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Food and Drug Administration
Rockville MD 20857

MAR 27 1997

'I:RANSMITTED VIA FACSIMILE

Cynthia Chianese

Janssen Pharmaceutica Inc.
Janssen At Washington Crossing
1125 Trenton-Harbourton Rd.

Post Office Box 200

Titusville, New Jersey 08560-0200

RE: NDA # 20-083
Sporanox (itraconazole capsules)
MACMIS ID #4244

Dear Ms. Chianese:

This letter concerns Janssen Pharmaceutica Inc.’s (JPl) promotional materials for
the marketing of Sporanox (itraconazole capsules). Based on promotional materials
and other information the Division of Drug Marketing, Advertising and
Communications (DDMAC) has reviewed as part of its surveillance and monitoring
program, we have concluded that JPI is disseminating false and/or misleading
promotional materials for Sporanox.

Promotion of an Unapproved Dosing Regimen

It is our understanding that JP| has disseminated to health care providers
promotional labeling that contains claims that state or suggest that Sporanox is
safe and effective when used in the treatment of onychomycosis of the toenail
with a pulse dosing regimen of 200 mg b.i.d. for 1-week per month for 2-4
“months. The currently approved dosing regimen for the treatment of
onychomycoses of the toenail is 200 mg once daily for 12 consecutive weeks.
Sporanox has been approved for pulse dosing in onychomycosis of the fingernail;
however, such approval has not been granted for onychomycosis of the toenails.

DDMAC has reason to believe that JPI’s promotional materials promote Sporanox
for use in this pulse dosing regimen for onychomycosis of the toenails has
included, but are not limited to:

. a copy of a journal reprint entitled “Pulse Therapy with One-Week
Itraconazole Monthly for Three or Four Months in the Treatment of
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Onychomycosis,” (CUTIS; 56, September, 1996). This article reports the
results of an open study of the pulse dosing regimen in 28 patients with
onychomycosis of the toenails. Further, a handwritten note is alleged to
have accompanied this reprint that suggests that this study supports the use
of the pulse dosing regimen in the treatment of onychomycosis of the
toenails. (See attached)

A calendar (JPI-SP-089) with handwritten instructions for the pulse dosing
regimen for the treatment of onychomycosis of the toenails. (See attached)

Promotion of Comparative Claims

JPI's labeling pieces also include misleading claims of safety (i.e., no requirement
for monitoring of liver function tests) and comparative efficacy (i.e., superior cure
rates compared to other approved drugs for onychomycosis, and suggestions of
efficacy for unapproved uses) for Sporanox that are inconsistent with Sporanox’s
approved labeling.

For example, DDMAC has obtained the following Sporanox promotional materials
that were alleged to have been disseminated by Janssen representatives in various
locations throughout the United States:

a chart comparing Sporanox to Lamisil. This chart states that liver
monitoring is required with Lamisil but not with Sporanox when used in the
pulse dosing regimen for onychomycosis of the toenails. However,
Sporanox’s approved labeling carries a WARNING related to the potential for
hepatitis, and the subsequent requirement for liver function monitoring.

The chart also makes unsubstantiated comparative efficacy claims for
Sporanox over Lamisil. Specifically, the chart claims that Sporanox’s
efficacy rates exceed those of Lamisil without support from adequate and
well-controlled comparative trials; up to 93% and up to 80% for Sporanox
and Lamisil, respectively. (See attached) ‘

a letter to a Pharmacy and Therapeutics Committee petitioning for
unrestricted status for Sporanox. The letter claims that Sporanox is highly
efficacious with cure rates of 70-84%. However, the letter fails to provide
that for patients with onychomycosis, the mycological cure rate was 54%,
the overall success rate (combined mycological cure and clinical cure) was
only 35%, with a mean time to overall success of approximately 10 months,
as provided in Sporanox’'s approved labeling. The letter also suggests that
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Sporanox is safe and effective when using a pulse dosing regimen for the
treatment of onychomycosis of the toenails. Finally, the letter makes
unsubstantiated claims of superior efficacy for Sporanox over griseofulvin.
(See attached)

Promotion of Unapproved Uses

DDMAC has also obtained promotional materials that state or suggest that
Sporanox is safe and effective for the treatment of superficial dermal infections,
tinea corporis, tinea cruris, and tinea pedis using the pulse dosing regimen.
Sporanox is not currently indicated for the treatment of these superficial dermal
infections. :

Other

DDMAC has obtained a copy of a newsletter article that was distributed to patients
of two medical centers. The newsletter article recommends Sporanox’s use in the
pulse dosing regimen for the treatment of onychomycosis of the toenails.

