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Executive Summary

On August 14 2000 Endo Pharmaceuticals petitioned the Commission for a
partial exemption for the orphan drug Lidoderm® from special packaging
requrements The Food and Drug Administration designated Lidoderm® as an
Orphan Drug on October 24 1995 and approved it for marketing on
March 19 1999 Inthe U S orphan drugs are intended for rare diseases affecting
less than 200 000 people or affecting more than 200 000 but for which there 1s no
expectation that the costs of drug development will be recovered from sales To
encourage the development of orphan drugs economic Incentives such as tax
credits and marketing exclusivity are included in the Orphan Drug Act

Lidoderm® 1s a lidocaine containing dermal patch used to treat post herpetic
neuralgia (PHN) a rare painful condition that occurs predominantly in the elderly The
Commussion requires special or child resistant (CR) packaging under 16 C F R
1700 14 (a)(23) of the Poison Prevention Packaging Act (PPPA) for lidocaine products
with more than 5 miligrams {mg) of idocaine in a single package Each Lidoderm®
patch contains 700 mg lidocaine Onginally Lidoderm® was dispensed in a non CR
carton containing six non CR resealable foll envelopes (each envelope contains five
patches) for a total of 30 patches per carton

In May 1998 Commission staff discovered that Lidoderm® was packaged in
non CR packaging and notified Endo of the special packaging requirement under
the PPPA  To comply with the PPPA the immediate container for the patch must
be CR This can be achieved by erther packaging each patch in an individual CR
pouch or by using a single resealable CR pouch for all of the patches {(1e no carton
and no foll envelope only a resealable CR pouch) Endo responded that the PPPA
requirement did not apply to lidocaine products in patch form and requested a stay
of enforcement On May 15 2000 the Commission granted the stay on the
condition that Endo 1) provide a CR pouch in the carton for pharmacists to put the
foll envelopes in when dispensing Lidoderm® and 2) develop a plan to package
each patch in a CR pouch

Given that Lidoderm® 1s an orphan drug Endo now argues that it would
discontinue marketing Lidoderm if forced to place each patch in CR packaging
because the current technology and set up at its manufacturing plant does not lend
itself to this for both economical and practicai reasons 1nits petition Endo
proposes to use its intenm solution (1 e  a single outer CR pouch containing six
envelopes with five patches per envelope)



Based on available information the staff recommends that the Commission
deny the petition because there are no reasonable grounds to exempt Lidoderm®
from the special packaging requirements of the PPPA Instead the staff
recommends that the Commussion 1ssue a stay of enforcement that allows Endo to
use an outer CR package for Lidoderm® The stay should be predicated on several
conditions including Lidoderm® remaining an orphan drug exclusively manufactured

by Teikoku Seryaku Co and Endo actively monitoring poisoning data for incidents
involving Lidoderm®
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Subject Petition (PP 00 1) for a partial exemption for Lidoderm® from the
special packaging requirements of the Poison Prevention Packaging
Act

| Background

Lidocaine a local anesthetic drug requires child resistant (CR) packaging
under the Poison Prevention Packaging Act (PPPA) The Commussion issued a CR
packaging standard on Apni 10 1995 for all products with more than five milhgrams
of hdocaine in a single package with an effective date of one year Recognizing
that more time may be needed to modify or replace certain package types
(e g multiple dose tubes aerosols mechanical pumps etc) the Commission
stated that affected parties using any type of package could apply for a temporary
exemption for the minimum period required to market their products in CR
packaging

In May 1999 Comnmuission staff discovered that Endo Pharmaceuticals Inc
made a prescription dermal patch with 700 mg of lidocaine per patch calied
Lidoderm® and packaged it in non CR packaging Lidoderm® 1s an orphan drug
used to treat post herpetic neuralgia (PHN) The staff notified Endo of its obligation
to package Lidoderm® in CR packaging on June 14 1899 In a letter dated June
29 1999 Endo responded that Lidoderm® was not subject to PPPA requirements
because the standard does not apply to iidocaine products in patch form and the / /¢ / Fo) \
Commission does not have the statutory authority to enforce the standard against g ¢

hdocaine patches (Tab A Section 8) Addihionally attorneys for Endo claim that
Commussion staff (Dr Suzanne Barone PPPA project manager at the Commission) ! 6&7‘/
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advised them that the idocaine standard did not apply to patches In that
conversation Dr Barone responded to a general question about which products are
covered by the PPPA with no specific reference to hdocaine She correctly informed
Endo that the regulation for prescription drugs only covers oral dosage forms

[1I6 CF R §1700 14(a)(10)]

However 1t 1s the Commission s position that the regulation for hdocaine
applies to all products with more than 5 mg of idocaine regardless of the
formulation ' Moreover the PPPA requires the iimmediate package (1e the
package that 1s in direct contact with the product) to be CR  After discussions with
staff Endo proposed an interim voluntary compliance solution On May 15 2000
the Commission granted a stay of enfarcement to allow Endo to use an outer CR
package for Lidoderm® while it developed individual CR pouches for each patch
Currently Endo 1s providing a reclosable CR pouch in the Lidoderm® carton with
mstructions for pharmacists to dispense the patches inside the pouch

On August 14 2000 Endo Pharmaceuticals Inc petitioned the Commission
for a partial exemption for Lidoderm® from special packaging requirements stating
that it is not practicable to market each Lidoderm® patch in a child resistant
envelope (Tab B) The petitioner argues that to do so 1s cost prohibitive and would
force them to discontinue production of Lidoderm® Endo 1s proposing to replace
the carton with the CR pouch so that the six envelopes (5 patches per envelope) are
marketed in the CR pouch not in the non CR carton

Il Post Herpetic Neuralgia (PHN)

PHN 1s a rare chronic condition that results from nerve injury caused by
shingles Shingles occurs following reactivation of the herpes zoster virus (the same
virus responsible for chickenpox) and i1s charactenzed by painful fluid filled skin blisters

Pain associated with PHN typically develops about a month after the rash and biisters
associated with shingles heal PHN 1s more common in the elderly Approximately
10% of all patients with shingles develop PHN Endo estimates that about 200 000
Amernicans have PHN

The skin of PHN patients is so sensitive that a mild breeze or pressure from a
bed sheet may cause pain Burning aching stabbing pain can last for months or
years Many patients are unable to perform everyday activities because the pain is so
severe There 1s no cure for PHN and treatment is aimed

'Lidocame poisoning causes dose dependent cardiovascular and central nervous system effects including
dizziness drowsiness convulsions coma and respiratory arrest The level for regulation of more than 5
mgQ 15 based on the recommended maximum single total dose of hdocaine in children (5 mg/kg or about 50
mg in a 10 kg chiid) divided by an uncertainty factor of 10 {50 mg divided by 10 = 5 mg)



at controlling the pain by various methods including drug therapy (e g analgesics
antidepressants topical anesthetics and anticonvulsants) acupuncture and nerve
block (Stankus et al Am Fam Phystcian 61 2437 44 2000)

