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eightened controversy over
H the US Food and Drug

Administration-approved
vaccine against human papilloma-
virus (HPV) has made headlines in
the medical literature and across
the lay press in past weeks. What are
we clinicians to make of the discus-
sion, 3 years after FDA approval?
What can we know with reasonable
certainty about the vaccine and its
role in the care and well-being of
our patients?

First, here are three conclusions
about the HPV vaccine that I ac-
cept, and that I urge you to.accept,
too—for the good of protecting your
patients against cervical cancer. Sec-
ond, here is what I know that leads
me to those conclusions.

Concluded: Good science stands

behind the HPV vaccine

Dr. Harold zur Hausen was a cowin-
ner of the Nobel Prize in Physiology
or Medicine in 2008 for the discovery
that oncogenic HPV types cause most
cases of cervical cancer and many
cases of vaginal and vulvar cancer.
This important discovery was followed
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by delineation of the natural history
and molecular mechanisms of virally
induced cervical cancer-and by devel-
opment of vaccines against HPV.

Concluded: The HPV vaccine is
effective

The FDA approved a'quadrivalent
vaccine (Gardasil; Merck) against
HPV types 6, 11, 16, and 18 in June
2006. In part, the agency’s approval
was based on studies of approxi-
mately 20,000 girls and women, half
of whom-received the vaccine and
half who received a control injection.
These studies demonstrated that, in
women who had not been previously
infected with these viral types, Gar-
dasil was very effective at preventing
1) precancerous changes linked to
cervical, vaginal, and vulvar cancer
and 2) genital warts.

In September of this year, an
FDA panel reviewed the efficacy and
safety of a bivalent HPV type 16 and
18 vaccine (Cervarix; GlaxoSmith-
Kline) and recommended that it be
approved by the agency. Cervarix will
likely be available next year.

Concluded: The HPV vaccine is
as safe as any other vaccine

In August, the Centers for Disease
Control and Prevention (CDC) pub-
lished its analysis of 12,424 reports of
adverse events following immuniza-
tion with Gardasil.! In comparing the
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The HPV vaccine is effective
and safe, and it is vital

© | say so because the experts have said so—
emphatically and on solid scientific footing

frequency of HPV vaccine adverse-
event reports with reports across
different-immunizations, the CDC
identified two adverse events that oc-
curred more often with Gardasil: syn-
cope and venous thromboembolism.

First, it’s unclear what mecha-
nism underlies an“association be-
tween syncope and vaccination.

Second, an association between
venous thromboembolic events and
vaccination could be due, in part, to a
woman initiating estrogen-progestin
contraception in a period that over-
laps the span of the three Gardasil
injections. Here’s an example of how
causation for that adverse event can
be misassigned.
llluminating case. In my practice
area, there was a report recently of
a young woman who consulted a
gynecologist after beginning sexual
intercourse. She started an estrogen-
progestin contraceptive and received
three Gardasil shots.

Subsequently, the woman suf-
fered trauma to her calf and, in
short order, developed deep venous
thrombosis (DVT) and pulmonary
embolism. Testing revealed a genetic
predisposition to thrombosis: She
carries the prothrombin 20210A mu-
tation.

Clearly, Gardasil did not cause
this woman’s DVT; contributors to
DVT and to the pulmonary embo-
lism were a genetic predisposition



to thrombosis, calf trauma, and an
estrogen-progestin contraceptive. In
the CDC'’s safety report, most women
who suffered DVT were either taking
an estrogen-progestin contraceptive
or smoked cigarettes—two clear risk
factors for DVT.!

Experts say “Yes.” Most profession-
al associations of expert clinicians
and investigators support vaccina-
tion against HPV because Gardasil
is effective and safe. ACOG, for ex-
ample, and the American Society of
Colposcopy and Cervical Pathology
(ASCCP), the Society of Gynecologic
Oncologists (SGO), and the Ameri-
can College Health Association all
support HPV vaccination in appro-
priate clinical settings.

Concern over vaccine safety
persists in the community
Some parents of autistic children
believe that childhood vaccinations
may contribute to the development of
autism. Thorough investigation of the
issue by many scientific panels led
all of them to conclude that evidence
does not support such a link, but
some consumers remain concerned.
It is always possible to raise the
concern that “we don’t know ev-
ery possible risk of a vaccine, so we
should be cautious using them. Tt
is also easy, and common, when
considering vaccine safety, to misin-
terpret associated events as caus-
ally-linked events. When, as I noted,
a woman initiates sexual activity, it
is plausible that she simultaneously
begins taking an estrogen-proges-
tin contraceptive and is vaccinated
against HPV. Side effects associated
with the contraceptive could be mis-
interpreted as caused by the vaccine.

