
HPV vaccine, with nod from FDA, is first 
one approved to prevent cervical cancer
ARHP, Planned Parenthood team up to deliver provider education

With approval from the Food and Drug Administration (FDA)
and a recommendation from the Centers for Disease Control
and Prevention’s Advisory Committee on Immunization

Practices (ACIP) in hand, providers are poised to offer the first vaccine
specifically designed to prevent cervical cancer.

The FDA in June approved quadrivalent HPV vaccine (Gardasil,
Merck & Co.; Whitehouse Station, NJ). The vaccine targets four types 
of human papillomaviruses (HPVs): types 6, 11, 16, and 18. HPV types
16 and 18 and others, known as “high-risk” HPV types, may cause
abnormal Pap tests and cervical cancer in women, as well as a number
of other cancers in the vulva, vagina, anus, or penis. While other risk
factors may come into play, being infected with a high-risk type HPV
appears to be a necessary factor for cervical cancer development.1 (See
the article, “Immunization schedule may soon grow — HPV vaccine
under regulatory review,” STD Quarterly, July 2006, p. 1.)
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Bulletin: Single-rod contraceptive implant 
Implanon gets Food & Drug Administration’s OK 

Women who are interested in long-term, reliable birth control
now have a new option: The Food and Drug Administration

(FDA) has just approved Implanon, the single-rod subdermal con-
traceptive implant. 

Marketed by Organon of Roseland, NJ, and Oss, the Netherlands,
Implanon continually releases a low, steady dose of the progestin
etonogestrel for up to three years. The device, which is about the
size of a matchstick, is made of a soft medical polymer. It is inserted

(See Bulletin, on page 100)



The CDC estimates about 20 million people are
infected with HPV.1 About half of sexually active
men and women acquire genital HPV infection at
some point in their lives. 

The ACIP recommendation is a powerful
endorsement for the use of the vaccine, says Amy
Middleman, MD, MPH, MSEd, an adolescent
medicine specialist at Texas Children’s Hospital
and associate professor of pediatrics with Baylor
College of Medicine, both in Houston. Profes-
sional societies, such as the Society for Adolescent
Medicine, the American College of Obstetricians
and Gynecologists, the American Academy of
Pediatrics, and the American Academy of Family
Physicians, are poised to issue guidance on use of
the vaccine, she says. Studies have shown that
providers place a great deal of importance on
such professional organizations’ statements and
recommendations.2-4

How to use vaccine?

According to the ACIP recommendation, three
doses of the new vaccine should routinely be given
to girls when they are ages 11 to 12; however, the
vaccination series can be started as early as age 9 at
the discretion of the health care provider. Females
ages 13-26 also may receive the vaccine if they have
not received it at a younger age, according to the
ACIP recommendation. The vaccine is most effec-
tive when it is given before people are infected
with HPV. 

The FDA indication for use of the vaccine is for
girls and women ages 9-26. In an information sheet

prepared by the agency, it advises that it is best to
administer the shot before the start of sexual activ-
ity.5 (See the resource listing, p. 99, for directions
on how to access the information sheet, as well as
other resources.)

The vaccine comes as a $360 series of three
shots; the second dose is given two months after
the first injection, with the third dose given six
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The first vaccine specifically designed to prevent
cervical cancer has been approved by the Food
and Drug Administration, with recommendations
for use from the Centers for Disease Control and
Prevention’s Advisory Committee on Immunization
Practices. 
• The Gardasil vaccine, manufactured by Merck &

Co., targets four types of human papillomaviruses
(HPVs): 6, 11, 16, and 18. HPV types 16 and 18
and others, known as “high-risk” HPV types, may
cause abnormal Pap tests and cervical cancer, as
well as cancers in the vulva, vagina, anus, or penis.

• Although the new vaccine represents a major
advance in the prevention of genital HPV and
cervical cancer, it does not replace other preven-
tion strategies, such as cervical cancer screening
for women or protective sexual behaviors. 
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months after the initial injection. ACIP voted to
add the HPV vaccine to the coverage list for the
Vaccines for Children program, which pays for
immunizations for uninsured and underinsured
children. A 2003 analysis indicated that vaccina-
tion of girls against high-risk HPV subtypes
would be cost-effective.5

Will private insurance companies cover the
vaccination series? According to a 2005 survey
conducted by America’s Health Insurance Plans,
most health insurance plans said they include
most or all of the ACIP recommended vaccines 
in their benefits for children, adolescents, and
adults.6 Most indicated an ability to act on new
ACIP recommendations within three months of
release, with health maintenance organizations
being able to reimburse more quickly than pre-
ferred provider organizations.6

Put shot into practice

The vaccine is very safe, according to Daron
Ferris, MD, professor in the departments of
family medicine and OB/GYN at the Medical
College of Georgia in Augusta and an investiga-
tor in the Gardasil trial. Research of the vaccine
showed only minor problems; some people had
a slight fever, while others had redness or irrita-
tion on their skin where they got the shot, he
notes.7

Although the new vaccine represents a major
advance in the prevention of genital HPV and
cervical cancer, it does not replace other preven-
tion strategies, such as cervical cancer screening
for women or protective sexual behaviors, public
health officials emphasize. Women should con-
tinue to get Pap tests as a safeguard against cervi-
cal cancer, they note.