Il Product Information

Lidoderm® is a relatively new prescnption product intended solely for the rehef of
pain associated with PHN Teikoku Seiyaku Co Ltd in Japan i1s the only company
given approval to manufacture Lidoderm® by the U S Food and Drug Administration
(FDA) The sole distributor of Lidoderm® in the U S 1s Endo Pharmaceuticals Inc
The FDA designated Lidoderm® as an Orphan Drug on October 24 1995 under section
316 20 of the Food Drug and Cosmetic Act and approved it for marketing on March
19 1999 Endo started marketing Lidoderm® on September 15 1999

Orphan drugs are intended to be used for rare diseases or conditions which
either 1) affect fewer than 200 000 people in the U S or 2) affect more than 200 000 In
the U S but there 1s no reasonable expectation-that the cost of developing and making
the drug will be recovered from sales in the U S The Orphan Drug Act provides
incentives to encourage interest in the development of orphan drugs including tax
credits for chnical research and seven years of marketing exclusivity

Each carton of Lidoderm® contains 30 paiches packaged in six resealable foil
envelopes with five patches per envelope Neither the carton nor the individual
envelopes are CR Currently Endo i1s including a CR reclosable pouch large encugh
for the six envelopes in each carton Each Lidoderm® patch 1s 22 square inches (10
cm x 14 cm) and contains 700 mg of hidocamne The amount of idocaine systemically
absorbed from Lidoderm® depends on both the duration of exposure and the surface
area of skin coverage The recommended dose 1s up to three patches at one time only
once for up to 12 hours in a 24 hour period Patches may be cut into smaller sizes pnior
to removal of the release liner Data related to thé stability of the lidocaine in a cut or
used patch were not provided but instructions on the product envelope advise that the
patch adhesive contains water and wilt dry out if the package 1s left open

According to the petition Lidoderm® is unlike other patch systems in that the
idocaine in Lidoderm® 1s not contained 1n a reservor but 1is embedded in the patch
adhesive Therefore the patich releases a low leve! of hdocaine into the skin over a
long time penod ensunng that it produces analgesia (pain reduction) rather than
anesthesia (numbness) Since only a small percentage (3% + 2%) of lidocaine 1s
absorbed dermally from the Lidoderm® patch when used therapeutically about 95% of
the idocaine will remain In a used patch However Endo reasons that the idocaine is
less accessible from their unique patch system than from other formulations (e g
creams liquids etc) Additionally Endo states that a child would need to chew or
suck on a portion of the patch for a certain amount of time before any lidocaine would



begin to be absorbed through the mucosa of the mouth or swallowed This implies that
it would take a substantial amount of time to absorb a toxic dose following an oral
exposure However there are no oral absorption data to support this claim Moreover
product information provided by Endo warns patients that Even a used palch contains
a large amount of idocaine (at least 665 mg} The potential exists for a small child or
pet to suffer senious adverse effects from chewing or ingesting a new or used
Lidoderm® patch although the nsk with this formulation has not been evaluated
Patients should store and dispose of Lidoderm® out of the reach of children and pets
This 1s important since oral exposures in children to drugs (e g nicotine) from patch
formulations have been documented by the American Association of Poison Control
Centers (AAPCC) (Woolf et al Pediatrics 99 (5) 724 1997) According to the petition
the AAPCC informed Endo that as of August 9 2000 there were no reports of
overdosing accidental exposure or poaisoning by children with Lidoderm®

IV Discussion

According to the petitioner the justification for the partial exemption 1s that it
Is not practicable to market each Lidederm® patch in a child resistant envelope
As the petitioner acknowledges in a letter to the Commission dated June 29 1999
under the PPPA practicability means that special packaging complying with the
standards can be produced using modern mass production and assembly line
technigues In the final rule for lidocaine products the staff concluded and stil}
maintains that special packaging for all idocaine products 1s technically feasible
practicable and appropriate (60 FR 17992} The rule contains no exemption for
patches

The petitioner s argument actually addresses economic impracticaity Endo
does not argue that special packaging for Lidoderm® could not be mass produced
but rather that it would be too expensive Endo maintains that the costs of new
equipment plant re engineenng and testing for FDA approval are prohibitive and
would force them to discontinue marketing Lidoederm® (Section V of the petition)
Teikoku estimates a total cost of abogssiiEJll - the changes required to place
each patch in a CR pouch This includes the cost of 1) four new envelope
processing machines 2) producing three FDA submussion batches 3) extended
specification comphance testing on all three batches 4) accelerated stabiiity testing
and 5) real ime stabiity testing The petitioner mamtains that manufactunng and
packaging one patch per envelope would result in n the cost of
manufacturing Lidoderm® because there would be significant increases in the
amount of labor and materials

Additionally Endo argues that it would takjjjjjjfflémes longer than the current
packaging method to produce an equivalent amount of Lidoderm® in individual CR
pouches Endo reasons that this change In the production schedule for Lidoderm®




s an undue burden for Teikoku because 1t affects the production of other products
Teikoku 1s unwilling to allow another manufacturer to take over production because
the manufactuning process for Lidoderm® s propnetary

Another packaging option for the petitioner that meets PPPA requirements
15 to place all of the patches in a large CR pouch so that the immed:ate package 1s
the pouch not the non CR envelopes This approach would require stability testing
and possibly the development of a new CR package If existing packaging did not
prove suitable for Lidoderm® Endo did not provide cost estimates for this option

Given the information in the petition the staff cannot venfy the accuracy of
the estimated costs However regardless of whether the staff agrees with the cost
estimates Endo maintains that it will discontinue production of Lidoderm® if forced
to place each patch in CR packaging As a result Lidoderm® would no longer be a
therapeutic option for PHN patients

The petitioner 1s not requesting a complete exemption from the special
packaging requirements for idocaine Specifically Endo 1s asking to replace the
outer carton for Lidoderm® with a CR reclosable pouch containing six resealable foil

envelopes (5 patches per envelope) rather than placing the patches In immediate
CR packaging as required by the PPPA

The PPPA provides for exemptions but the petitioner must provide
justification based on one or more of the following grounds the lack of toxicity of the
substance evidence that special packaging i1s not technically feasible practicabie
and appropnate or that the special packaging Is incompatible with the substance
None of these conditions applies to Lidoderm® The toxicity of hdocaine Is

unequivocal and the required special packaging is technically feasible practicable
and approprnate

However because Lidoderm® 1s an orphan drug that Endo states it will
discontinue If required to use CR packaging for individual patches the Commussion
could 1ssue a stay of enforcement so that Lidoderm® can remain available to PHN

patients The stay could be 1ssued with conditions The staff suggests the following
conditions

1) Lidoderm® must be marketed in the proposed outer CR package

2) Endo Pharmaceuticals must label the CR pouches warning of the toxicity of
lidocaine and the importance of stonng unused patches inside the CR pouch to
protect children from accidental exposure




3) Lidoderm® must remain an orphan drug for the treatment of PHN to mit its
availability

4) Lidoderm® must be manufactured only at Teikoku Setyaku Co Ltd in Japan
under the operating conditions described in the petition Endo Pharmaceuticals
must notify the Commission immediately if it plans to manufacture Lidoderm® at
a different location

5) Endo Pharmaceuticals must monitor poisoning data and immediately notify the
Commussion of any incidents

