (Contraceptive Technology
Update reported on both studies. See “Does

increased weight impact OC efficacy,” April 2005,
p. 45, and “Does weight play a role in effective-
ness?” July 2002, p. 81.)

The new data on Ortho Tri-Cyclen Lo is of
interest to family planning providers. The pill
was the leading choice for young nonsmoking
women in the 2005 and 2004 CTU Contraception
Surveys. (See the results of the 2005 survey in
the article, “Pill power: Clinicians speak out 
on OC choices,” November 2005, p. 127.)

The current study provides reassuring informa-
tion that the weight of the patient will not interfere
with the contraceptive efficacy of Ortho Tri-Cyclen
Lo, says Susan Wysocki, RNC, NP, president and
chief executive officer of the National Association of
Nurse Practitioners in Women’s Health. However,
more research is needed on other low-dose formula-
tions when it comes to the issue of weight and OC
efficacy, she adds.

In the current study, investigators performed 
a retrospective analysis of Ortho Tri-Cyclen Lo’s
Phase III clinical data to determine the association
of pregnancies with body weight and body mass
index (BMI). Data came from 1,673 pill users,
weighing from 90 to 240 pounds, for 11,003 use
cycles. The 13-cycle cumulative probabilities of
pregnancy were calculated by life-table analysis
using a Kaplan-Meier method to estimate the
probability of no pregnancies through 13 cycles 
of pill use.

The researchers found that a total of 20 pregnan-
cies occurred. Fourteen were likely due to method
failure and six due to user failure (such as forgetting
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Research findings have suggested higher failure
rates in oral contraceptive (OC) users who are
heavy; however, new results from a retrospective
analysis of Phase III efficacy data of Ortho Tri-
Cyclen Lo, a popular ethinyl estradiol/norgestimate
formulation, indicate that it is not associated with
an increased risk of pregnancy in such women.
• Two earlier studies, a retrospective cohort study

followed by a more rigorous case-control analy-
sis, indicated that overweight and obese women
who take oral contraceptives may be 60%-70%
more likely to get pregnant while on the Pill than
women of lower weight.

• Unplanned pregnancies carry extra health risks
for obese women. Methods with high levels of
effectiveness, such as the contraceptive injection
and the intrauterine device, represent acceptable
options.
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to take pills). This number translated into a total
pregnancy probability of 1.9%. The failure rate of
the Pill in perfect use was 1.5%. [In Contraceptive
Technology, the failure rate in all women (typical
use) is 8%, and the perfect use failure rate is 0.3%.4]
The probability of total and method-failure preg-
nancies was the same across different body weights.
In the lowest weight decile (86 to 113.5 pounds),
two pregnancies were recorded among 168 
women. In the highest weight decile (175 to 240
pounds), there were four pregnancies among the
174 women. However, the difference was not statis-
tically significant. 

Women in the study who weighed 155 pounds
and above (n = 435) did not experience significantly
higher pregnancy risk than those weighing less
than 155 pounds with either method-failure preg-
nancies (relative risk 1.03, p = 0.95) or total pregnan-
cies (relative risk 1.42, p = 0.46). The results were the
same when other weight criteria and BMI criteria
were applied.

What are the strengths of the study in showing
efficacy of the drug in heavier women?

The current analysis is based on data from a
prospective clinical trial in which recall bias and
many confounding factors do not exist, explains
Katherine LaGuardia, MD, director of medical
affairs at Ortho Women’s Health & Urology. All
of the analyses from various weight/BMI cate-
gories and different methods indicate no statisti-
cally significant association of higher pregnancy
risk among heavier women, she points out.

“Although the original study was not designed
for this analysis, our sample is comparable to the
previous observational studies which drew a con-
clusion on the association between weight and
low-dose oral contraceptive efficacy,” LaGuardia
states. (For information on birth control options
for overweight women, see story, this page.)
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Contraceptive options 
for overweight women

Unplanned pregnancies carry extra health risks
for obese women. In a 2005 study, researchers

found that overweight women (BMI 25-29.9) had
increased risks of diabetes, hypertension, pre-
eclampsia, and cesarean delivery, with even higher
risks for obese women (BMI 30 and above).1

What are some birth control options for these
women outside of oral contraceptives? Look at
methods with high levels of effectiveness, such as
the contraceptive injection depot medroxyproges-
terone acetate (DMPA, Depo-Provera, Pfizer, New
York City) and the intrauterine device.2 DMPA use
reduces uterine bleeding in obese women and
offers protection against endometrial hyperplasia.3

In the case of intrauterine devices, research indi-
cates that the Copper T 380A (ParaGard IUD, Barr
Pharmaceuticals, Pomona, NY) and nonmedicated
intrauterine devices are associated with a reduced
risk for endometrial cancer.4

The levonorgestrel intrauterine system (Mirena
IUS, Berlex Laboratories, Montville, NJ) may repre-
sent an especially appropriate contraceptive choice
for heavy women.2 It provides a high level of con-
traception and also protects the endometrium from
the harmful effects of long-term estrogen excess
related to obesity.5
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CE/CME Instructions 

Physicians and nurses participate in this continu-
ing medical education/continuing education

program by reading the articles, using the provided
references for further research, and studying 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 correct answers to
test their knowledge. To clarify confusion surround-
ing any questions answered incorrectly, please
consult the source material. After completing this
activity with the December issue, you must com-
plete 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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Contraceptive Technology Update is endorsed by 
the National Association of Nurse Practitioners in
Women’s Health and the Association of Reproductive
Health Professionals as a vital information source for
health care professionals.

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 technol-
ogy or other reproductive services. 

• Describe how those issues affect services and
patient care.

• Integrate practical solutions to problems and infor-
mation into daily practices, according to advice from
nationally recognized family planning experts. 

5. What is the hormonal composition of the last seven
tablets in the oral contraceptive Seasonique?

A. Ethinyl estradiol and levonorgestrel
B. Ethinyl estradiol and norgestimate
C. Ethinyl estradiol
D. Ethinyl estradiol and norethindrone acetate

6. How much ethinyl estradiol does the NuvaRing
vaginal ring release each day?

A. 30 mcg
B. 20 mcg
C. 15 mcg 
D. 10 mcg

7. What is the definition of menorrhagia?
A. Total menstrual blood loss of more than 80 ml/cycle
B. Total menstrual blood loss of more than 60 ml/cycle
C. Total menstrual blood loss of more than 40 ml/cycle
D. Total menstrual blood loss of more than 20 ml/cycle

8. What are the two chemicals found in the RISUG
(Reversible Inhibition of Sperm Under Guidance)
method of male contraception in research?

A. Styrene maleic anhydride and cellulose sulfate
B. Styrene maleic anhydride and dimethyl sulfoxide
C. Gossypol and dimethyl sulfoxide
D. Testosterone undecanoate and dimethyl sulfoxide

Answers: 5. C; 6. C; 7. A; 8. B.
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