How should providers integrate vaccinations
into their practices? Use standing orders, screening
tools, reminder systems, and registries whenever
possible to increase vaccination, says Middleman.
(See the resource listing, at right, for information
on registries.) 

“I think that if providers are willing to take
some brief period of time to become involved in
the immunization registry, in the long run, as
immunization schedules become more complex
and the number of providers administering vac-
cines grows, those systems can end up saving a
great deal of time and increasing compliance sig-
nificantly,” says Middleman.

Patient and provider resources for family plan-
ning providers are being developed through a joint

partnership of the Association of Reproductive
Health Professionals (ARHP) and the Planned
Parenthood Federation of America, reports Wayne
Shields, ARHP president and CEO. The two 
groups are developing a clinical education pro-
gram, “Comprehensive HPV Services: Prevention,
Screening, and Treatment,” that will offer continu-
ing medical education modules and associated
materials and tools to targeted practitioners in the
field. The program will include live sessions, web
casts, and a CD-ROM. Patient materials will be
developed in English and Spanish, says Shields.
The groups are aiming to launch the program in
the first quarter of 2007. Providers who are inter-
ested in the program should contact ARHP to 
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• To access an on-line version of the Food and
Drug Administration information sheet on HPV
and immunization, go to www.fda.gov/womens/
getthefacts/hpv.html. 

• The Centers for Disease Control and Prevention
(CDC) offers several clinician resources on HPV
and immunization. Visit the agency’s Sexually
Transmitted Diseases web page, www.cdc.gov/std.
Click on “HPV and HPV Vaccine” for information
prepared for health care providers and look at “HPV
Vaccine Questions and Answers” for information
geared to patients. On this same page, check out
the replay of the CDC’s National Center for HIV,
STD, and TB Prevention, National Center for
Chronic Disease Prevention and Health Promotion,
and the National Immunization Program netconfer-
ence program, “Human Papillomavirus (HPV),
Cervical Cancer, and HPV Vaccine and Recom-
mendations.” Slides from the netconference also
are available at the site.

• The CDC’s National Immunization Program 
web site, www.cdc.gov/nip, offers information 
on immunization registries. On the left side of the
page, under “NIP sub-sites,” click on “Immunization
Registries.” Provider resources include information
on privacy and confidentiality, as well as informa-
tion for patients.

• Access the Gardasil prescribing information
and the patient production information at the
Gardasil product web site, www.gardasil.com.

• To be added to a preregistration list for the
“Comprehensive HPV Services: Prevention,
Screening, and Treatment” program under
development by the Association of Reproductive
Health Professionals and Planned Parenthood
Federation of America, contact ARHP at arhp@
arhp.org.
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be added to a preregistration list, says Shields. 
(See the resource listing on p. 99 for contact
information.)
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subdermally just beneath the skin on the inner
side of a woman’s upper arm during an in-office
procedure.

The July 2006 regulatory approval ends an
almost two-year wait since the agency’s November
2004 issuance of “approvable status” to the device.
(See the January 2005 Contraceptive Technology
Update article, “Bulletin: FDA issues approvable
status for single-rod implant,” p. 1.) The device is
available in more than 30 countries, including the
United Kingdom, Chile, Egypt, Finland, and the
Slovak Republic.1

The availability of a highly effective long-acting,
single-rod contraceptive implant represents good
news for patients, notes Andrew Kaunitz, MD, pro-
fessor and assistant chairman of the Department of
Obstetrics and Gynecology at the University of
Florida Health Science Center in Jacksonville. 

Anita Nelson, MD, professor in the Obstetrics
and Gynecology 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, says, “I
am excited that U.S. women will have access to this
extremely effective, convenient method of birth
control. The low hormone levels, the unambiguous
contraceptive mechanism of action, and the ease of
insertion and removal are all important features for
the patient and the provider.” 