V Options
A Grant the petition

The Comrussion may grant the petition and 1ssue a proposed exemption
if it concludes that 1) providing a parhal exemption for Lidoderm® does
not present a nsk of senous personal injury or iliness to young children or
2) special packaging 1s not technically feasible practicable and
appropriate

B Deny the petition

The Commission may deny the petition if it concludes that the petitioner has
not provided justification for an exemption

C Defer the petition

The Commission may defer the petition if it concludes that more information
1s needed to decide whether to grant or deny the petition

D Deny the petition and 1ssue a conditional stay of enforcement

The Commission may deny the petition and 1ssue a stay of enforcement for
Lidoderm® patches with conditions such as the following

1  Lidoderm® must be marketed in CR packaging as outlined in Section IV
of the petition

2 Endo Pharmaceuticals must provide a warning label on the outer CR
package concerning idocaine toxicity and the importance of keeping
unused patches inside the CR package to protect children from accidental
exposure



3 Lidoderm® must remain an orphan drug for the treatment of PHN

4 Lidoderm® must be manufacturad only at Teikoku Seiyaku Co Ltd in
Japan under the operating conditions described in the petition Endo
Pharmaceuticals must notify the Commussion immediately if it plans to
manufacture Lidoderm® at a different location

5 Endo Pharmaceuticals must monitor paisoning data for exposures
nvolving Lidoderm® and immediately notify the Commuisston of any
incidents reported directly to them or indirectly through a poison control
center doctor or emergency room

Vi Conclusion and Recommendation

Lidoderm® is an orphan drug approved by the FDA for pain relief from PHN
a debiitating condition common in the elderly Endo Pharmaceuticals 1s the only
distributor of Lidoderm® in the U S According to Endo there are no reports of
accidental exposure to Lidoderm® involving children since marketing in non CR
packaging began in September 1999

Endo claims that it will discontinue marketing Lidoderm® if the Commission
requires CR packaging for each patch because of the excessive cost This may
adversely impact PHN patients who benefit from using Lidoderm® Endo s
currently providing an outer CR pouch in each carton of Lidoderm® with instructions
for pharmacists to remove the six envelopes of patches from the carton and
dispense them to patents in the CR pouch Rather than provide immediate or
primary packaging Endo 1s requesting that the Comnussion allow them to replace
the outer non CR carton for Lidoderm® with a CR pouch that will hold six envelopes
of five patches per envelope (total = 30 patches per CR pouch)

While there I1s no legal justification for an exemption denying the petition and
Issuing a stay of enforcement for Lidoderm® with conditions would offer a balance
between protecting young children from potential harm and giving PHN patients
continued access to the drug The staff recommends that the Commuission deny the
petition and i1ssue a stay of enforcement allowing Endo to use outer CR packaging
for Lidoderm® but only under the conditions outhned above (Section V part D)

If the Commission grants the stay Endo must file an annual report confirming
that the conditions of the stay remain in effect Additionally Endo must notify the
Office of Compliance 30 days in advance of any change that may affect its
comphance with any provision of the stay The Commission may revoke the stay at
any time If new information shows that the outer CR packaging does not adequately
protect children from serious harm or if any of the conditions are violated
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PETITION FOR PARTIAL EXEMPTION
FROM SPECIAL PACKAGING REQUIREMENT

Pursuant to Part 1702 of the Commussion s regulations at 16 CF R, and on behalf of
Endo Pharmaceuticals, Inc ( Endo ) Chadds Ford Pennsvlvania, the undersigned file this
petition for a partial exemption from the special packaging requirements the Commussion
seeks to enforce against Endo’s prescription drug product Lidoderm® (lidocatne patch 5%)
The justification for the partial exemption 1s that it 1s not practicable to market each
Lidoderm® patch 1n a child resistant envelope as the Commussion staff have requested

I LIDODERM®

A Product and Packaging Description

Lidoderm® 1s compnised of an adhesive matenal attached to a
1lm release liner The release liner 1s
patch to the area of the body to be

removed pnor to applymng the adhestve side of
treated
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Lidoderm® 1s a unique patch The active ngredient, 700 mg of lidocame (50 mg per
gram of adhesive), 1s umformly blended with the adhesive on the patch This means that,
unlike other patch drug products, Lidoderm® does not have a reservorr of active drug
substance Therefore, manipulation or cutting of the patch will not affect the release profile
of hdocaine Thus propnetary system 1s umque 1n the United States and no other legend
pharmaceutical patch 1s produced 1n this manner Other patches may have reservoirs or
matnixes that contain the active ingredient These systems may release all of the active
mgredient 1if damaged

When Lidoderm® 1s applied directly over the affected area, low doses of hdocaine
diffuse slowly from the adhesive layer and mnto the epidermal and dermal lavers of the skin
Three Lidoderm® patches will give a peak plasma level of 0 13 pg/mL A blood level over ~
3 peg/mL 15 required for analgesta The suggested mechamsm of action of Lidoderm® 1s the
blockage of sodium channels in damaged nerve fibers Lidoderm® will cause a reduction of
pamn (analgesia) without significant numbness (anesthesia) Thus 1s 1 direct contrast to the
EMLA® lidocame patch and topical idocaine products which, if used for postherpetic
neuralgia, would cause anesthesia, not analgesia

The Lidoderm® patch 1s a 22 square inch patch (10 cm x 14 cm) Thus 1s
substantiallv larger than most patches in the U S market For companison, the Catapres®
(clomdine) patch 1s O 6 square inches, the Nicoderm® (micotine) patch 1s 1 6 square mnches,
the Duragesm® (fentanvl) patch 1s 3 4 square inches, and the EML A® (lidocaine) patch ts
6 25 square wnches Lidoderm® also differs m that 1t 1s very phable so as to Conform to the
contours of the part of the body to which 1t 1s applied

Lidoderm® 1s supplied 1n the form of five patches inside a resealable foil envelope
The foil envelope must be resealable to mamtamn the integnty of the product, as no more
than three patches are recommended for use within a 24 hour penod and there are five
patches m each envelope Six envelopes are contamned 1n one carton The specifications
for the patch the envelope and the box are included as Attachment 1 One sample of the
product as packaged (1 e carton with six envelopes inside) 1s included as Attachment 2

Lidoderm® 1s manufactured 1n Japan by Teikoku Seryaku, Co, Ltd (“Terkoku’ )
Teikoku 1s the only manufacturer approved by the Food and Drug Admunistration (FDA)
anywhere in the world to manufacture and supply Lidoderm® for the U S market Endo 1s
the exclusive distributor of Lidoderm®mn the U S Teikoku and the U S developer Hind
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Healthcare, Inc , are the owners of the approved NDA (new drug application) and the
patent for the development of the product

B Marketing Historv

On October 24 1995, FDA designated Lidoderm® as an ‘orphan drug” for the relief
of allodyrua (pamnful hypersensittvitv) and chronic pain in post herpetic neuralgra (see
Attachment 3) An orphan drug 1s a drug intended to treat a rare condition that affects
fewer than 200,000 persons wn the U S, or affects more than 200,000 persons but for which
there 1s no reasonable expectation that the cost of developing and making available the drug
will be recovered from sales ' The orphan drug provisions of the Federal Food, Drug and
Cosmetic Act (FDC Act) are intended to encourage the development and marketing of
drugs for rare diseases through the use of certain economic incentives > Without these

economuc incentives, the rare condition would go untreated with drugs Attachment 4
explains in more deta:l the nature of orphan drugs

