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FDA eyes LNG ECP label change in 
light of research on weight impact 
European drug label now states lower efficacy in women 165 pounds-plus 

Labeling for the European levonorgestrel (LNG) emergency contraceptive 
pill (ECP) NorLevo has been revised in light of data indicating lower 
drug efficacy in women weighing 165 pounds and above.1 This move 

has led U.S. regulatory officials to assess data on similar products in this coun-
try.

NorLevo, marketed by Paris, France-based HRA Pharma, contains 1.5 mg 
of levonorgestrel. The same formulation is found in products marketed by 
different manufacturers in the U.S.: Plan B One-Step (Teva Women’s Health, 
North Wales, PA), Next Choice One Dose (Actavis, Parsippany, NJ), and My 
Way (Gavis Pharmaceuticals, Somerset, NJ).

The Food and Drug Administration (FDA) is reviewing available and 
related scientific information on this issue, including the publication upon 
which the NorLevo labeling change was based, states Erica Jefferson, deputy 
director of the FDA Office of Media Affairs. The agency will then determine 
what, if any, labeling changes to approved emergency contraceptives are war-
ranted, says Jefferson.

EXECUTIVE SUMMARY
Labeling for the European levonorgestrel (LNG) emergency contraceptive pill NorLevo 
has been revised due to data indicating lower drug efficacy in women weighing 165 
pounds and above. This move has led U.S. regulators to assess data on similar prod-
ucts.
• NorLevo, marketed by HRA Pharma, is a single pill that contains 1.5 mg of levonorg-
estrel. The same formulation is found in Plan B One-Step, Next Choice One Dose, and 
My Way.
• The effect of a women’s weight on levonorgestrel efficacy was identified in 2011 dur-
ing a study of another emergency contraceptive drug, ulipristal acetate. Results sug-
gested that levonorgestrel pills start losing effectiveness in women weighing above 
165 pounds and are no different than placebo in women weighing above 176 pounds.
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“As background, the original approval of Plan 
B for use in the U.S. did not include an assessment 
specific to weight,” states Jefferson. “NorLevo is not 
approved under this brand name in the U.S.”

What prompted the NorLevo label change? The 
effect of a women’s weight on levonorgestrel efficacy 
was first identified in 2011 during the development 
of an alternative emergency contraceptive product 

(ulipristal acetate) in the context of a clinical trial, says 
Erin Gainer, MPH, chief executive officer of HRA 
Pharma. Ulipristal acetate is marketed by Actavis in 
the United States as ella. (Contraceptive Technology 
Update reported on ella. See “Add ella to options for 
emergency contraception,” October 2010, p. 112.)

1.5 to 3 times greater risk of pregnancy

Compared with women with a BMI under 25 kg/
m2, which is normal weight or underweight, accord-
ing to the World Health Organization (WHO), the 
risk of pregnancy was more than three times greater 
(OR [odds ratio], 3.60; 95% CI [confidence interval], 
1.96–6.53; p less than 0001) for obese women (BMI 
of 30 kg/m2 and above according to WHO) and 1.5 
times greater (OR, 1.53; 95% CI, 0.75–2.95) for 
overweight women (BMI between 25 and 30 kg/m2 ), 
whichever drug was taken, the researchers note.1

However, when the pregnancy rates were com-
pared within the two treatment groups, the effect of 
BMI was more pronounced in women treated with 
levonorgestrel than with ulipristal acetate, the sci-
entists note. The relative risk of becoming pregnant 
was doubled when overweight women taking LNG 
were compared with normal-weight or underweight 
women (OR, 2.09; 95% CI, 0.86–4.87; ns ) using 
LNG, whereas the risk was not different when women 
taking UPA were compared (OR, 0.97; 95% CI, 
0.27–2.83). Moreover, obese women who took levo-
norgestrel were at more than four times greater risk to 
get pregnant (OR, 4.41; 95% CI, 2.05–9.44; p=.0002) 
in comparison with normal-weight or underweight 
women. For women treated with ulipristal acetate, the 
same odds ratio comparing obese women to normal or 
underweight women was estimated to be 2.62 (95% 
CI, 0.89–7.00), the researchers report.1

“Based on the spline cubic smoothing method 
applied to the logistic model, levonorgestrel showed a 
rapid decrease of efficacy with increasing BMI, reach-
ing the point where it appeared no different from 
pregnancy rates expected among women not using 
emergency contraception at a BMI of 26 kg/m2 com-
pared with 35 kg/m2 for ulipristal acetate,” the scien-
tists conclude. (CTU reported on the study findings in 
“Hope vs. reality — Access to EC pills doesn’t work,” 
January 2013, p. 8.)

