) SERVICE,
B

oF HEALTY ¢
s‘\" %,

o~ o

%‘1
{é DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Services
Hervgag

Food and Drug Administration
Rockville, MD 20857

d Ehed [P - A T
P P B S I i
R ii 3 R St — B

March 17, 2004

Paul Pentel, M.D.

Hennepin County Medical Center
701 Park Avenue South
Minneapolis, MN 55415

Dear Dr. Pentel:

This is in response to your letter dated February 12, 2004, to Dr. Mark McClellan,
Commissioner, Food and Drug Administration (FDA), regarding the switch of Plan B to over-
the-counter (OTC) status. Your letter was forwarded to my office in the Center for Drug
Evaluation and Research (CDER) for response.

Thank you for writing and for enclosing a copy of your soon to be published article. As you may
know, FDA has created a public docket for the purpose of receiving comments regarding the
switching of Plan B to OTC status. This docket will be open for public comment until
November 25, 2004. Normally I would take the liberty of forwarding your letter with enclosure
to the Division of Dockets Management so that it can be recorded and considered as an official
comment.

When your Journal article publishes, please forward a copy to Dockets Management Branch
(refer to Docket # 2001P-0075), HFA-305, Food and Drug Administration, 5630 Fishers Lane,
Room 1061, Rockville, MD 20852. If you would like to make additional comments, electronic
comments can be submitted to http://www.fda.gov/dockets/ecomments. Select docket “2001P-
0075 - Switch Status of Emergency Contraceptives from Rx to OTC” and follow the prompts to
submit your statement.

Thank you for making your thoughts and concerns known to the Agency.

Sincerely,

i

Division of Drug Information (HFD-240)
Office of Training and Communications
Center for Drug Evaluation and Research
Food and Drug Administration
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Hennepin County Medical Center

Department of Medicine 701 Park Avenue
Division of Clinical Minneapolis, MN 55415-1829

612-873-4051
Pharmacology FAX: 612-904-4366

Level 1 Trauma Center Email Address:
pente001@umn.edu

April 30, 2004 www.HCMC.org

Dockets Management Branch

HFA-305

Food and Drug Administration

5630 Fishers Lane, Room 1061

Rockville, MD 20852

Re:  Docket #2001P-0075

To Whom It May Concern:

Please add the enclosed article to this docket.
Thank you.

Sincerely,

D

Paul Pentel, M.D.

Division of Clinical Pharmacology
Department of Medicine
Hennepin County Medical Center

Professor of Medicine
University of Minnesota Medical School

PP/jd

enclosure

An equal opportunity employer
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Hospital-based program for increasing
the availability of emergency contraception:
Simulating nonprescription access

PAUL R. PENTEL, BRENDA NELSON, NORM WIKELIUS, AND CHARLES COOPER

mergency contraception (EC) is
a safe and effective means of
reducing the occurrence of
pregnancy after unprotected inter-
course.'* Two oral doses of le-
vonorgestrel (the most effective and
best tolerated medication for this
purpose) taken 12 hours apart re-
duce the expected rate of pregnancy
by 79% if taken within 72 hours of
intercourse.’ A single dose of
levonorgestrel, although less well
studied, appears equally effective,’
and its adverse effects are minor.>’
Levonorgestrel acts by preventing
ovulation or implantation, thus pre-
venting conception. EC cannot inter-
rupt an established pregnancy and is
therefore not an abortifacient.’ De-
spite its efficacy and safety, EC is un-
derutilized >¥!! Factors contributing
to its limited use include physicians’
and patients’ lack of awareness of its
existence and efficacy and its avail-
ability in many countries only by
prescription.
There is consensus among medi-
cal and public health organizations

that EC should be made available
without a prescription, and more
than 60 organizations signed a peti-
tion sent to the Food and Drug Ad-

< Am ,l:‘!salqthw‘,stt‘?h&axm.,ZOM:"G]: 777:80

ministration (FDA) in February 2001
to this effect, including the American
Public Health Association, American
Medical Association, and American
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College of Obstetricians and Gyne-
cologists.® This recommendation to
FDA was based on the safety of EC,
the lack of contraindications to its
use, the need to administer EC as
soon as possible after unprotected
intercourse to maximize its efficacy,
and the anticipated substantial gains
in public health from the prevention
of unwanted pregnancies. Many
countries have already made EC
available without a prescription, in-
cluding the United Kingdom, South
Africa, Portugal, Morocco, Israel,
France, Finland, Denmark, and Bel-
gium.? Despite this support for non-
prescription availability, EC remains
restricted to prescription-only status
in the United States. The cost, incon-
venience, and privacy issues sur-
rounding the need for prior medical
evaluation may contribute to the
currently limited use of EC.