Will Implanon be offered in your clinic? Before
you can prescribe the method, you must first
undergo training in inserting and removing 
the device. At CTU press time, the first wave of
Organon-sponsored provider training was set to
begin in August 2006. Providers who are interested

in the three-hour training can sign up by enrolling
on the provider section of the product web site,
www.IMPLANON-USA.com, or by calling a toll-
free telephone number, (877) IMPLANON [(877)
467-5266], says Frances DeSena, company spokes-
woman. The telephone line will be manned from 
8 a.m. to 8 p.m. Eastern Time to accommodate all
time zones. The company plans to offer training in
various geographic areas to allow providers to
choose a convenient site, she notes.

Beginning in October, 85 Planned Parenthood
affiliates will be trained in insertion and removal
of the hormonal implant through an Organon-
sponsored training program. Subsequent training
sessions will be held for the remaining affiliates in
the winter, according to the New York City-based
Planned Parenthood Federation of America.

Nelson says, “I think the careful, slow intro-
duction of this product, with it being sold only to
clinicians after they have been trained and with
the regional network of providers to back up
their colleagues should problems arise, will help
ensure the long-term success of this implant.” 

Pricing for the device has not been set, says
DeSena; however, it will be competitive in cost 
in comparison with other forms of hormonal con-
traception, she notes. The company already is meet-
ing with managed care organizations to see that
Implanon is added to formularies, says DeSena.
According to the Implanon hotline, the product will
be widely available in the fourth quarter of 2006.

Implanon is safe, highly effective, and rapidly
reversible, according to research.1 No pregnan-
cies were recorded in a study of 330 women
with normal menstrual cycles who used the
implant for up to two years.2 The most common
bleeding pattern observed throughout the study
was infrequent bleeding, defined as less than

Bulletin
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three episodes of bleeding in a reference period
(excluding amenorrhea). Infrequent, prolonged,
and frequent bleeding patterns were most com-
mon early in the study and declined thereafter.2

Forty-three women (13%) withdrew from the
study because of bleeding pattern changes, and
76 women (23%) discontinued because of other
adverse experiences, such as emotional lability
(6.1%), weight increase (3.3%), depression (2.4%),
and acne (1.5%). The return to normal menstrual
cycles and fertility was rapid after removal.2

Implanon does not affect bone mineral density. In
a separate study, researchers detected no decrease
in levels during three years of single-rod implant
use.3

Which women may be potential candidates for
the contraceptive implant? According to A Pocket
Guide to Managing Contraception, Implanon is par-
ticularly good for women with contraindications
to or side effects from estrogen, such as: 

• recently postpartum women; 
• mothers who are exclusively breast-feeding; 
• smokers older than age 35; 
• women who had or fear chloasma, worsen-

ing migraine headaches, hypertriglyceridemia, or
other estrogen-related side effects.4

Among Implanon’s contraindications are sus-
pected pregnancy and active venous thromboem-
bolic disorder.1

Women who receive Implanon should be coun-
seled to check that the implant is in place follow-
ing insertion. If the device is not placed properly, it
may not prevent pregnancy or it may be difficult
or impossible to remove. To check that the device
is in place, a woman can press her fingertips over
the skin in her arm where the device was placed;
she should be able to feel the Implanon rod.

Women need to be clearly counseled on the
unpredictable bleeding and spotting that occurs
with Implanon, says Nelson. According to the
patient package insert, the most common side effect
of the method is a change in menstrual periods.

Women should expect their menstrual periods to be
irregular and unpredictable throughout the time
they are using the method. Women may have more
bleeding, less bleeding, or no bleeding, advises the
insert. The time between periods may vary, and
spotting may occur in between periods.

Progestin-only implant contraception options
have been lacking since the 2000 removal of six-
rod Norplant implant from U.S. pharmacy shelves.
Wyeth Pharmaceuticals in Madison, NJ, suspended
shipment of implants in August 2000 when con-
cerns arose about efficacy of suspect lots. While the
lots were found effective in July 2002, the manufac-
turer chose not to reintroduce the product in the
United States.

The impact of Implanon in the United States is
going to depend on how well it is covered by
insurance programs and whether a foundation is
established that makes Implanon available for
those who cannot pay for it, says Robert Hatcher,
MD, MPH, professor of gynecology and obstetrics
at Emory University School of Medicine in Atlanta. 

“More than 1 million women become preg-
nant each year while depending on birth control
pills,” he observes. “We desperately need sev-
eral extremely effective, safe, and inexpensive
long-term methods.”

References

1. Creinin MD, Clark B. The latest contraceptive option: The
single-rod implant. Contemporary OB/GYN 2005; accessed at:
www.contemporaryobgyn.net/obgyn/article/articleDetail.
jsp?id=178617&pageID=4. 