“As a result, HRA Pharma has performed further 
analyses in 2012, which enabled it to put together a 
safety variation which was presented to European reg-
ulatory authorities at the start of 2013,” says Gainer. 
“By sharing the data in this manner, it demonstrates 
a clear obligation by the company to be transparent 
with the healthcare community and provide regula-
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tors with the most up-to-date information to inform 
women.”

Based on the presented material, Gainer says 
European authorities involved in the process decided 
to include the following statement in the NorLevo 
labeling: ”In clinical trials, contraceptive efficacy was 
reduced in women weighing 75 kg [165 pounds] or 
more and levonorgestrel was not effective in women 
who weighed more than 80 kg [176 pounds].”

HRA Pharma is not marketing levonorgestrel in 
the United States and is therefore not involved in any 
process of label change for levonorgestrel in the United 
States, says Gainer. The company is recommending 
that women affected by the change in labeling discuss 
alternative emergency contraceptive options, such an 
intrauterine device (IUD) or an alternate oral emer-
gency contraceptive, with their clinician or pharmacist, 
says Gainer.

 
Company upholds efficacy

Another European ECP manufacturer, Budapest, 
Hungary-based Gedeon Richter, stands by the efficacy 
of its similar LNG product, marketed in Europe as 
Levonelle, Postinor, Escapelle, and Upostelle. In a state-
ment issued Nov. 29, 2013, the company points to its 
company’s 30-year history in manufacturing levonorg-
estrel drugs and its post-marketing surveillance. 

“During an approximately 16-year period since 
post-marketing data on patient exposure and on 
spontaneous safety reports are available for Gedeon 
Richter, the company’s levonorgestrel-containing 
emergency contraceptive products were used in almost 
400 million occasions worldwide,” the statement 
reads. “Regarding this period, 61 inefficacy cases were 
reported for each 10 million drug intake, irrespectively 
of the patient’s weight. Unwanted pregnancies in pre-
sumably overweight or obese patients (BMI equal or 
above 25) were reported in four cases out of 10 million 
occasions when the company’s levonorgestrel products 
were used.”

According to the company, based on the analysis 
of its validated safety database, which incorporates 
all spontaneous case reports received by the Gedeon 
Richter regarding its levonorgestrel emergency contra-
ceptive products, “no such results became available 
for the company, which would suspect an increased 
risk for emergency contraceptive failure resulting in an 
unwanted pregnancy when the product is used in over-
weight or obese women.”2

How should clinicians incorporate this data in 
their practice regarding emergency contraception? 
According to a “Contraceptive Pearl” from the New 
York City-based Reproductive Health Access Project, 

keep these facts in mind: 
• “Levonorgestrel EC becomes less effective over 

time following unprotected intercourse. Levonorgestrel 
EC’s efficacy decreases with high BMI as well. For 
women with a BMI over 26, levonorgestrel EC is no 
better than placebo.

• Ulipristal acetate EC retains full efficacy up to 
five days after sexual intercourse. Ulipristal EC has 
lower efficacy among obese women. Compared with 
levonorgestrel, ulipristal has a higher BMI threshold. 
Ulipristal retains its efficacy for women with BMI up 
to 35.

• The copper IUD can be inserted up to five days 
after unprotected intercourse and reduce the risk of 
pregnancy by 99%. It retains full efficacy over time 
and with obesity. Best of all, it provides ongoing con-
traception for up to 12 years.”3

Emergency contraceptive of choice

The copper T380A IUD (ParaGard, Teva Women’s 
Health) is the emergency contraceptive of choice for all 
women, regardless of their weight, concludes Robert 
Hatcher, MD, MPH, professor emeritus of gynecology 
and obstetrics at Emory University School of Medicine 
in Atlanta.

Also, check results of a recently published study 
that looked at ulipristal acetate and levonorgestrel’s 
capacity to inhibit follicular rupture days just prior to 
ovulation, the most crucial period for emergency con-
traception (EC) efficacy.4 Based on the data, research-
ers say that while no EC treatment is 100% effective 
in inhibiting follicular rupture when administered in 
the late follicular phase, ulipristal acetate is the most 
effective treatment and delays ovulation for at least 
five days in 59% of the cycles. In the study, levonorg-
estrel was no different from placebo in inhibiting fol-
licular rupture at this advanced phase of the cycle. No 
treatment was effective in postponing rupture when 
administered on the day of luteinizing hormone peak, 
researchers note.4

Data suggests that obesity might have an impact on 
how well EC works, noted Anne Burke, MD, MPH, 
associate professor in the Department of Gynecology 
and Obstetrics at the Johns Hopkins University of 
School of Medicine in Baltimore. Burke spoke on 
the effect of obesity on contraceptive efficacy at the 
November 2013 Contraceptive Technology Quest for 
Excellence conference in Atlanta.5

When it comes to contraception, long-acting revers-
ible contraceptives such as the IUD and contraceptive 
implant are better for preventing pregnancy in all 
women, no matter their weight, said Burke. For emer-
gency contraception, use ulipristal acetate in obese 
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women and possibly in all women, she noted.
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Cervical cancer screens
overused in some groups