FDA approved Lidoderm® for marketing for the relief of pamn associated with post
herpetic neuralgia on March 19 1999 (see Attachment 5) The FDA approved package
nsert for Lidoderm® 1s Attachment 6 Endo began marketing Lidoderm® on September 15
1999 and 123 572 cartons have been distnibuted since then

The dispensing statistics available to Endo at thus time show that the average
prescription size for Lidoderm® since launch of the product 1s 28 7 patches, which equals
almost s1x (5 74) envelopes (one carton) For the first quarter of this year the average
prescription size mcreased to 29 1 patches, which also equals about six (5 82) envelopes

C Pattent Need for Lidoderm®

. Lidoderm® is the only drug that FDA has approved for the relief of pain associated
with postherpetic neuralgia Postherpetic neuralgia is a neuropathic pain syndrome that 1s

21 USC §360bb(a)2)
See eg 21 USC § 560cc
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most commonly defined as pain persisting or recurring 1n the region of herpes zoster
(shingles) eruption at least one month after the rash has healed 3
@

Postherpetic neuralga is charactenzed by three types of pain (1) a constant, deep,
aching or burning pain (2) an intermittent pain with a sharp, lancinating or jabbmg quality,
and (3) a dysesthetic pamn provoked bv normallv innocuous sttmuli such as light touch,
heat, or cold (allodviua), that lasts well beyond the duration of the stumulus (hvperpathia)
Paradoxicallv 1n addition to this painful hypersensitivity patients with postherpetic
neuralgia may develop concomitant sensory deficit, expenencing, for example, a sensation
of numbness withun the pamnful area These sensory abnormalities mav extend well beyond
the Boundary of the imtal herpes zoster eruption *

The nisk of developing postherpetic neuralgia increases with age and the elderly are
at a greatly increased risk Approxumatelv 27% of patients over age 55, 47% of patients
over age 60 and 73% of panents over age 70 develop postherpetic neuralgia after having
shingles * Thus the vast majority of patients who use Lidoderm” are the elderly

Because the pain of postherpetic neuralgia may become ntractable over a period of
months to vears postherpetic neuralgia can prevent patients from carrving on normal daily
activities such as dressing bathing, groomuing (due to tactile allodymua), traveling shopping
and cooking Tactile allodvmia may result in such unbearable pain that patients are unable
to wear clothing on the affected badv part, potentiallv restricting their ability to venture
outside the home and contributing to their social 1solation  The cumulative effect of these

factors 1s a sigmificant reduction n the patients quality of life and increased use of

6
healthcare resources
®

Because of the complex etiology of postherpetic neuralga, its treatment has
- tygieallyinvolved the empirical use of traditional analgesic and anesthetic drugs opiods,

3 Irving GA, Wallace MS Herpes zoster and postherpetic neuralgita In Pain Management

Jor the Practicing Physictan Philadelphia, PA Churchill Livingstone 1997 141 147
4 Choo PW Galil K, Donahue JG Walker AM Spiegelman D Platt R Rusk factors for
?ostherpetm neuralgia Arch Intern Med 1997 157 1217 1224

Kost RG Straus SE Postherpetic neuralgia pathogenesis treatment and prevention N
éE'ngi'J;Med 1996 335 32-42

Schmader K Postherpetic neuralgia in immunocompetent elderly people VFaccine 1998
16 1768 1770
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capsaicin and neuroactive agents such as tncyclic antdepressants and antiepileptic drugs
Vanable success has also been reported with transcutaneous electnical nerve sumulation
(TENS), nerve blocks and, as a last resort, surgerv 7 However, none of these medications
or therapeutic modalities have been approved by FDA for the treatment of postherpetic
neuralgia

Lidoderm® 15 the first and only treatment approved bv FDA specifically for the relief
of pain associated with postherpetic neuralgia With 1ts unique delivery system, and when
applied directlv to intact skin, Lidoderm® penetrates the skin, soft tissues and penpheral
nerves without producing climeally sigmficant serum drug levels and with hittle nisk of
svstermic side effects or complete anesthetic block

With few side effects Lidoderm® can fill some of the tremendous need for pamn
relief that exusts in thts patient population As confumaton of this unmet medical need
Attachment 7 consists of several histones of sufferers of postherpetic neuralgia who
participated 1 the clinical trials for Lidoderm® and whose pain was significantly relieved
by Lidoderm®, as well as some testimonals of new patients since launch

D How Lidoderm™ 1s Used

Upon reactivation, the virus that causes shingles will spread along a nerve to the
skin erupting in multiple places along the skin following the entire nenve This broad

distmbution of pain may require up to three patches to cover as much of the pawnful areas as
possible

The recommended dosage 1s up to three patches, once for up to 12 hours within a
24 hour pertod Typical parts of the body where Lidoderm® 15 apphied are as follows
torso >50%, face/eye area, 20%, lower back and neck 20% In addition as seen i the
following figure, significant portions of patients have pam for longer than one vear ®

|

7 Gershon AA Epidemuoclogy and management of postherpetic neuralgia Semin Dermatol

ﬂ9?6 15 (suppl 1) 8 13

De Moragas JM Kierland RR, The outcome of patients with herpes zoster Aschives of
Dermatology 1957 75193 6
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Figure 2 Patients with Post Herpetic Neuralgia
lasting over 1 year
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II REGULATION AT ISSUE

On April 10 1995, four vears before Lidoderm® was approved for marketing, the
Commission published a final rule (effective Apnl 10, 1996) providing that products

contaiming more than 5 0 mg of lidocaine 1n a single package (1 ¢ retail umt) shall be
packaged * 1n chuld resistant packaging °

In December of 1998 Endo asked this law firm to mvestigate the applicability of the
standard to lidocaine patches A review of the notice of proposed rulemaking,' the 1992
Bnefing Package of the Commussion’s Directorate for Health Sciences, and the final rule,
revealed that the Commussion made the findings required bv the Poison Prevention

60 Fed Reg 17992 codified at 16 CF R. § 1700 14(a)(24)
57 Fed Reg 34274 (Aug 4, 1992)
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Packaging Act (PPPA) only with respect to (1) the followng dosage forms  creams
omtments, gels, jelhes, viscous solutions liquids sprays, aerosols, and mjectables and (2)
the following types of packaging tube packaging  squeeze or pump bottles and
‘aerosol sprays ! The Commusston considered also prefilled syringes and a product 1n a
foul packet contamung 1/8 oz of gel 12

Because the findings required by the PPPA were not made with respect to lidocaine
patches and based on well settled pninciples of administrative faw we concluded that the
regulation could not be construed to apply to lidocame patches, either reasonably or legally
In addition, on December 10, 1998, a representative of this law firm discussed the
apphcability of the regulation with a member of the Commussion’s staff who was 1dentified
as the contact person for the child resistant packaging regulations We were informed that
the standard for lidocaine products was not intended to apply to lidocaine patches because
thev were not on the market at the time the standard was proposed and finalized The

staffer added that the Commussion was ‘in the process of formulaang its policy on patch
products "