2. Funk S, Miller MM, Mishell Jr DR, et al. Safety and effi-
cacy of Implanon, a single-rod implantable contraceptive
containing etonogestrel. Contraception 2005; 71:319-326.

3. Beerthuizen R, van Beek A, Massai R, et al. Bone min-
eral density during long-term use of the progestogen contra-
ceptive implant Implanon compared to a non-hormonal
method of contraception. Hum Reprod 2000; 15:118-122.

4. Hatcher RA, Zieman M, Cwiak C, et al. A Pocket Guide
to Managing Contraception. Tiger, GA: Bridging the Gap
Foundation; 2005. ■

Condoms protect women 
against HPV infection

Results from a new study indicate that consis-
tent condom use offers protection against

high-risk and low-risk types of human papillo-
mavirus (HPV).1 While a quadrivalent HPV vac-
cine has just come on the U.S. market, providers
still will need to emphasize that consistent

condom use will help protect against other high-
risk types of HPV that put women at risk for cer-
vical cancer, says Rachel Winer, PhD, lead author
of the research paper and research associate in the
Department of Epidemiology’s HPV Research
Group at the University of Washington in Seattle.

The approved quadrivalent HPV vaccine
(Gardasil; Merck & Co., Whitehouse Station, NJ)
protects against four HPV genotypes: 6 and 11,
which cause about 90% of genital warts, and 16
and 18, which account for about 70% of cervical



cancers worldwide, explains Winer. “There are at
least 15 known cancer-causing HPV genotypes,
so while the vaccine is expected to have a major
impact on reducing rates of cervical cancer,
women will still be at risk for acquiring other
cancer-causing types,” she notes. 

Even with the HPV vaccine now in hand, not
all women will get vaccinated, says Winer. The
approved indication for Gardasil is for girls and
women 9 through 26 years of age. While females
who are sexually active also may benefit from 
the vaccine, they may get less benefit since they
already may have acquired one or more vaccine
HPV types. Condom use can help protect against
HPV infection, states Winer. Even with vaccines
and condom use, regular screening still will be
important as well, she adds. 

To conduct the study, investigators evaluated
82 female university students who reported their
first intercourse with a male partner during the
study period or within two weeks before enroll-
ment. Cervical and vulvovaginal samples were
collected every four months for HPV DNA test-
ing and Papanicolaou testing. Women used elec-
tronic diaries to enter information about their
daily sexual behavior.

When data were analyzed, genital HPV infection
was calculated at 37.8 per 100 patient-years at risk
for women whose partners used condoms for all
instances of intercourse during the eight months
before testing, compared with 89.3 per 100 patient-
years at risk for women whose partners used con-
doms less than 5% of the time (adjusted hazard
ratio, 0.3; 95% confidence interval, 0.1-0.6, adjusted
for the number of new partners and the number of
previous partners of the male partner).

When investigators restricted the analysis to
high- and low-risk types of HPV and HPV types 6,

11, 16, and 18, similar associations were observed.
For women reporting 100% condom use by their
partners, there were no cervical squamous intraep-
ithelial lesions detected in 32 patient-years at risk
compared with 14 incident lesions detected during
97 patient-years at risk in women whose partners
used condoms inconsistently or not at all.1

Study limitations include:
• difficulty in determining the optimal time

frame for an assessment of risk factors for acquir-
ing HPV infection; 

• possible incomplete reporting creating a mis-
classification of the frequency of condom use; 

• incomplete follow-up and delayed or missed
clinical visits; 

• lack of generalizability to populations of
older women or women of lower socioeconomic
status.1

What are the take-home messages from this
study? Ward Cates, MD, MPH, president of the
Institute for Family Health at Family Health
International (FHI), Research Triangle Park, NC,
and co-author of a companion editorial to the
research paper, offers three possible points:

• Condoms, when used consistently and cor-
rectly, are effective in reducing the risks of becom-
ing infected with sexually transmitted infections
(STIs), including HPV.

• Condoms need to be an essential part of the
full spectrum of prevention approaches. 

• Other complementary prevention approaches
need to be emphasized, even when condoms are
part of the mix, such as avoiding any sexual risk,
safer behavioral practices, better partner choices,
and STI treatment.