A review of 10 years of national data indicates 
that clinicians across the United States have 

been performing unnecessary Pap tests for cervical 
cancer screening in certain groups of women: those 
who have undergone hysterectomy and those over 
age 65 with no cervical cancer history.1

In 2012, guidance from the U.S. Preventive 
Services Task Force (USPSTF), the American Cancer 
Society, and the American College of Obstetricians 
and Gynecologists fell in line in recommending 
against screening women ages 65 and older with an 
adequate history of prior screening,2-4 says Deanna 
Kepka, PhD, MPH, assistant professor in the College 
of Nursing at the University of Utah and an inves-
tigator with the university’s Huntsman Cancer 
Institute. Adequate prior screening history in this 
age group is defined as three consecutive negative 
cytology results or two consecutive negative human 
papillomavirus (HPV) results within 10 years before 
cessation of screening, with the most recent test 
occurring within five years.2

All three organizations also now recommend 
against cervical cancer screening in women who 
have had a hysterectomy with removal of the cervix 
and who don’t have a history of a high-grade pre-
cancerous lesion (cervical intraepithelial neoplasia 

[CIN] grade 2 or 3) or cervical cancer.2-4

Kepka and fellow researchers performed the 
current data analysis to serve as a benchmark for 
future assessments of overuse of Pap testing follow-
ing the 2012 guidance. (To review the guidance, 
see the Contraceptive Technology Update articles 
“Guidance issued on cervical cancer screening: 
Update your practice now,” June 2012, p. 61, and 
“Most women should wait 3-5 years between Pap 
tests, says ACOG,” January 2013, p. 1.) 

 
Look at the analysis

The decision not to screen the two groups of 
women is not new. For more than a decade, the 
USPSTF has recommended that women discontinue 
Pap testing if they have received a total hysterectomy 
and have no history of cervical cancer or if they are 
older than age 65 and have ongoing and recent nor-
mal Pap test results. 

To perform the current analysis, researchers 
examined data from the 2010 National Health 
Interview Survey, an annual health survey conducted 
since 1957 of representative samples of the U.S. pop-
ulation. The 2010 survey includes the most recent 
cancer control supplement, which is performed every 
three to five years.

The analysis indicates that in 2010, nearly two-
thirds (64.5%) of women reported a Pap test since 
their hysterectomy and roughly one-half (50.4%) of 
women older than age 65 years reported similar Pap 
testing in the last three years.1 These statistics repre-
sent 14 million women in the United States receiving 
an unnecessary procedure, Kepka notes. 

What women older than age 65 qualify for 

EXECUTIVE SUMMARY
A review of 10 years of national data indicates that clinicians 
have been performing unnecessary Pap tests for cervical 
cancer screening in certain groups of women: those who 
have undergone hysterectomies and those older than age 
65 with no cervical cancer history. 
• In 2012, guidance from three leading medical organiza-
tions fell in line in recommending against screening women 
ages 65 and older with an adequate history of prior screen-
ing, defined as three consecutive negative cytology results 
or two consecutive negative human papillomavirus results 
within 10 years before cessation of screening, with the most 
recent test occurring within five years.
• All three organizations also now recommend against cervi-
cal cancer screening in women who have had a hysterecto-
my with removal of the cervix and who don’t have a history 
of a high-grade precancerous lesion (cervical intraepithelial 
neoplasia grade 2 or 3) or cervical cancer.
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screening? According to information presented 
by Ina Park, MD, MS, medical director of the 
California STD/HIV-Prevention Training Center 
in San Francisco and chief of the Office of Medical 
and Scientific Affairs at the California Department 
of Public Health STD Control Branch in Richmond, 
CA at the 2013 Contraceptive Technology confer-
ence in San Francisco, this group includes women 
who:

• have never been screened; 
• have received inadequate screening (less than 

three cytologies in 10 years; unknown/undocu-
mented history, limited history);

• have history of cervical or endometrial cancer;
• have CIN2+ in the last 20 years;
• are immunocompromised (HIV, post-transplant, 

etc.); and
• have been exposed to diethylstilbestrol in utero.5 

(The American Society for Colposcopy and Cervical 
Pathology in Frederick, MD, has developed a com-
prehensive, user-friendly mobile app for working 
with abnormal readings; see the resource box at the 
end of this story.) 

Will ACA make impact?

“Misuse of Papanicolaou testing continues 
despite USPSTF recommendations, and health care 
resources could be spent better elsewhere,” the 
researchers note. “Targeted efforts are needed to 
reduce unnecessary testing among older women and 
women without a cervix in compliance with clinical 
recommendations for cervical cancer prevention.”1

The implementation of the federal Affordable 
Care Act (ACA) might make an impact, say the 
researchers. With its focus on the use of electronic 
medical records, healthcare provider reminder 
systems, decision support, and new strategies to 
improve quality of care, the federal legislation might 
enhance clinicians’ awareness and adherence to the 
screening guidelines, the researchers note. 