4

»  Thus even after consulting with Comrussion staff Endo had no reason to belhieve
that the standard would apply to hidocaine patches However n a June 14 1999 letter to
Endo the Commussion staff stated that Lidoderm® was required to comply with the
standard

I INAPPLICABILITY OF REGULATION TO LIDOCAINE PATCHES

In previous correspondence Endo has explained the bases for 1ts position that the
standard legally cannot be mterpreted to applv to lidocaimne patches, that the Commussion
does not have statutory authonty to enforce the standard agamst lidocaine patches and that
Endo s Lidoderm® therefore 1s not misbranded under section 502(p) of the FDC Act
Endo’s arguments n this regard are set forth 1n 1ts letters of June 29 1999 and September
7 1999 which are included as Attachments 8 and 9 to thus petiton and incorporated by

o reference

-0

11
127w
13

See ee 60 Fed Reg at 17993 94, 18002 03
Id at 17994 18001

o
The Commussion staff have indicated that we misunderstood the statements that were made
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IV ENDOQO'S VOLUNTARY COMPLIANCE

Despite the mapphcabl‘l:ty of the regulation to Lidoderm®, Endo has been working
with the staff at trying to find a mutually satisfactory resolution  As the first step, and
without admutting the applicability of the regulation to Lidoderm® Endo petittoned for a
stay of enforcement, which stay was granted by letter of June 2, 2000

As an mtenim (short term) voluntary compliance measure Endo has obtained chuld
resistant recloseable pouches A sample of thus pouch 1s enclosed as Attachment 10
~Effective August 1 2000, each carton of Lidoderm® shupped to customers contams one of
these chuld resistant pouches Endo has sent a letter to pharmacists (Attachment 11)
mforming them of the availability of the pouches, and mstructing them to dispense ’
Lidoderm® only 1n the ctuld resistant pouches Each chuld resistant pouch can hold six
Lidoderm® envelopes which 1s the current average prescription size In addition a
statement was added to the Lidoderm® carton and the cluld resistant pouch to emphasize

that the product must be dispensed n the child resistant pouch (see Attachments 10 and
12)

In explonng a permanent voluntary compliance measure, Endo considered
packaging the five patches in a resealable, child resistant envelope However no such
packaging 1s currently available As explained in section V of thus petition 1t 1s not
practicable to package each Lidoderm® patch mn a child resistant envelope Thus as the
permanent voluntary compliance measure Endo has determined that the onlv viable
alternatrve 1s to replace the current carton wath the child resistant pouch that 1s now being
inciuded mside the carton The child resistant pouch would be labeled with the same
information that now appears on the carton

A detailed meline has been developed for implementing this permanent solution
(see Attachment 13) This permanent solution can be umplemented, and product 1n a chuld
resistant pouch can be avarlable to customers, by Mav 31, 2001 Thus would elgnate the
need for the pharmacist to place the product in a child resistant container as all Lidoderm®
would be supplied 1n a chuld resistant pouch containing 30 patches (six envelopes) The

labehng would also be revised to mnstruct patients to always store the envelopes inside the
child resistant pouch

For thus permanent solution, Teikoku, the manufacturer, will need to purchase a
heat sealing machine at a cost owheat sealing machine 13

AN
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necessary to seal the child resistant pouch once the envelopes are placed wnside it The
child resistant pouch will be supplied to Tetkoku with the zipper in the closed and locked
position with the top of the pouch left open Tetkoku will place six envelopes into the
chuld resistant pouch through the open top and then pass the top of the child resistant pouch
through the heat sealing machine to seal 1t closed

The cost to manufacture and package six envelopes (each contarming five patches)
into the child resistant pouch 1s eshmated to be ‘mcreasc over the current cost of
goods, due to the additronal labor and matenal cost Additional labor 15 necessarv because
the current method for packaging the envelopes into a carton 1s not the same method used
to place the envelopes wnto the chuld resistant pouch method

Currently, as the envelopes come off the packaging/sealing line they move on a
convevor belt where they are manually placed directly into the carton the carton 1s sealed,
and placed nto shappers (cardboard box contaming sirxteen cartons) To pachage the
envelopes wnto the child resistant pouch, the envelopes must be first transported to a
different room which houses the heat sealing machine, because there 1s no space for the
heat sealing machine in the room currently used to package the envelopes into cartons The
chuld resistant pouches then must be manually and individuallv opened and formed so
that the six envelopes will fit inside  Once the six envelopes are placed nside, the top of
the child resistant pouch must be heat sealed and placed into a shipper Tetkoku estimates
that this procedure 1s more labor mtensive, will take longer and therefore will be more

expensive to complete In addition, the cost of the child resistant pouch 1s estimated to be
d’hereas that of the carton 15 0

Additional burdens to making these changes to the packaging process would be the
required noufications to FDA relating to the changes 1n the secondary packaging and the
use of an additional room for heat sealing the pouches

Nevertheless, Endo and Teikoku are willing to undertake this massive endeavor to
cooperate with the Commussion because the alternative proposed by the Commussion staff
will destroy the marketability of the product.

V ¥ NEED FOR RELIEF

The Commusston staff have mformed Endo that each patch of Lidoderm® must be n
a child resistant envelope Thus 1s apparently based on the defimtion of package in the
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PPPA, which refers to the “immediate” container ' Endo has determined that the costs
involved n thus approach wiil be prolubitive
Teikoku has assessed the feasibility of packaging each Lidoderm® patch 1n a chuld

resistant envelope and informed Endo that its current equipment cannot accommodate the
thicker chuld resistant material that 1s used for packaging the EMLA® patch '* The

- EMLA® matenal 1s thucker and less phable than the material used to make the Lidoderm®™
envelope Tewkoku k'lachmes that have been validated to package Lidoderm® in
the current envelopes 1f Teikoku were to package each Lidoderm® patch 1n a child
resistant envelope, Tetkoku would need to purcha G envelope processing
machines capable of handling the child resistant matertal Teikoku estimates that the
capstal cost alone for these new machumnes would bWer
machine)

Tetkoku would also incur the costs for re engmeernng the plant to accommodate the
new equipment, perforrng nstallation qualification performance qualification and
operational qualification, repeating stabihitv studies i the new matenal and submutting

these data for prior approval to the FDA  These addigonal costs are estimated a
The total estimated cost would b&roken down as follows

1

| Acowvity Cost
i Purch W machines

Manufacture three FDA submussion batches

Extended specification comphiance testing on a

three batches

Accelerated stability testing

Real time stability testing

+ 10%

Total

o
i

o~

Manufactuning and packaging one patch per envelope would result 1n an increase of
the cost of manufacturing Lidoderm® because there would be significant increases

14

L 15USC §1471(3)

The Commusston staff have informed Endo that the EMLA® patch ts contained 1n a child
resistant foil packet

-
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in the amount of labor and materials (five envelopes with one patch each versus the current

one envelope with five patches) Teikoku estimated that the labor would increase ﬁor“

days tMroducUon to manufacture and package an equivalent amount of patches

If this approach for packaging Lidoderm® were to be taken Endo would ncur a negative
-proﬁt margn at the current price of Lidoderm®