We describe a program at a county
safety-net hospital designed to simu-
late the nonprescription availability of
EC. The purpose of this program was
to increase the availability of EC to
women by obviating the need for them
to first see a health care professional.
Additional goals were to make EC
available 24 hours per day and to allow
women to anonymously receive EC,

Description of the program

Practice setting. Hennepin County
Medical Center is a 424-bed safety-
net hospital located in downtown
Minneapolis and affiliated with the
University of Minnesota. This medi-
cal center serves a population that is
35% Caucasian, 33% African Ameri-
can, 18% Hispanic, 4.1% Native
American, and 4% Asian/Pacific Is-
lander. Clinics located in the hospital
and surrounding community ac-
count for 369,000 outpatient visits
yearly. The outpatient pharmacy is
open from 8:00 am. to 6:00 p.m. on
weekdays and 9:00 a.m. to 4:30 p.m.
on weekends. After these hours, pre-
scriptions for emergency department
and urgent care patients are dis-
pensed from the inpatient pharmacy.

Consensus development. Our in-
tent was to develop an institution-
wide consensus on the content and
process for simulating nonprescrip-
tion availability of EC. A draft guide-
line for EC use was developed by the
clinical therapeutics program, a hos-
pitalwide program staffed by a physi-
cian and clinical pharmacist and
charged with optimizing medication
use through education, guidelines,
and systems changes. The purpose of
the draft EC guideline was to make
available to providers a brief summary
of the mechanism of action, efficacy,
safety, and how to prescribe EC. Staff
with expertise in this area contribut-
ed to the draft guideline, which was
then circulated to all physician and
pharmacist staff and key administra-
tors for comment. A plan for simu-
lating nonprescription availability of
EC and a patient information sheet
(to be included when EC is dis-
pensed) were then drafted with input
from key stakeholders and similarly
circulated for comment. Stakehold-
ers included staff from those areas to
which patients might arrive to obtain
EC, including the emergency depart-
ment, primary care clinics, and the
pharmacy department. The patient
information sheet emphasized that
EC is for emergency use, regular con-
traception is more effective than EC,
and only barrier methods can pre-
vent sexually transmitted diseases.
The patient information sheet en-
couraged patients to see a health care
provider to discuss other contracep-
tive options as soon as possible. Both
the guideline and plan were ap-
proved by the hospital’s medical ex-
ecutive committee and then circulat-
ed to all hospital staff to ensure that
they were informed about EC and
the procedure for obtaining EC with-
out the need to first see a health care
provider.

Plan. This study was approved by
the hospital’s institutional human
subjects research committee. BEC was
made available via a collaborative
agreement between the pharmacy
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and therapeutics (P&T) committee
and the pharmacy department. The
P&T committee authorized the dis-
pensing of EC by the pharmacy using
a standing order for patients who
had not seen a health care provider.
Per this agreement, a physician on
the P&T committee assumed respon-
sibility for this protocol and served as
the prescribing physician. The agree-
ment allowed EC to be dispensed to
any woman asking for it at the hos-
pital pharmacy, with the collabora-
tive agreement serving as the pre-
scription; thus, contact with a health
care provider was not required. Al-
though the EC was dispensed by a
pharmacist or pharmacy technician,
this arrangement was considered a
nonprescription simulation because
consultation by the dispensing phar-
macist was not required. Because
Minnesota state law allows dispens-
ing of contraception to minors, no age
limit was specified. The agreement was
initiated in October 2001 and is ongo-
ing. This type of protocol-driven pre-
scribing under a collaborative agree-
ment between a physician and a

-pharmacist is specifically permitted

by the Minnesota State Board of
Pharmacy,’? and similar policies are
in effect in 37 other states,'

During clinic hours, patients were
directed to the outpatient pharmacy
to request EC. Levonorgestrel 0.75
mg sufficient for one course of treat-
ment (one tablet to be takén as soon
as possible and a second tablet to be
taken 12 hours later) was provided.
For patients with insurance, the cost
was billed, as is done for other medi-
cations. For patients without insur-
ance, or for those who did not want a
record of the transaction containing
their name, EC could be obtained by
paying at the time of dispensing ($14
until August 31, 2002, and $7.40
thereafter). This mechanism generated
a record of the transaction but that
record did not include the patient’s
name or identifying information. Af-
ter clinic hours, patients went to the
emergency department triage desk



and were directed to the inpatient
pharmacy. Patients making inquiries
about EC were encouraged to see
their health care provider as soon as
possible for counseling about contra-
ceptive options.

No specific program was initiated
for publicizing the increased avail-
ability of EC. This low-profile ap-
proach was adopted in deference to
concerns that EC use would be so
great as to overburden the pharmacy
and, after clinic hours, the emergency
department. Instead, it was assumed
that health care providers and word-
of-mouth would inform patients of
this option.

Clinical therapeutics program
staff assumed responsibility for mon-
itoring the number of prescriptions
dispensed and any procedural diffi-
culties in implementation.