The article also states that Sporanox is fungicidal. This claim is inconsistent with
Sporanox’s labeling that states that Sporanox is fungistatic. Further, the article
fails to present any balancing information about the risks, warnings or precautions
associated with Sporanox’s use.

Finally, this newsletter states that it was supported by an “Educational Grant from
Janssen.” However, a footnote to the article states that this information was
“Submitted by Janssen,” thereby implying that JPI may have exerted editorial
influence over the content of the newsletter.

Failure to File

Most of the materials that are the subject of this letter were not submitted to FDA
by JPI pursuant to the post-marketing reporting requirements for promotional
labeling and advertising, 21 CFR 8314.81(b)(3).

JPI should respond in writing by April 11, 1997, describing the actions it has taken
and those it will take to discontinue the dissemination of these materials.

DDMAC recommends that JPI’s actions include informing its sales representatives
that promotion of Sporanox for unapproved dosing regimens, or unsubstantiated
comparisons to other anti-fungal products, is in violation of the Federal Food, Drug,
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and Cosmetic Act, and could result in further regulatory action. In addition, sales
representatives should be advised that dissemination of “homemade” pieces that
have not been submitted to FDA pursuant to the post marketing reporting
requirements is a violation of the law.

If JPI had any questions or comments, please contact Mr. Jean E. Raymond, PA,
by facsimile at (301) 594-6771, or at the Food and Drug Administration, Division
of Drug Marketing, Advertising and Communications, HFD-40, Room 17B-20, 5600
Fishers Lane, Rockville, MD 20857.

in all future correspondence related to this matter, please refer to MACMIS ID
#4244, in addition to the NDA number. ' -

Sincerely yours,

%M/V £ .%Wli AA-

Jean Raymond, PA

Regulatory Review Officer

Division of Drug Marketing,
Advertising and Communications

Attachments
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THERAPEUTICS FOR THE CLINICIAN .
NEW REPORTS ON TREATMENT MODAUITIES OF POSSIBLE ‘
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DERMATOPHYTE or RINGWORM INFECTIONS - }

ONYCHOMYCOSIS: | 200 mg. bid X 7 days. Off frr 3 weeks
FINGERNAILS 3 months of t}=rapy |
TOENAILS 4 months of -aerapy

TINEA CORPORIS: 200 mg. qd X 7 days . daty= T

TINEA CRURIS: 200 ng. qd X 7 days — g7y o5 dae

TINEA PEDIS: 200 mg. qd X 14 days i

TINEA MANUUM: . 200 mg. qd X 14 days

TINEA CA2ITIS: ‘ 200 mg. qd X 14 days

CANDIDA INFECTIONS:

VAGINAL CANDIDIASIS: \ 200 ng. qd % 3 deys :
or 200 mg. bid X day . ’

ORAL THRUSH: 100 mg. qd X 15 days

CUTANEOUS CANDIDIASIS: 200 mg. ad X 7 days

-aae
.
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REMEMBER TO TAKE -
SPORANOX AS DIRECTED

Each time you take SPORANOX,
mark an X in the box for that day

QUESTIONS? CALL 1-800-595-NAILS
(1-800-595-6245)
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LUK ANDX VS, LAMISIL

“THE TRUE STORY ON SAFETY”

SPORANOX LAMISIL,

ADVERSE ~ Headache 1% Headache 13%
REACTIONS GI Upset 4% GI Upset 16%

Rash 3% Rash 5%

Liver Elcvations 4% Liver Elevations 3%

*i+ct scen with Sporanox *Taste Disturbance 3%
R N o e .= ~..(May Last Up To.5 wks:after. ___

Discontinuation of Therapy)
) | Visual Disturbance
LIVER MONITORING NO - YES
S (Not Required w/ Pulse Dose)
USE IN RENAL YES _ NO
IMPAIRED PATIENT )
HEMATOLOGIC NO YES (Neutropenia, Leucopenia,
ABN ORMALI'I‘IES Lymphopenia, Pancytopenia)
BLOOD MONITORING NO YES (Patients Using Lamisil
(CBC) who are known or suspected
RN ' of having Immunodeficiency)

‘PEKSISTENCE IN - 1-2 wks - - T T4-8wksT T T
PLASMA POST THIERAPY :
(JOURNAL AMER. ACAD.
DERMA1993) -

DRUG INTERACTIONS  Scidane, Hismanal, Propulsid ~Tagamet, Rifampin =~
T Oral Triazolam, Cyclosporine, *No Studies have been con- ‘

nticoagulants, Oral ducted on interactions with

lycemics the following drugs. Oral - -
Hypoglycemics, Hormones,
Theophylline, Thiazides,