For many non-grandfathered private health plans, 
the Affordable Care Act in 2010 eliminated cost-
sharing requirements for preventive services that are 
graded A or B by the USPSTF, notes Kepka. This 
includes Pap testing and human papillomavirus vac-
cination for cervical cancer prevention and control 
in specified populations. Cost-sharing for cervi-
cal cancer screening that is not recommended by 
USPSTF might deter Pap testing overuse, she states.

Also, the ACA has created incentives for health-
care providers to coordinate Medicare to better 
serve individual patients across multiple settings 
such as providers’ offices, hospitals, and long-term 

care facilities using a system of coordinated care 
and communication through the establishment 
of accountable care organizations (ACOs), says 
Kepka. These organizations aim to improve patient 
knowledge about their own care through innovative 
systems such as patient information portals. Such 
improved patient and provider communication and 
information systems might lessen Pap testing overuse 
among Medicare beneficiaries, she states.
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RESOURCE

What if Pap testing yields an abnormal reading? The American 
Society for Colposcopy and Cervical Pathology in Frederick, MD, 
has developed a comprehensive, user-friendly mobile app for 
its Updated Consensus Guidelines for Managing Abnormal 
Cervical Cancer Screening Tests and Cancer Precursors. 
Simple to use, the app allows clinicians to view recommenda-
tions and algorithms following a few keystrokes. Available for 
IPhone, IPad, and Android, information on purchasing the app is 
available at http://bit.ly/1dmk9VZ. n

Condom technology
is now focus of research 

Good news: Ever-use of the male condom has 
increased from 52% in 1982 to 93% in 2006-

2010.1 When used properly, condoms provide excel-
lent protection against sexually transmitted infections 
(STIs) and unintended pregnancies.2 According to 
Contraceptive Technology, with perfect use of the 
male condom, just 2% of women experience an unin-
tended pregnancy in the first year of use.3 (See story 
on p. 19 for what constitutes correct condom use.)

Even with gains in usage, many condoms might not 
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be worn correctly or consistently. To provide effective 
protection, condoms need to be used correctly; how-
ever, fit-and-feel issues can result in erection difficulty, 
loss of sensation, removal of condoms before the 
intercourse episode ends, and other problems that can 
interfere with their correct use.4

The Bill & Melinda Gates Foundation has just 
released funding to support 11 projects that aim to 
improve uptake and regular use of male and female 
condoms by developing new designs that significantly 
preserve or enhance pleasure and simplify use. The 
foundation’s Grand Challenges Explorations grants 
fund innovative ideas to tackle persistent global health 
and development problems. Winning proposals in the 
November 2013 funding round tackle a wide range 
of issues including using social data for social good, 
helping women farmers in the developing world, new 
interventions for neglected diseases, and bringing 
together human and animal health for new solutions. 
Winners spanning 14 countries were selected from 
more than 2,700 proposals. Each of the 81 projects 
receives $100,000 in funding to further their work. 
Projects demonstrating potential could receive addi-
tional funding up to $1 million.

“Grand Challenges Explorations is designed to 
foster the most innovative ideas to save the lives of 
the world’s poorest people,” said Chris Wilson, MD, 
director of the Gates Foundation’s Discovery & 
Translational Sciences team in an announcement of 
the funded projects. “Although these five areas are 
very different, solving each one of these problems in 
new ways could make a huge impact.”

Global views sought

Eleven projects were selected for the condom chal-
lenge. Overseas candidates include the following:

EXECUTIVE SUMMARY
The Bill & Melinda Gates Foundation has just released fund-
ing to support 11 projects that aim to improve uptake and 
regular use of male and female condoms by developing 
new designs that significantly preserve or enhance pleasure 
and simplify use.
• When used properly, condoms provide excellent protec-
tion against sexually transmitted infections and unintended 
pregnancies. However, fit-and-feel issues can result in erec-
tion difficulty, loss of sensation, removal of condoms before 
the intercourse episode ends, and other problems that can 
interfere with their correct, consistent use.
• Six of the grants were awarded to U.S. research teams, who 
are taking a number of approaches to improving condom 
fit, feel, and performance.

• A team from Cambridge (UK) Design Partnership 
plan to design a male condom out of a compos-
ite material that will provide a universal fit and is 
designed to gently tighten during intercourse, which 
will enhance sensation and reliability.

• Scientists at Kimbranox Ltd. in Stellenbosch, 
South Africa will test a condom applicator, the 
Rapidom, which is designed for easy, technique-free 
application of male condoms. 