Outcomes

The new protocol making EC
available without a prescription was
introduced in the fourth quarter of
2001 (Figure 1). Total EC dispensed
from the hospital pharmacy in-
creased nearly eightfold 1.5 years af-
ter its implementation (fourth quar-
ter 2001 versus first quarter 2003).
Prescription use of EC, which did not
require the new protocol, increased
by only 50% over the same period. In
the first quarter of 2003, nonpre-
scription EC accounted for 81% of
the 285 total EC doses dispensed. Of
those women receiving EC without a
prescription, 68% received it anony-
mously. Identifying information
available for the remaining 32% of
women was as follows: 8% were un-
der 18 years of age, 60% were 18-25
years old, 29% were 26-35 years old,
and 3% were 36 or older.

Twenty-eight percent of nonpre-
scription BC doses were dispensed
after regular clinic hours (12% be-
tween the hours of 5 p.m. and 8 a.m.
on weekdays, 16% on weekends). No
procedural problems were reported
with the system devised to support
this strategy. The total daily number
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Figure 1. Number of emergency contraception (EC) doses dispensed after implementation
of the nonprescription-access protocol, whereby a prior visit to a health care provider was
not required, compared with EC dispensed in response to an individual prescription from a

physician.
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of EC doses dispensed in the first
quarter of 2003 represented 0.15% of
all pharmacy prescriptions. No pa-
tient complaints regarding this plan
were received, and pharmacy staff
did not believe that this program
presented a significant additional
burden to their workload.

Discussion

EC use increased steadily after im-
plementation of the nonprescription-
access plan. In the absence of a control
group, it is not possible to determine
whether this plan was entirely respon-
sible for this result. Coincidentally, a
more convenient formulation of
levonorgestrel, which simplified EC
prescribing, became available in the
fall of 2000, and this could have con-
tributed to increased use of EC. Also,
increased awareness of EC among
physicians due to greater emphasis on
this therapy in the medical literature
could have contributed to its in-
creased use. However, prescriptions
for EC increased very little, suggest-
ing that the nonprescription option
was largely responsible for the
marked increase in total EC use.

The increased use of nonprescrip-
tion EC over the study period and
the more than 8:1 ratio of nonpre-
scription to prescription units dis-

Quarter

pensed suggest that a majority of EC
users at our institution would not
have received EC without the avail-
ability of the nonprescription op-
tion. These data support the impor-
tance of providing a nonprescription
option for obtaining EC and further
illustrate the restraining effect of
current regulations which require
contact with a health care provider
to obtain a prescription.

Sixty-eight percent of doses dis-
pensed using the nonprescription
plan used the anonymous option.
The use of this option could have
reflected either a desire to pay imme-
diately at the time the medication
was dispensed or a desire to remain
anonymous. If the latter is true, the
inclusion of an anonymous option
could be an important factor in
making collaborative agreements to
provide EC more acceptable to
women seeking EC. Twenty-eight
percent of EC doses were dispensed
after clinic hours or on weekends,
suggesting that 24-hour availability
may also increase EC use.

Various other strategies have been
used to increase the timely availability
of BEC to women. Washington state
has developed a plan for dispensing
EC via community pharmacists us-
ing a collaborative agreement with a
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physician, which requires counseling
by the dispensing pharmacist.' Cali-
fornia enacted legislation in 2001 al-
lowing women to obtain EC directly
from a participating pharmacist
without first seeing another health
care provider if there is a written agree-
ment between the pharmacy and a
prescribing physician, the pharmacist
receives training about EC, and a stan-
dardized fact sheet is provided with the
EC dose.” In areas where such state-
wide programs do not exist, individual
family planning clinics have created
similar agreements with neighbor-
hood pharmacies.'® Some of these pro-
grams include counseling about EC by
the dispensing pharmacist. EC is also
available from Internet sites, which
will fax a prescription to a pharmacy
for a fee.'™® Because of the limited
number of such clinics or agreements,
and limited access to the Internet, EC
is not readily available to most women
without prior medical evaluation. In
addition, providing EC as soon as pos-
sible after unprotected intercourse is
critical because efficacy diminishes
over time. A World Health Organiza-
tion trial of either levonorgestrel alone
or levonorgestrel plus ethinyl estradiol
found a pregnancy rate of 0.5% when
EC was used within 12 hours after un-
protected intercourse, and a linear in-
crease to 4% when used 61-72 hours
after intercourse. EC retained some ef-
ficacy up to five days after unprotected
intercourse, but earlier treatment was

clearly more effective.’ The need for
prior medical evaluation could delay
access to EC. An additional strategy for
making EC more available is to pro-
vide women with doses to keep at
home for future use. Although this
strategy requires an initial prescrip-
tion, it has proven safe and effective in
increasing the use of EC."

Conclusion

A collaborative agreement simu-
lating nonprescription availability
increased the use of EC in a hospital-
based clinic setting,
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