Allow the community of
physicians to lead!
Medicine is a complex undertaking.
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Practicing it requires experienced,
well-trained clinicians to work with
patients and their families so that the
risks and benefits of any treatment
are balanced against the particular
circumstances of an individual. My
recommendation is that government
and society, first, let the physicians
take the lead, and, second, reduce
the role of public agencies and their
proscriptive policies in determin-
ing how HPV vaccination should be
used during its first few years of clini-
cal availability.

Here’s an example of what I'm
calling for. The Advisory Committee
on Immunization Practices (ACIP)
recommends the HPV vaccine for
girls at 11 and 12 years.? Given the
heterogeneity of sexual mores in the
United States, this recommendation
is likely to alarm, and even anger,
some citizens.

But there is an alternative open
to the ACIP: It can recommend
strongly that clinicians, patients, and
parents thoroughly discuss the pros
and cons of vaccination and, in con-
cert, weigh giving the vaccination
at an age that is appropriate for the
individual girl or woman, given her
circumstances. ACIP should also
strongly communicate, as an impor-
tant public health message, that the
vaccine is most effective when a girl
or woman is immunized before she
is exposed to HPV.

It was likely a strategic error for
HPV vaccine advocates to attempt to
make it a prerequisite for 11- and 12-
year-old girls to be admitted to public
high school. Of course, government
mandates that touch on personal and
private matters often trigger resis-
tance from citizens who oppose what
they perceive as intrusive.

Again, I urge: Let physicians
take the lead to help their patients
determine the best approach to how
the HPV vaccine is used, based on

Instant Poll

At what age
would you agree
to have your
young daughter
vaccinated
against HPV?

M 9 or 10 years
M 11 or 12 years
H Between 15 and 17 years

M Just before she starts
sexual activity, regardless
of age

M | would not recommend
that she be vaccinated
against HPV at any age

Give your answer at
obgmanagement.com
Then see what your colleagues would do for
their daughters when Instant Poll results are
published in an upcoming issue.
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each woman’s personal circumstances.

Any preventive strategy must
be broad
The HPV vaccine will continue to be a key
means of preventing cervical cancer. But
this is a complex disease phenomenon;
it's certain that a multimodal approach to
prevention will be required to tame it. Indi-
vidual and societal actions that are likely to
reduce the risk of cervical cancer include:
o interventions to reduce poverty and
improve education
o delaying sexual debut until maturity
o routinely using a barrier to help pre-
vent transmission of sexually trans-
mitted infection
o limiting the number of one’s sexual
partners
o large-scale vaccination programs.
It helps us greatly in this effort that we
already have a vaccine that works and is
safe. ®

/Q/:ff-""f/ij’if?ﬁ? b

OBG@DOWDENHEALTH.COM

Dr. Barbieri reports no financial relationships relevant
to this Editorial.

References

1. Slade BA, Leidel L, Vellozzi C, et al. Postlicensure
safety surveillance for quadrivalent human papillomavirus
recombinant vaccine. JAMA. 2009;302:750-757.

2. Markowitz LE, Dunne EE Saraiya M, Lawson HW,
Chesson H, Unger ER; Centers for Disease Control and
Prevention (CDC); Advisory Committee on Immunization
Practices (ACIP). Quadrivalent human papillomavirus
vaccine: Recommendations of the Advisor Committee on
Immunization Practices (ACIP). MMWR Recommend Rep.
2007;56(RR-2):1-24.

Dr. J. Thomas Cox
weighs in on the likely
approval of HPV vaccine
for boys and men.

A Web Exclusive

at obgmanagement.com

October 2009 | OBG Management 11

CHANGE LIVES...

STARTING WITH

YOURS!

67% of Americans

are overweight or obese. Offer your patients

our proven physician-supervised weight loss

program. Medi-Weightloss Clinics® offers a
turn-key* business opportunity.

Get everything you need to succeed!

Generate New CaSh FlOW

Without Insurance Reimbursement

e Actual average daily revenue per patient based
clinic= $3,9181

e Full time clinic open 247 days annually=
$967,746 per year®

I'have been trying to help my patients
lose weight over the last 25 years.
Nothing ever worked until | found
Medi-Weightloss Clinics®. | was so
impressed that | opened a clinic in Fort
Myers, FL and proceeded to open four
additional locations. Medi-Weightloss
Clinics® has allowed me to help
change the lives of my patients, as

well as my own. | have now achieved
financial independence thanks to

Medi-Weightloss Clinics®.

- Richard Bloy, M.D., FACOG,
Clinic Physician and Owner

View our MUST SEE Webinars on Patient
and Practice Management:
http://medi-weightloss.obgyn.net/

VMEDI

WEIGHTLOSS CLINICS®
The one that works!’

Andrew Cox
Senior VP of Business Development
Phone: 1.866.551.MEDI (6334)
www.mediweightlossclinics.com

1 Not an offer to sell a franchise. See our Franchise Disclosure Document for
details regarding our financial performance representations.

* The term turn-key is defined on our website.

© 2009 Medi-Weightloss Franchising USA, LLC  All Rights Reserved