_Currently, Teikoku has the capacity to manufaches and package

ﬂopes in one day The process for manufac atches includes
manufac chulf lrdocane paste’ and applying 1t to the patch matenal

w process includes Mefore the patches are put

into the envelopes The patches must be packaged in the envelopes w1 s of
beng manufactured After the Lidoderm® patches hanatiiS0NNOINENMNy stacks of five

each stack of five patches 15 placed mto an envelope and sealed

If Terhoku were to manufacture and package one patch per envelope, OI’M
patches could be made n one dav because of the limitation in the capacity to package

-welopes per dav Thus 1t would tmon to produce an equivalent
of product under the one patch to one envelope sccnm

Teikoku al]oﬂvs a month for the production of Lidoderm® Thus 1f each
patch must be packaged in its own envelope. an addinorjjj i iamyou!d be needed to
produce the same amount of Lidoderm® currently produced These add:

not available because other Teikoku customers use the remainder of their : e
each month It would be an undue burden for Tetkoku to accommodate thus kind of change
in their production schedule or take time from other customers’ production needs In
addition Teikoku the onlv FDA approved manufacturing site for Lidoderm® '® 1s not
willing to transfer this manufactunng technology to another manufacturer since the
manufactunng process 15 proprietary technology belonging solely to Teikoku

The above discussion does not even take nto consideration that existing child
resistant envelopes mught not prove suitable for Lidoderm® as no testing has been done to
make this determimation Due to the umqueness of the Lidoderm® technology what might
be surtable for other lidocame patches or for other patch products in general mught

¢ Under the FDC Act a new drug may be manufactured only 1n a facility and using a process

that FD'A has approved as part of the new drug application for the product
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nevertheless fail to adequately protect the mtegnity of Lidoderm® or might nterfere wath 1ts
intended storage or use

In summary, the current technology and set up at Teikoku’s manufactunng piant
does not lend 1itself to the immediate package being child resistant for both economical and
practical reasons If Endo were forced to package each patch mn a child resistant envelope
Endo could not continue marketing Lidoderm® and this orphan drug would no longer be
available to patients in the United States

Therefore the only permanent solution that would allow Endo to continue marketing
the product 1s to manufacture and sell Lidoderm® mn a chuld resistant pouch containing six
envelopes each envelope containing five patches

VI  NO CHILDREN POISONINGS WITH LIDODERM®

Neither Endo nor Teikoku has ever received a report of a cluld being prescnbed
Lidoderm® No adverse events or accidental exposures atmbuted to children have ever
beer reported The world literature 1s bereft of any reports of Lidoderm® poisoning  The
Amencan Association of Poison Control Centers mformed Endo that, as of August 9 2000,
there were no reports of overdosing accidental exposure, or poisonng bv chuldren with
Lidoderm®

As stated above, application of three Lidoderm® patches to the skin for 12 hours
results in a peak plasma level of 0 13 pg/ml.  Thus 1s about 20 times less than the amount at
which lidocaine begins to have any svstemic effects (2 5 pg/mL) '® It should be noted that
the lowest blood level of idocaine mentioned 1n the Commussion s 1992 Brniefing Package
as having an adverse effect on a child was 4 5 pg/ml, measured six hours after oral

7 One of the findings that the PPPA requires the Commuission to make 1n order to impose a

special packaging requirement 1s that the special packaging be appropnate’ 60 Fed Reg at

8002 Appropnateness exists when packaging complying with the standard will adequately

Fsrotect the mntegnty of the substance and not interfere with the intended storage or use /d
1992 Bnefing Package for hdocaine products at 56
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administration of a hquid preparation to a five month old chuld * Thus skin contact with
Lidoderm® should not present a nsk of serious injury or 1llness to a child 20

In addition, unlike other dosage forms of idocaine (creams ointments, jellies,
hquids sprays, which were the dosage forms evaluated by the Commussion 1n the
rulemaking for hdocame products), access to hdocame from Lidoderm® 1s not easily had
A child would need to chew or suck on a portion of the patch (which 1s too big to be placed
entirely 1n the mouth) for a certain amount of time before any hidocaine would begin to be
absorbed through the mucosa of the mouth or swallowed As explained above, there 15 no
readiv available reservorr’ of hdocamne n Lidoderm®—the lidocaine 15 embedded m and
part of the adhesive to control 1ts release from the patch Thus Lidoderm® does not present
the same degree of poisoning risk to chuldren as other hdocaine products

VII  THE COMMISSION HAS AUTHORITY TO GRANT THIS PARTIAL
EXEMPTION

Both the Comrmussion s regulations®' and the legislative hustory of the PPPA™
provide that the Comrmussion has broad discretion to  exempt categones of substances
subject to special packaging requirements * and “provide such exemptions while prescnbing
such special packaging requirements’ or by subsequently amending the prescubing
regulation The Commussion also has power to determine specificallv the parameters of
special packaging*

VIII CONCLUSION

The PPPA mstructs the Commussion to take into consideration the technical
feasibility practicability and appropnateness of a special packaging standard * Endo’s
situation as explained in this petition perfectly 1llustrates the importance of these
considerations Congress did not intend to authorize the Commussion to destroy the

19

" Id a1 57 (the child recovered fully within 24 hours)

For purposes of this discussion, Endo 1s assuming that the PPPA was intended to prevent
this type of porsoning (non ngestion) although this s not clear

i 16 CFR §1702 1

& H Rep No 91 1755 at 9 (1970)

¥ S Rep No 91 845 at 9(1970)

' 15USC §1472(a)(])
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viability of a product or to take a position that has the practical result of banrung” a
product, particularly one intended to ease human suffening

Based on the above, Endo Pharmaceutical respectfully petitions the Commussion to
authorize Endo to comply wath the special packaging standard at 16 C F R.
§ 1700 14(a)(23) by using a child resistant outer container

Respectfully submitted,

HYMAN, PHELPS & NICNAN[ARA, PC
Counsel for Endo Pharmaceuncals Inc

o 2@3«2

By Samua N Rodnguez

SNR/dpe
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FRONT OF ENVELOPE

Cut along dotted line and pull epen seal

IMPORTANT
Reseal after opening

NDC 63481-687-05
ENDO LABORATORIES

&do° LIDODERM”

(idocamne patch 5%])

Each adhesive patch contains:

Lidocaine - -oeemeese’ 700 myg {50 mg per gram adheswe)
_inan aqueous base. Methylparaben and
. propylparaben as preservatives.

. DOSAGE: For dosage and fuit brescribing information,
» read accompanying product information. .

Store at 25°C (77°F); excursions permitted to
:15-30°C (59°-86°F).

WAHNING. Package not child resistant. Keep LT
, . and unused patches out of the reach of children and:
| pets.

. RX only

5 PATCHES (10CM X 14CM EACH)

Manutactured fer: Manufactured by: -

'Ende Pharmaceuticalsinc. TEIKOKU SEIYAKU COATD.:
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DIRECTIONS FOR USE
Cut the guter seal frem the Package
along the dotted line and pull apart
the zipper seal.

Remove the desired number of patches
and reseal the package using pressure
on the zipper seal. The adhesive
contains water and will dry out if the
package is open.