• Researchers at the University of Manchester (UK) 
are developing new elastic composite materials for 
condoms containing nanomaterials such as grapheme. 
They are tailoring the composite material to enhance 
the natural sensation during intercourse.

• A design team at House of Petite Pty. Ltd. in 
Sydney, Australia, will build and test a universal con-
dom applicator pack designed to ensure that male 
condoms can be quickly, accurately, safely, and easily 
fitted. 

• Scientists at HLL Lifecare Ltd. in Trivandrum, 
India, look to improve the safety and enhance the sen-
sitivity of male condoms by incorporating graphene 
or its derivatives into condom-making materials.

US scientists weigh in

Grants also were awarded to the following U.S. 
research teams:

• Scientists at Apex Medical Technologies in San 
Diego will produce a male condom with enhanced 
strength and sensitivity using collagen fibrils from 
bovine tendons, which are widely available from meat 
processing.

• Researchers at the University of Tennessee in 
Knoxville will develop a prototype male condom 
made from superelastomers, which will enable the 
manufacture of thinner and softer condoms that will 
enhance user experience.

• Investigators at the University of Oregon in 
Eugene will design a high-strength, ultra-thin, shape 
memory material for male condoms to improve tactil-
ity and enhance sensitivity.

• Scientists at Boston University Medical Center 
will design and fabricate a durable male condom with 
a super-hydrophilic nanoparticle coating to better 
protect against breakage and thereby transmission of 
infectious disease. 

• Researchers at Northwestern University in 
Evanston, IL, propose to synthesize new polymeric 
materials that mimic the properties of mucosal tissue 
for use in condom manufacturing.

• Investigators at California Family Health Council 
(CFHC) in Los Angeles will develop a stronger 
and thinner male condom made of polyethylene to 
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increase condom use.
Preliminary tests with the CFHC condom suggest it 

is less likely to slip off and is more comfortable, says 
Ron Frezieres, CFHC’s vice president of research and 
evaluation.

In designing the next generation of condom, sci-
entists worked carefully to improve multiple aspects 
of typical condom use, says Frezieres. Using a new 
non-latex material, polyethylene, that is more stable 
in harsh environments, transparent, and ultra sheer 
with superior strength, might improve acceptability 
he notes. Donning will be quicker and easier with the 
very unique detachable pull-tabs or flanges.

“The condom will be uniquely packaged in a 
sturdy credit card sized, customizable three-pack that 
can be safely stored in a wallet,” explains Frezieres. 
“The condom will cling rather than squeeze the penis, 
which enhances sensation and promises to be less 
restrictive than standard latex condoms.” 
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Use key instructions
for correct condom use

To promote the correct use of condoms, use these 
five key condom instructions, developed at a 

World Health Organization Experts Meeting:1

• Use a new condom for each act of intercourse if 
any risk of pregnancy or sexually transmitted infec-
tion exists.

• Before any genital contact, place the condom on 
the tip of the erect penis with the rolled side out.

• Unroll the condom all the way to the base of the 
erect penis.

• Immediately after ejaculation, hold the rim of 
the condom and withdraw the penis while it is still 
erect.

• Throw away the used condom safely.
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Multipurpose methods
show research advances

Consider these statistics: In 2010, 1.8 million 
people died of AIDS, and in 2009, an estimated 

2.6 million became infected with HIV.1 Each day, 
about 500,000 young people, mostly women, contract 
an sexually transmitted infection (STI).2 Globally, 
222 million women have an unmet need for modern 
contraception.3 In the United States, nearly half of all 
pregnancies among American women are unintended, 
and four in 10 of such pregnancies end in abortion.4 
Of the 18.9 million new cases of STIs each year in the 
United States, 9.1 million (48%) occur among 15-24 
year olds.5

Scientists are working on development of multi-
purpose prevention technologies (MPTs) to combat 
such problems. As defined, MPTs are a single product 
or strategy, configured for at least two sexual and 
reproductive health prevention indications: unin-
tended pregnancy, HIV, and other STIs, says Bethany 
Young Holt, PhD, MPH, executive director of the 
Northern California-based Coalition Advancing 
Multipurpose Innovations (CAMI), part of the Public 
Health Institute. Holt discussed MPT development at 
the recent Reproductive Health 2013 conference in 
Denver.6

Why develop MPTs? According to Holt, there are 
two reasons:

• gain greater efficiency in terms of cost, access, and 
delivery of sexual and reproductive health prevention 
products;

• capitalize on the demand in populations using one 
product type to achieve uptake and use of a second 
“product.” 