“Condom use is only one of a growing array of
methods for reducing the risks associated with
sexual activity and should be targeted to groups
in which sexual exposure to infection is likely,”
wrote Cates and co-author Marcus Steiner, PhD,
senior epidemiologist at FHI. “When used consis-
tently and correctly, condoms also reduce the risk
of unintended pregnancy. Condoms are just one
tool in the armamentarium against sexually trans-
mitted infections; only by harnessing all the evi-
dence-based prevention tools can we move
toward true sexual health.”2
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Results from a new study indicate that consistent
condom use offers protection against high-risk and
low-risk types of human papillomavirus (HPV).
• While a new vaccine has been approved for pre-

vention of HPV, it targets four of the some 15
known cancer-causing HPV genotypes. Women
still will be at risk for acquiring other cancer-
causing types of HPV, so condom use still repre-
sents an important prevention strategy.

• Condoms need to be an essential part of the full
spectrum of sexually transmitted disease preven-
tion approaches.
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HIV vaccine trials 
are now under way

The latest U.S. estimates show that some 1 million
to 1.2 million people in the United States are liv-

ing with HIV/AIDS, with 24-27% undiagnosed and
unaware of their HIV infection.1 What will it take to
stem the spread of HIV in this country?

A new human clinical trial is under way at sev-
eral sites around the country testing components
of an experimental HIV/AIDS vaccine developed
by researchers at the Yerkes National Primate
Research Center of Emory University, GeoVax,
and the Emory Vaccine Center, all in Atlanta,
along with colleagues at the National Institutes of
Health (NIH) and the Centers for Disease Control
and Prevention (CDC). The vaccine technology 
is licensed to GeoVax, a biotechnology company
aimed at development of human vaccines for
diseases caused by HIV-1 and other infectious
agents.

There are several studies in the field, in the
United States and abroad, to test vaccine candi-
dates, says Sarah Alexander, associate director 
of communications and external relations for the
HIV Vaccine Trials Network (HVTN), an interna-
tional collaboration of scientists and educators
based in Seattle. The GeoVax trial is but one of at
least 14 investigations tracked by HVTN to find
an effective vaccine against the virus.

Review study design

A prototype of the GeoVax vaccine has been
shown to be successful in containing a challenge
virus and preventing progression to AIDS in 22 of
23 vaccinated rhesus macaque monkeys.2,3 A Phase
I human safety trial was initiated in early 2003 and
satisfactorily concluded in mid-late 2004.4

The vaccine includes two inoculations of a
DNA vaccine that primes the immune system 
to recognize HIV and two doses of subsequent
booster vaccine based on a recombinant modified
vaccinia virus ankara (MVA) poxvirus.

The GeoVax vaccine produces the three major
proteins expressed by HIV and is expected to
induce the immune system to respond to these
distinguishing features of HIV should the actual
virus appear. Neither component of the vaccine
incorporates the complete intact HIV virus. 

The trials are comprised of two phases. The first
phase is designed as a dose escalation to evaluate

safety and immune responses. During this phase,
scientists will administer low doses of the two vac-
cine components to a small number of volunteers.
If the vaccine proves safe, it then will be tested at a
high dose in a larger volunteer group. If success is
achieved in the dose escalation studies, a second
phase of clinical testing will be initiated.

The low dose group is fully enrolled, reports
Harriet Robinson, PhD, professor and chief of
microbiology and immunology at Emory Univer-
sity. The high-dose group was anticipated to begin
enrollment in August 2006. “We should know the
results from these groups in the fall of 2007,” she
says. “If the immunizations are safe and show
elicited immune responses, we will then move to
the evaluation of the immunization schedule.”

The trials will include HIV-negative volunteers
at several U.S. sites in the HIV Vaccine Trials
Network, including the University of Alabama 
at Birmingham, Saint Louis (MO) University, the
University of Maryland in College Park, and
Vanderbilt University in Nashville, TN. 

Understand the science

The GeoVax vaccine, as is many other HIV vac-
cines under development, is given in a prime/boost
format. Why is this approach necessary?

According to information provided by the
Pipeline Project, a collaboration between HVTN
and the University of California San Francisco
Center for HIV Information, the immune response
from a single dose of an inactivated vaccine usually
is not capable of providing effective protection. By
repeating administration (boosting), scientists can
enhance the immune response to a vaccine antigen.
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A new human clinical trial is under way at several
sites around the country testing components of 
an experimental HIV/AIDS vaccine developed by
researchers at the Yerkes National Primate Research
Center of Emory University, GeoVax, and the Emory
Vaccine Center, along with colleagues at the National
Institutes of Health and the Centers for Disease
Control and Prevention.
• The vaccine includes two inoculations of a DNA

vaccine.
• The vaccine primes the immune system to rec-

ognize HIV and two doses of subsequent booster
vaccine based on a recombinant modified vac-
cinia virus ankara (MVA) poxvirus.
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The prime-boost approach calls for the adminis-
tration of the same antigen in two vectors. Exposure
to the antigen in the first vector primes the immune
response, while re-exposure to the same antigen in
the second vector boosts the response.