Phenytoins, Beta Blockers and
Calcium Channel Blockers. o
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1t has come to my attention that you and many of your colleagues who treat
onychonycosis with Sporanox (itraconszole) would like to have Sporanox availsble on
drug formulary as an “unrestricted” agent rather than requiring
“prior suthorization”. To meet this end, at the request of many, I bave put together a
lettes, with supporting references, that petitions the pharmacy and therapeutics committee
for this change. You are welcome to reproduce this letter on your letterhead and make
any modifications that you deem appropriate. If you have any further suggestions or
comments, please do not hesitate to contact me. Thank your for your support.

Sincerely,

ENCLOSURE



RE; Change in formulary status of Sporanox (itraconazolc).

Dear Chairman,

Itmmymmwﬂmmﬂm&efomﬂmmofmemdmnﬁmgdphmmm
Sporanox, be changed from “prior suthorized" to "unrestricted” for the treatmwent of -

onychomycosas Onychomycosis is & discase that has a significant medical, social, and
economic impact. Sporanox, superior to any other currently available amifungsl, has
proven to be highly efficacious, safe, and cost-effective treatrment for onychomycosts.

The impact of onychomycosis may be well under-apprecisted. It is estimated by the
Center for Discase Control that 11 million Americans suffer from onychomyocosis. A
recent pilot survey conducted at Massschusetts General Hospital revealed that of patients
who responded, 35% reported pain, 25% mild dysthesia, and 15% loss of fine touch.
Twenty-percent, 20% had difficulty with small object retrieval, 15% claimed to avoid
participaling in their favorite hobbies because of embarrassment or impaired performance,
and 10% reported that the condition interfered with their job. In addition, 40% said that
onychontycosis mtexfered with social relationships and 25% that it interfered with
professional relationships. An unpublished, industry-sponsored survey of Medicare
petients in the U.S. indicared that funga! nail infections accounted for 1,300,000 physician
visits during a 1-year period. The patients paid an average of two visits to their physician,
the total cost of which exceeded $43 million.!

Sporanox is highly efficacious, with demonstrated cure rates (70% to 84% clinicaf)? that
far exooed that of the currently unrestricted agent, griseofulvin (15% to 40% clinical)? in

‘Mﬂ.ﬂl&,l Iocmation! Swaxnl ox Cetancous AntiGngal Thacapy. Joumat of the America Academy of Decrastelogy
1995. 33816-32.

IneDoncker P, 3l Aatifingsl pulse therpy 5ov oydbossyommi: A ghamesenkissic and ploreocdymmeni invastigation of imaiily
ayulex of | weud: pelsathorsgy with irscomasols. Archives of Demmstalogy 1996; 132-134,
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the treatment of onychomycosis. Sporanox offers dramatically lower relapse rates relative
10 griseofulvin (10% to 20% vexrsus 70% to 90%, respectively)®. In sddition, the duration
of Sporanox therapy is significantly shorter; a pulsc dosing of one week per month for
three months as compared t012 to 18 months of continuous dosing with griseofulvin.

Sporanox exhibits a favorable safety profile and is well tolerated by patients. While
Spuranoa is contraindicated for concomitant use with terfenadine, astemizole, disapride,
and triazolam, the most cotmonly reported adverse events in U.S. clinical trials were
elevated liver enzymes (4%), gastrointestinal disorders (4%), and rash (3%)°.

Sporanox is cost-¢ffective treatment for onychomycosis. For example, in treating a typical
tocnail infection, the prescription cost of Sporanax (pulse-dosed at 200 mg BID, 1
week/month for 3 mouths) therapy for onychomycosis ranges, locally, between $480 and
$540. Depending upon the paticat's weight and the duration of therapy, the prescription
cost of griseofulvin ranges, locally, between $585 and $1,170.

All facts considered regarding necessity, efficacy, safety, and cont-effectivenese, Sporanox

is an obviously superior pharmaceutical agent for the treatment of onychomycosis.
Therefore, I strongly petition that the formaulary status of Spo( unox U revised from “prior
authorized" to "unrestricted”.

Sincerely,

3Hyy 11 Ouychoarycosia: spumte of choio:. Dxrwmtul Cin 1993;34:161-169.

AR ursews D, andt N Donchosr 1. New soproaches W the tresmaet of exrychozgoonis. Joumat of the Aswericn Academy of
Derratology (993 29(mppi)845-850.

5 \mucaon FhamTeceain, le. Uguaseas (itrousenale) podage et revised April 1995,
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