Data emerges on ring

Early research conducted by CONRAD, an 
Arlington, VA-based nonprofit reproductive health 
and HIV prevention organization, is aimed at develop-
ment of an intravaginal ring that can offer a sustained 
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EXECUTIVE SUMMARY
Strides are being made in development of multipurpose 
prevention technologies, defined as a single product or 
strategy configured for at least two sexual and reproductive 
health prevention indications: unintended pregnancy, HIV, 
and other sexually transmitted infections.
• Investigators at CONRAD are testing an intravaginal ring 
that can offer a sustained 90-day codelivery of tenofovir, an 
anti-HIV drug, and levonorgestrel, a contraceptive.
• Population Council scientists are developing a dual-
protection gel, as well as an intravaginal ring, for women 
that combines levonorgestrel with two antiviral agents: 
MIV-150 and zinc acetate. The International Partnership for 
Microbicides is developing a 60-day intravaginal ring that 
combines the antiviral agent dapivirine with levonorgestrel.

90-day codelivery of tenofovir, an anti-HIV drug, and 
levonorgestrel, a contraceptive. Preclinical data on the 
ring was presented at the November 2013 American 
Association of Pharmaceutical Scientists Annual 
Meeting and Exposition in San Antonio.7

Working with researchers from the University of 
Utah, CONRAD scientists designed the ring using 
reservoir-type polyurethane segments. The segments 
were individually optimized to deliver each drug at 
the desired dosage. Investigators performed in vitro 
release testing and three-month pharmacokinetic stud-
ies of the ring in rabbits and sheep, and they compared 
drug levels to those seen with use of tenofovir gel. The 
pharmacokinetic studies found that levels of tenofovir 
in the target tissue delivered from the ring are similar 
or higher than those obtained after tenofovir 1% gel 
application. Tenofovir 1% gel application is a prod-
uct that has proven to be effective in preventing HIV 
and herpes simplex virus (HSV) infections in women. 
Release of the contraceptive agent also was consistent 
with previous levels tested to be efficacious in women, 
data indicate.

Phase I studies are planned for early 2014 in 
women, says Annette Larkin, CONRAD spokesper-
son.

New combinations eyed

The New York City-based Population Council 
also is developing MPTs that combine antiviral and 
contraceptive ingredients into one product for on-
demand or long-term use. Population Council scien-
tists are developing a dual-protection gel for women 
that combines levonorgestrel as the contraceptive 
agent, with two antiviral agents, MIV-150 and zinc 
acetate. MIV-150 is an enzyme inhibitor developed 
by Medivir in Stockholm, Sweden, that prevents HIV-

infected cells from producing new virus, while zinc 
acetate is an antiviral agent with activity against HIV 
and HSV. The Population Council also is developing 
an intravaginal ring using the same drug combination 
for long-term use.

The Silver Spring, MD-based International 
Partnership for Microbicides is developing a 60-day 
intravaginal ring which combines the antiviral agent 
dapivirine with the contraceptive agent levonorgestrel 
to protect against HIV as well as unintended preg-
nancy. It plans to begin a Phase I trial in 2015. 

New gel to be combined with diaphragm

In another MPT approach, CONRAD scientists 
are reformulating tenofovir 1% gel by adding sperm-
immobilizing agents. This new gel will be combined 
with the SILCS diaphragm, a single-size barrier device 
that fits most women. (To read more about the bar-
rier device, see the Contraceptive Technology Update 
article, “New data emerges on one-size diaphragm,” 
December 2011, p. 139.)

If testing in animals shows efficacy and no safety 
concerns are identified, CONRAD plans to test the 
gel and device combination in two clinical trials. The 
first will be a postcoital test that will look at the abil-
ity of the duo to immobilize sperm, followed by a 
safety and pharmacokinetic/pharmacodynamic study 
to check for safe use and measure levels of tenofovir 
in the vagina and plasma.
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How to address deaths
from ovarian cancer
by Robert Hatcher MD, MPH
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A woman in her late 40s dies less than a year 
after ovarian cancer is diagnosed. She has three 

daughters ranging from 15 to 25 years of age. How 
can ovarian cancer be prevented in these three young 
women? How can ovarian cancer be prevented dur-
ing the lifetime of ANY woman, whether or not she 
has a family history of ovarian cancer?

As is often the case in trying to solve or prevent 
a health problem, a single approach is not enough. 
There are several ways of preventing women from 
ever developing ovarian cancer. But what the world 
seems to be most excited about today, and which 
probably will be rewarded with a Nobel Prize when 
it is accomplished, is a test to diagnose ovarian 
cancer early. NONE EXISTS TODAY. But ways 
to prevent ovarian cancer from ever happening do 
exist today! And, of course, when we prevent ovar-
ian cancer from ever happening, we lower ovarian 
cancer deaths.

 
What are the options?

So what can be done to decrease the risk of ovar-
ian cancer for those three daughters of the woman 
who died from ovarian cancer?

1. A woman may use contraceptives that primar-
ily work by suppressing ovulation. Pills, patches, 
rings, Nexplanon implants, and Depo-Provera 
injections all markedly suppress ovulation, thereby 
reducing a woman’s risk for ovarian cancer. A 
British physician who is also an epidemiologist calls 
ovarian cancer a disease of “incessant ovulators.”