The GeoVax vaccine is but one of several candi-
dates in the DNA plasmid class of HIV vaccines.
Plasmids are small, circular piece of DNA found
outside the chromosome in bacteria. Scientists are
using plasmids as tools for inserting new genetic
information into microorganisms.
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What is the Pill’s 
role in reducing acne?

Your next patient is a 17-year-old female, who
says she is interested in using an oral contra-

ceptive (OC) to help control her acne. How do you
discuss the use of the Pill in her acne treatment?

Acne is among the most common of all derma-
tologic conditions, affecting 85% of people ages
15 to 24.1 Use of oral contraceptives represents
one strategy in treating mild to moderate cases 
of the dermatologic condition. 

Combined OCs prevent acne through several
mechanisms. They reduce the production of the
androgen testosterone by suppressing luteinizing
hormone.2 Androgen bioavailability also is reduced
due to an increase in the level of sex hormone-bind-
ing globulin, which binds free androgens. Oral con-
traceptives act on multiple sites to decrease the
total and free androgen levels, and they ultimately
lead to a reduction in sebum production.1

The Pill has been the focus of several studies in
acne treatment3 and has been shown to be effec-
tive alone or in combination with other oral or
topical treatments. 

All combined oral contraceptives lower free
testosterone, point out the authors of Contraceptive
Technology.4 In the United States, two pills — Ortho
Tri-Cyclen (Ortho-McNeil Pharmaceutical; Raritan,
NJ) and Estrostep (Warner Chilcott; Rockaway, NJ)
— carry an approved indication from the Food and
Drug Administration (FDA) for treatment of mild
to moderate acne.

Ortho Tri-Cyclen uses a combination of ethinyl
estradiol and norgestimate, while Estrostep uses a
mix of ethinyl estradiol and norethindrone acetate.
Ortho Tri-Cyclen received its indication based on
research published in 1997.5 Estrostep gained its
approval on research published in 2001.6 Yasmin, a
combination of ethinyl estradiol and drospirenone
(Berlex Laboratories; Montville, NJ), and Alesse, an
ethinyl estradiol/levonorgestrel pill from Philadel-
phia-based Wyeth-Ayerst Laboratories, are under
review for possible acne indications.

Scientists in Europe have just reported results
from a Phase 3 study designed to evaluate the
efficacy and safety of Belara, a monophasic pill
with 2 mg chlormadinone acetate (CMA) and 
0.03 mg ethinyl estradiol. In the study, the formu-
lation appeared superior to placebo in the treat-
ment of acne of the face, décolleté and back, as
well as treatment of seborrhea.7

The pill, manufactured by Grünenthal GmbH in
Aachen, Germany, is available in many European
countries, including Germany, France, Spain, and
Italy, as well as many Latin American countries,
including Chile, Peru, Ecuador, Mexico, and
Colombia. Will U.S. clinicians see this formulation?

“In the United States, CMA is a nearly unknown
substance that requires significant effort for clini-
cal development in order to obtain regulatory
approval,” says Anke Krüger-Hellwig, company
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Combined oral contraceptives (OCs) prevent acne
through several mechanisms, and represent one
approach to treating mild to moderate acne in
adolescents.
• Combined pills reduce the production of the andro-

gen testosterone by suppressing luteinizing hor-
mone. Androgen bioavailability also is reduced due
to an increase in the level of sex hormone-binding
globulin, which binds free androgens. Such action
ultimately leads to a reduction in sebum production.

• While two pills carry specific indications for
acne treatment, all combined pills lower free
testosterone.
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spokeswoman. In addition, Grünenthal has no pres-
ence in the U.S. market, she says. “Due to these
facts, Grünenthal is currently not in the position to
communicate any accurate dates for availability of
Belara in the U.S.”

Adolescents wonder, but don’t always ask, 
how soon they can expect to see benefits from OCs 
on their acne, says Paula J. Adams Hillard, MD,
professor in the departments of obstetrics/gynecol-
ogy and pediatrics at the University of Cincinnati
College of Medicine. Clinicians should encourage
adolescent patients to allow at least three months to
assess the benefits of the Pill when it comes to acne
treatment, she advises.

With acne, teens may notice initially that they do
not experience a premenstrual “flare” of acne, says
Hillard, so patients should be advised to continue
all other acne medications, such as antibiotics and
topical medications, during the initial three months
of OC use, she suggests.