Remove the transparent release liner
before application of patches B
to the skin.

Apply up to three (3) LIDODERM®
patches at one time to cover the most
painful area. Apply patches only once
for up to 12 hours in a 24-hour periad.
Remove patches if irritation occurs.
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LIST OF ORPHAN PRODUCTS DESIGNATIONS AND APPROVALS

Through Docember 31 1998

NAME N SFONSOR & ADDRESS

Generic Name DD—Dats Devignated

TN=Trade Name INDICATION DESIGMATED MA=Murketlsg Approval
Levocammriine Treatment of rldovudme-mduced mitochondnal myopathy Slgma-Tay Pharmacamticals, Inc.
TH= Cxroutor 800 S Fredenck Avenue, Swite 300

Levomethady! acctate

hydrochlonde
T™ Orlaam

Lidocaipe patch 5/
TN= Lidodam Patch

Liothyromce sodicm mjection
TN Tnostat

Lipid/DNA Puman cvsac
fibrosis gere
TN

Liposomal Cyclosponn A
TN= Cyclospire

Liposomal

N Acctylglucosmunyl N Acetyl
muramly L-Ala D-i1soGln L-Al
a -gylcerohidpalemtoyl
TN=ImmTher

Liposomal

N Acetylglucosunyl N Acetyl
muramly L-Ala D-isoGln L-Al
1 -gylcerolidpalmetoyl
TN=ImmTher

Liposomal amphotencmn B
TN= AmBisome

Treatment of heroin addicts suitable for mantenance on opiate
agomists

For relie{ of allodynua (punful hypersensinvaty} and chromie
pan m post-herpetic neunalga

Treatment of myxedema coma'precoma

Treatment of cystic {*brosis

For acrosolized admumstranon i the preventon and treatment
of lung allograft rejection

and pulmonary rejection events associated with bone marrow
transplantation

Treatment of osteosarcoma

Treatment of Ewang s sarcoma.

Treatment of cryptococcal memungitis

APPROVED DRUG PRODUCTS WITH
THERAPEUTIC EQUIVALENCE
EVALUATIONS

Guithesburg MD 20877
DD=04/07/1997 MA  / /

Biodevelopment Corporanon

8180 Greensboro Dnive Suite 1000
McLean, VA 27102
DD=01724/1984 MA=07/09/1993

Hind Health Care, Inc.

3707 Witharns R4 Swste 101
San Jose, CA 95117
DD=10/24/1995 MA= / /

SruthKime Beecham Pharmacguncals
Oge Franklin Plara

PO Box 7929

Pluladelphia, PA 19101
DD=07730/1990 MA 1273171991

Genzyme Corporation

PO Box 9322

One Mountam Road
Frarungham, MA 01701
DD=0408/1996 MA //

Yemon Knight, M D

Baylor College of Medicine Dept of
Molecular Physiclogy

One Baylor Plaza

Houston, TX 77030
DD=04/30/1998 MA= / /

Endorex Corp

960 North Shore Dmive
Lake Bluff, IL 60044
DD=06/10/1998 MA= [ /

Endorex Corp

900 North Shore Dnive
Lake Bluff, IL 60044
DD=06/10/1998 MA= [/

Fupisawa USA, Inc.

3 Parkway North Center
Deerfield, L 60015
DD=12/10/1996 MA=08/11/1997
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OOPD Program Overview

s P

Purpose of the Orphan Products Program

The Office of Orphan Products Development (OOPD) located 1n the Office of the Commnussioner Food
and Drug Admunustration (FDA) admuusters the orphan products development program This program 1s
essentially involved in the 1dentification of orphan products and the faciitation of their development
Although the OOPD Grants Program has been expanded to include clhirucal studies for medical foods and

devices that meet the ' orphan” cntena established by Congress the Orphan Drug Act pertains pnmarily
to drug and biological products

This introduction will provide a general overview of the orgamization and operation of the orphan

products program at FDA For further guidance and direction, additional and more specific information is
available on the topics covered here

Congressional Action

The Orphan Drug Act (P L 97-414) amended the Federal Food Drug and Cosmetic Act (FFDCA) as of
January 4 1983 Additional orphan drug amendments were passed by Congress in 1984 1985 and 1988
The use of the tertn orphan  asn orphan drug  orphan disease etc does not actually appear in the
text of the law which focuses upon defirutions of and trearments for rare diseases and condittons”

Trne 1585 O oi - Druyg Act guarantees the developer of an orphan product seven years of market
exclusivity foliowing the approval of the product by the FDA As a result of the Orphan Drug Act the
following procedures are admimstered by the Office of Orphan Products Development

» Reviewang and approving requests for orphan product designation

¢ QOverseeing the orphan product program that gives sponsors seven years of exclusive marketing for
orphar products

* Coordmating research study design assistance for sponsors of drugs for rare diseases

+ Encouraging sponsors to conduct open protocols allowng patients to be added to ongomng
studies

» Awarding grant funding to defray costs of qualified cliical testing incurred 1n connection wath the
development of drugs for rare diseases and conditions

The ongmal defimtion of ' rare disease or condiion 1n the Orphan Drug Act was amended 1n October
1984 by P L 98 551 to add a numenc prevalence threshold to the defimuon

' the term rare disease or condition means any disease or condition which (a) affects less
than 200 000 persons inthe U S or (b) affects more than 200,000 persons 1n the U S but for
which there 1s no reasonable expectation that the cost of developing and making available in
the U S a drug for such disease or condition will be recovered from sales in the U S of such
drug

Pnor 1o this revision of the Omhan Nnio Art averv snnnsar A i i
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information regardiess of the size of the proposed target patient population A product may suil be

designated as an orphan by demonstrating that the financial cntena of the law are apphcable regardless of
the number of patients affected

P L 100 290 amended the Orphan Drug Act on Apnl 18 1988 and requires that the applhcation for
designation be made prior to the submission of an application for marketing approval New Drug
Application (NDA) or Product License Application (PLA) Pnor to this amendment the designation
request could be filed at any time pnior to FD A s approval to market the product

Section 1205 of P L 104 188 reinstated the tax credits for cimcal testing expenses of orphan drugs for

the period July 1 1996 to May 31 1997 and allows these credits to be camned forward/back like some
other business tax credits

The Orphan Drug Final Regulations were published 1n the Federal Register on December 29 1992 and
became effective thurty days thereafter

Orphan Drug Designation

In order for a sponsor to obtain orphan designation for a drug or biological product an apphcation must
be submutted to QOPD and the designation approved The approval of an application for orphan
designation 1s based upon the information subrmtted by the sponsor A drug that has obtained orphan
designation 1s said to have 'orphan status Each designation request must stand on its own ment
Sponsors requesting designation of the same drug for the same indication as a previouslv designated
product must subrmut their own data in support of their designation request The approval of an orphan
des'gnation request does not alter the standard regulatory requirements and process for obtaining

marketing approval Safety and efficacy of a compound must be established through adequate and
well controlled studies

Incentives of the Orphan Drug Act

The Orphan Drug Act (P L 97 414 as amended) includes vanous incentives that have stimulated a
considerable amount of interest 1n the development of orphan drug and brological products These
incentives include tax credits for chimcal research undertaken by a sponsor to generate required data for

marketing approval and seven years of marketing exclusivity for a designated drug or biological product
approved by the FDA

Section 527 of the Orphan Drug Act provides a seven year penod of exclusive marketing to the first
sponsor who obtains marketing approval for a designated orphan drug or biclogical product Exclusivity
begins on the date that the marketing application 1s approved by ¥FDA for the designated orphan drug
and applies onlv to the indication for which the drug has been designated and approved A second
application for the same drug for a different use could be approved by FDA.