The hormonal contraceptive with which clini-
cians have by far the most experience is birth con-
trol pills. Birth control pills taken for a total of 10 
years diminish a woman’s risk of developing ovar-
ian cancer by 80% and the protective effect persists 

to some extent for 30 years after she stops taking 
pills. A woman need not have taken pills for 10 
consecutive years. It is the cumulative number of 
years that counts.

2. If a woman has a tubal sterilization procedure 
performed, her fallopian tubes may be removed 
since it is now known that changes in the cells of 
the delicate parts of the fallopian tubes that reach 
out over the ovaries is where “ovarian cancer” 
often begins. When tubal sterilization is going to 
be performed, a woman should communicate to 
her physician that she wants her fallopian tubes 
removed, not simply blocked by ligation, burning, 
or clamping.

3. Similarly, if a woman has a hysterectomy 
(most often done for women in their late 40s and 
early 50s), the ovaries and the fallopian tubes can 
be removed. If hysterectomy is performed prior to 
the late 40s, it generally is recommended that the 
ovaries remain in place to gain the beneficial effects 
of the hormones produced by the ovaries.

4. A woman’s genetic predisposition to breast 
and ovarian cancer can be detected by an expensive 
test. 

This is the test that was positive for movie star 
Angelina Jolie and led to removal of both breasts 
and reconstructive surgery earlier this year. With 
discussion of Jolie’s mother’s death from breast 
cancer, Jolie’s own operations in 2013, and 
Jolie’s plan to have her ovaries removed when she 
approaches menopause, attention has been brought 
to the third way of preventing ovarian cancer 
deaths: removal of the ovaries in high-risk women. 

What to tell patients?

Here are several take-home messages for women, 
not just teens:

• Use of pills for 10 years will lower your risk of 
ever developing ovarian cancer while on pills, and for 
almost 30 years after stopping pills. Depo-Provera 
injections appear to have the same protective effect.

• If you are going to have a tubal sterilization 
operation, be sure your physician knows you want 
your fallopian tubes removed, too. Not all physicians 
know this. Tell your female relatives about this fact!

• If having a hysterectomy in the late 40s or older, 
in most instances, the ovaries also should be removed.

• Some women at high risk for ovarian and breast 
cancer might be wise to have genetic testing done 
to see if their risk for ovarian or breast cancer is 
increased. If the test is positive, they might wish to 
consider removal of their ovaries and/or removal of 
their breasts. n
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How you can remove
HPV vaccination barriers
By Anita Brakman, MS
Senior Director of Education, Research & Training
Physicians for Reproductive Health
New York City

Melanie Gold, DO, FAAP
Clinical Professor of Pediatrics
University of Pittsburgh School of Medicine
Staff Physician
University of Pittsburgh Student Health Service

In June 2013, researchers reported that the vaccine 
for human papillomavirus (HPV) effectively reduces 

infection with high risk strains of the virus among 
female adolescents ages 14-19. The study reveals that 
since the first vaccine was introduced in 2006, vaccine-
type HPV prevalence among this population of young 
women has decreased by 56%.1 Despite this encourag-
ing news, the introduction of a second vaccine, and 
recommendations for routine vaccination of young 
females and males starting at  ages 11 or 12, many 
adolescents and young adults remain unprotected.  

The 2012 National Immunization Survey — Teen 
found that a little more than half (54%) of U.S. 
females ages 13-17 had received at least one dose of 
vaccine and only  33% had completed all three doses 
in the series. Coverage was worse among males in the 
same age group compared to females, with only 21% 
starting the series and 7% completing three doses.2

A November 2013 review in JAMA Pediatrics 
examined why coverage remains low and identified 
several key barriers that contribute to lower vaccina-
tion coverage rates compared to other vaccines recom-
mended for adolescents. The review included articles 
published between 2009 and 2012 with the sole focus 
being barriers to HPV vaccine initiation or series com-
pletion among U.S. adolescents ages 11-17. Most of 
the articles addressed barriers experienced by parents, 
and the authors also assessed barriers experienced 
by healthcare professionals, historically underserved 
populations, and males.3

T O P I C STeen
Most parents in the included studies were aware of 

the vaccine but desired more information and reported 
knowledge gaps as a barrier. Many studies found par-
ents were concerned about the vaccines’ relative new-
ness and potential adverse effects or safety, but it was 
not clear if these concerns actually inhibited uptake. 
A small group of parents across studies reported con-
cerns about the vaccines’ potential to increase sexual 
activity among adolescents, though this fear has not 
been proven to be true. In 2012, a retrospective cohort 
study of nearly 1,400 female adolescents found no 
increase in testing or diagnosis of sexually transmitted 
infections or pregnancy and no increase in requests for 
contraceptives among those who initiated vaccination 
compared to unvaccinated teens.4 The review found 
mixed results when looking at parental religious beliefs 
as a barrier to vaccination.