3-month checkup: Assess benefits

A three-month checkup is a good time to assess
the benefits from OCs, says Hillard. Patients also
may want to plan a follow-up visit with their der-
matologist or primary clinician as well. Sometimes
systemic antibiotics can be discontinued after the
three-month visit. If the acne is of such a severe
nature that isotretinoin (Accutane; Hoffman-La
Roche; Nutley, NJ) may be required, the three-
month checkup period is a good time for the der-
matologist to assess whether to initiate this therapy,
she adds.

Teens may think that topical medications can be
discontinued when they begin using the Pill, but
encourage patients to continue their use, says
Hillard. “Sometimes prior to initiating OCs, patients
will have discontinued topical medications,” she
notes. “At the initial visit during which OCs are
started, I typically urge them to reinstitute the topi-
cal medications, giving the rationale that they act
differently from OCs.” 

If you are evaluating an adolescent patient for
possible acne treatment with OCs, consider whether
or not the patient meets the criteria for polycystic
ovary syndrome (PCOS) or androgen excess disor-
ders spectrum, says Hillard. 

”Girls with severe acne often have other signs of
androgen excess and may have irregular menses
or obesity,” advises Hillard. “Initiating OCs for
acne without considering this diagnosis makes it
less likely that there will be a discussion or recog-
nition of the health risks of overweight/obesity 

or the risks of medical sequelae associated with
PCOS, insulin resistance, diabetes, and metabolic
syndrome.” 
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Take aim at BV 
and trichomoniasis 

Power up the radar when it comes to bacterial
vaginosis (BV) and trichomoniasis. The first

national data on the subject show high prevalence
of both reproductive tract infections.1,2

More than one-quarter of U.S. women overall,
and half of black women, have BV, say researchers
at the Centers for Disease Control and Prevention
(CDC). The scientists analyzed data from a nation-
ally representative health survey of nearly 2,000
women conducted in 2001 and 2002 to present
their findings.1 Broken down by self-reported
race/ethnicity, BV was detected in 50.3% of black
women, 22.4% of white women, and 28.8% of
Mexican-American women.1

Looking at the same population of some 2,000
women, CDC researchers found that one in eight
black women were infected with the parasite that
causes trichomoniasis, and that overall prevalence
among U.S. women was 3%.2 Prevalence among
black women (13.5%) was more than nine times
higher than that among white and Mexican-
American women (1.2% and 1.5%), researchers
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report.2 Further research is needed to identify rea-
sons for racial and ethnic disparities in both condi-
tions, say researchers.

BV and trichomoniasis: ‘Health threats’

It is important to raise awareness of the full
range of sexually transmitted disease (STD) threats,
both among health care providers and women at
risk, says Lauri Markowitz, MD, a co-author on
the studies and a medical epidemiologist in the
Centers for Disease Control and Prevention’s
(CDC) Division of STD Prevention. Bacterial vagi-
nosis and trichomoniasis are common, but unrec-
ognized, health threats for sexually active women
and their babies, she notes.

Symptoms of bacterial vaginosis include exces-
sive or malodorous discharge; other signs and
symptoms include erythema, edema, and pruri-
tus of the external genitalia.3 Excessive, frothy,
diffuse, yellow-green vaginal discharge is com-
mon for trichomoniasis, although clinical presen-
tation varies from no signs or symptoms to
erythema, edema, and pruritus of the external
genitalia.3

Both conditions often go undiagnosed and can
cause premature or low-birth weight babies, as

well as increase the risk for HIV, says Markowitz.
Untreated bacterial vaginosis also is associated
with pelvic inflammatory disease, which can cause
infertility. Still, many women remain unaware of
the threat of these and other common STDs, says
Markowitz. 

“We must ensure that both providers and
women at risk recognize the signs and symptoms
of these diseases,” states Markowitz. “Because
bacterial vaginosis and trichomoniasis can be
treated if diagnosed, the first step is raising the
awareness of these STDs and their symptoms.”

Recommended BV treatment regimens for
nonpregnant women include:

• metronidazole, 500 mg orally twice a day for
seven days; 

• or clindamycin cream, 2%, one full applicator
(5 g) intravaginally at bedtime for seven days; 

• or metronidazole gel, 0.75%, one full applica-
tor (5 g) intravaginally, once daily for five days.3

Treatment of bacterial vaginosis can be chal-
lenging.4 Treatment trials report cure rates of
80–90% at one week, but recurrence rates of 
15%-30% within three months.5

Why is recurrent BV so common? Jeanne
Marrazzo, MD, MPH, assistant professor of
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■ Up the radar 
on gonorrhea

■ Hormone therapy:
Where do we go from
here?