What influences parents?

Factors that were associated with vaccine accep-
tance among parents included receiving a doctor’s rec-
ommendation, perceived risk of HPV-related disease, 
belief that the vaccine was part of a social norm, as 
well as a history of seeking other preventive services. 
Additionally, not receiving a doctor’s recommendation 
was associated with non-initiation.3

Articles examining healthcare professionals found 
a variety of barriers in place. Several studies found 
clinicians reported a lack of knowledge about the 
relationship between HPV and urogenital or oral 
cancers, which indicates an ongoing need for medical 
education on this topic. Additionally, many provid-
ers reported recommending the vaccine only to select 
populations. Some offered vaccination only to those 
they perceived as high risk (often low income and/
or patients of color). Others reported age or gender 
biases and only vaccinated older teens or females, but 
not males. Some questioned the cost effectiveness of 
vaccinating young males.3

While increasing vaccine coverage among females 
is a more efficient strategy than vaccinating males 
overall, providing the vaccine to young men is cost 
effective when vaccine coverage rates among young 
women are low and when all potential HPV vaccine-
related benefits are included in analysis. Considering 
reductions in oropharyngeal cancers, penile cancer 
and recurrent respiratory papillomatosis in addition 
to reduced cervical, vaginal, vulvar, and anal cancers, 
and genital warts when analyzing  benefits of the vac-
cine will demonstrate more significant cost benefits to 
the expanded recommendation for routine vaccination 
for both young females and males.5 

One other significant barrier for clinicians was cost 
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After reading Contraceptive Technology Update, the par-
ticipant will be able to:
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opment and provisions of contraceptive technology 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;

•  provide practical information that is evidence-based 
to help clinicians deliver contraceptives sensitively and 
effectively. n
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to patients and to providers, including lack of insur-
ance coverage and lack of reimbursement. This barrier 
was less evident among providers who participated in 
the Vaccines for Children (VFC) program. Increased 
participation in the VFC program, combined with 
enhanced insurance coverage as healthcare reform 
implementation continues, might mitigate these fac-
tors.3

A lack of routine and consistent approaches to vac-
cination among healthcare providers was reflected in 
the studies examining underserved populations and 
males.  Black and Hispanic, as well as low-income 
females, were more likely to receive a recommenda-
tion and initiate vaccination. Unfortunately, they were 
less likely to complete the series than white or higher 
income peers.3

 
Where do you come in?

Understanding this data makes it clear that clini-
cians have a significant role to play in increasing 
HPV vaccination rates to further decrease prevalence 
of high risk HPV strains. Educating ourselves, our 
patients, and their parents, as well as making clear, 
routine recommendations that are in line with Centers 
for Disease Control and Prevention guidelines regard-
less of perceived risk, race, gender, or socioeconomic 
status, can have a significant effect on parents’ 
and patients’ decisions to protect themselves from 
HPV and its associated negative health outcomes. 
Adolescents see clinicians less often than younger 
children or adults, and they are likely to present more 
often for acute care or athletic and driver’s physicals. 
Any visit with a young adolescent is an opportunity to 
discuss and offer this safe and effective tool for preven-
tion.
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COMING IN FUTURE MONTHS

n Check non-hormonal 
option for hot flashes

n Most women with 
LARCs continue use, 
data show

n New options emerge 
for treatment of 
menstrual cramps

n Implement rapid 
HIV testing for teen 
patients

1.  What is the dosage of levonorgestrel found in the 
emergency contraceptive pills Plan B One-Step, 
Next Choice One Dose, and My Way?
A. 1.5 mg
B. 1.75 mg
C. 2 mg
D. 2.5 mg

2.  According to the United States Preventive Services 
Task Force, which two groups of women should 
discontinue Pap tests?
A. Women who have received a total hysterec-
tomy and have no history of cervical cancer and 
all women who are older than age 65 
B. Women who have received a total hysterectomy 
and have no history of cervical cancer and women 
who are older than age 65 and have ongoing and 
recent normal Pap test results
C. Women who have received tubal ligation and 
women who are older than age 65 and have on-
going and recent normal Pap test results
D. Women who have received a total hysterec-
tomy and have no history of cervical cancer and 
women over age 50 with no history of cervical 
center

3.  According to Contraceptive Technology, with per-
fect use of the male condom, how many women 
experience an unintended pregnancy in the first 
year of use?
A. 20%
B. 10%
C. 2%
D. 1%

4.  What are the drugs being tested in the intravagi-
nal ring now under research by CONRAD?
A. Dapivirine and gestodene
B. Dapivirine and ethinyl estradiol
C. Tenofovir and ethinyl estradiol
D. Tenofovir and levonorgestrel