■ What to do about
missed pills, late shots,
and loose patches

■ Review new
osteoporosis
treatments

■ Get up to speed 
with new STD treat-
ment guidelines

COMING IN FUTURE MONTHS

CE/CME Instructions 

Physicians and nurses participate in this con-
tinuing medical education/continuing educa-

tion 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 confu-
sion surrounding any questions answered incor-
rectly, please consult the source material. After
completing this activity with the December 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. ■

The first national data on bacterial vaginosis (BV)
and trichomoniasis show high prevalence of both
reproductive tract infections.
• More than one-quarter of U.S. women overall, and

half of black women, have BV, say researchers at
the Centers for Disease Control and Prevention.

• Researchers found that one in eight black
women were infected with the parasite that
causes trichomoniasis, and that overall preva-
lence among U.S. women was 3%. Prevalence
among black women (13.5%) was more than
nine times higher than that among white and
Mexican-American women (1.2% and 1.5%). 

• Further research is needed to identify reasons for
racial and ethnic disparities in both conditions.
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medicine in the University of Washington’s
Division of Infectious Diseases and medical direc-
tor of the STD/HIV Prevention and Training
Center, both in Seattle, has examined recurrent
BV6 and weighs in on the subject:

“While antibiotic treatment is currently aimed
at the predominance of anaerobes that character-
ize the syndrome, they probably don’t treat the
root cause of BV, which is absence of vaginal lac-
tobacilli,” says Marrazzo. “Since we don’t under-
stand what causes these lactobacilli to disappear
in BV, we can’t really target treatment in the
appropriate or effective way.”

Puzzle: Lactobacilli re-establishment

Some women have difficulty recolonizing or
re-establishing the vagina with a healthy popula-
tion of lactobacilli after BV, states Marrazzo.
Lactobacilli re-establishment is the key to main-
taining normal vaginal flora, and researchers
haven’t figured out a way to effectively promote
this state in women who have experienced or are
experiencing BV, she notes.

What is the role of condoms in BV prevention?
While condoms have been shown in small studies
to reduce BV recurrence,7 few providers probably
recommend this to women, and relatively few
women are using it as a preventive approach to
recurrence, Marrazzo observes.

Douching has been found to be strongly associ-
ated with increased risk for pelvic inflammatory
disease, bacterial vaginosis, and ectopic pregnancy.8

“Many women continue to douche, even after
a BV diagnosis,” says Marrazzo. “Douching is a
recognized risk for BV and undermines the vagi-
nal lactobacilli populations.” 
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To the Editor:

In the August 2006 article, “Study looks at
weight impact on OC efficacy,” the apparent

conclusion that weight is not associated with
differential pregnancy rates is not supported by
the data presented.1

Heavier women (>155 pounds) did experi-
ence a 42% higher total pregnancy rate than
women who weighed less, a difference that was
not statistically significant. The article interprets
this finding as supportive of a lack of difference
in pregnancy rates according to weight of users.
However, the small number of pregnancies, 20,
limits conclusions that can be drawn and do not
support this conclusion. 

This number of pregnancies means that if a
true difference of 42% exists, then this study has
less than a 20% chance of demonstrating it and
more than an 80% probability of erroneously
concluding no difference. To have reasonable
statistical power (80%) to demonstrate a differ-
ence of this magnitude would require about 270
pregnancies, which translates to a sample size
of 25,750 women in each comparison arm. 

Although the study’s prospective nature does
have the advantage of absence of recall bias, an
important factor here, the infrequency of outcome
measures is part of what makes contraceptive
studies challenging. The weight issue really is a
case where meta-analysis, a combined look at
several studies, can be a powerful tool. 

Michael Rosenberg, MD, MPH
President and CEO
HealthDecisions 
Chapel Hill, NC 
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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. 

• describe how those issues affect services and
patient care.

• integrate practical solutions to problems and
information into daily practices, according to
advice from nationally recognized family plan-
ning experts. 

9. What is the recommended time interval for
the third dose of the Gardasil HPV vaccine?

A. Six months after the initial injection
B. Four months after the initial injection
C. Two months after the initial injection
D. One month after the initial injection

10. The HIV vaccine under development by
GeoVax falls into which class of HIV vaccines?

A. Fowlpox vector
B. DNA plasmid 
C. Nonreplicating adenoviral vector 
D. Canarypox vector

11. Which two oral contraceptives carry an indi-
cation for the treatment of mild to moderate
acne?

A. Estrostep and Ortho-Cept
B. Ortho Tri-Cyclen and Triphasil
C. Ortho Tri-Cyclen and Estrostep
D. Estrostep and Lo-Ovral

12. A yellow-green vaginal discharge is common
for which reproductive tract infection?

A. Syphilis
B. Hepatitis B
C. Pelvic inflammatory disease
D. Trichomoniasis

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