Final regulations on the tax credits were published in the Federal Register on October 3 1938 (53 FR
38708) and the current version of these regulations are in Title 26, Code of Federal Regulations Section
45¢ The Internal Revenue Service admnusters the tax credit provisions and specific questions about the
interpretation of the law or regulanions affecung the apphcability of the tax credit provision of the Act
should be directed to IRS If more information on tax credits 1s needed contact Pass Through and
Special Industnies Division Office of the Chief Counsel Internal Revenue Service 1111 Constitution
Avenue NW Washington, DC 20224 telephone 1s (202) 622 3120
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Protocoi Assistance

Section 525 of the Orphan Drug Act provides for formal protocol assistance when requested by the
sponsors of drugs for rare diseases or conditions The formal review of a request for protocol assistance
15 the direct responsibility of the Center for Drug Evaluation and Research (CDER) or the Center for
Biologic Evaluation and Research (CBER) depending on which Center has authonty for review of the
product The Office of Orphan Products Development (OCOPD) 1s responsible for insuning that the
request qualifies for consideration under section 525 of the FFDCA. This includes determumng "whether
there 1s reason to believe the sponsor's drug 1s a drug for a disease or condition that 1s rare i the Unuted
States A sponsor need not have obtained orphan drug designation to receive protocol assistance

Once OOPD determunes that the proposed compound 1s for a disease or condition that 1s rare in the U S
the request will be forwarded to the responsible reviewing division for formal review and direct response
OOPD montors the review process withun the respective CDER/CBER reviewing division and where
possible assists in resolving specific 1ssues that may anse during the review process It should be
understood that protocol assistance provided under the Act does not warve the necessitv for the

submuission of an Investigational New Drug Application (IND) by sponsors planmng to conduct clirucal
tnals with the product

Research Grants

The FDA, through OOPD funds the devetopment of orphan products through 1ts grants program for
chnical studies The Reques* for Apphcatiors (RFA) announcing availabilitv of funds ts pubhshed in the
Federal Register each year usuallv in June Ehgibility for grant funding 1s extended to mredical devices
and medical foods for which there 1s no reasonable expe tation of development without such assistance
Applications are reviewed by panels of outside experts and are funded by pnontv score

4L?
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NDA 20-612

FAR | 9 109
Hind Health Care, Inc
Attention Larmry Caldwell, PoD
Consultant to Hind Health Care, Inc
3707 Williams Road Suite 101
San Jose CA 95117 2017

Dear Dr Caldwell

Please ref=r to your new drug applhicattion (NDA) dated May 31 1996 submutted und~ section
505(b) of the Federal Food, Drug, and Cosm~tc Act for Lidoderm Patch (idocain~ pat~h) 5%
w/w Please refer 10 our not approvable letter dated Apnl 17, 1997, and our approvable letter
dated Decemnber 2 1558

We acknowledge receipt of your submussion dated Japuary 15 1999 This subrussion, togethe-
with your subrmissions of August 30, October 30 and December 1, 1997, February 9 1999 and
March 4 1999 and correspondence via facsimule transmussion dated Mar~h 15 and 18(two)
1999 constituted a complete respons# to our Dec=mber 2 1998 action letter

Thus new drug apphcation provides for the use of Lidoderm Patch (idocaine patch) 5% w/w for
tbe treatment of pain 1n post berpance neuralga

We bave completed the review of this appheation, as amended, and have concluded that adequate
information has been presented to demonstrate that the drug product 1s safe and effe~tive for use
as recommended 1n the agreed upon labehing text. Accordingly the application 1s approved
eifective on the date of this letter

The final printed labeling (FPL) must be 1dentical to the submutted draft labeling (package msert
submtted March 4 and 18, 1999, inmediate container and carton labels submutted March 15
1999} Marketing the product with FPL that 15 not 1dentical to the approved labeling text may
render the product misbranded and ap unapproved new drug.

Please subrut 20 copies of the FPL as soon as 1t 1s available, 1n no case more than 30 days after 1t
1spnonted  Please individually mount ten of the copies on beavy weight paper or simular

matenal For admumstrative purposes, this submission should be designated "FPL for approved
NDA 20-612 " Approval of this submussion by FDA 1s not required before the labeling 1s used

44
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Vahdation of the regulatory methods has not been completed. At the present tume, 1t is the policy
of the Center nokto withhold approval because the methods are being validated. Nevertheless
we expect your continued cooperation to resolve any probiems that may be identified.

In addition, please submuit three copies of the introductory promotional matenals that you
propose to use for thus product. All proposed matenals should be submutied 1n draft or mock up
form, not final print. Please submit one copy to this Division and two copies of both the
promotional matenals and the package insert directly to

Division of Drug Marketing, Advertising and Commumcations HFD-40
Food and Drug Admmstration

5600 Fishers Lane

Rockwville Maryland 20857

Please submut one market package of the drug product when 1t 18 available

We remind you that you must comply with the requurements for an approved NDA set forth
upd~- 21 CFR 314 80 and 314 81

f vou have any questions contact Victona Lutwak, Project Manager, at (301) 827 2090

Smcerely

1S/

John E Hyde PhD MD

Deputy Director

Division of Anty Inflammatory, Analgesic and
Ophthalmic Drug Products

QOffice of Drug Evaluaton V

Center for Drug Evaluaton and Research
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cc

Archival NDA 20-612

HFD-550/D1v Files

HFD-550/V Lutwak

HFD-550/ I Hyde/ C Fang/ H Patel/ C Yaoiw
HF 2/MedWatch (wath labeling)

HFD 002/0ORM (with labehng)
HFD-105/ADRA (with labeling)
HFD-40/DDMAC (wath labeling)

HFD 613/0GD (w1th labeling)

HFD 21/ACS (with labehng) for drug discussed at advisory commuttes meeting
HFD 35/0Orphan Drugs

HFD 55/DDMS (with labeling)

HFD 830/DNDC Division Director
DISTRICT OFFICE

Drafted by~ vI’'March 10, 1999
Iniialed by vl

final

filename v/NDA/20612/990319AP

APPRIVAL (AP)
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LIDODERM®
(hdocaine patch 5%)

L

DESCRIFTION

LUIDODERM (kdocaine patcr 5%} 13 compnsed of an adhes e mate 3l cortanng 5% ldocare hchis appiedt™ a non woven
polyeste feit backng ana co eren with § polyeinysense tereontnalate (P71 1im release [ne The release ner 3 removed pro 10
appl cat on to the sk The size of the patch s 10 2 14 ¢m

Ldocarie s chemn cally des grated as acetamige 2-dwethylam nol N {2 § o methylpheny’) has an octanol ware partton atg of
41 3t pH 7 4 and has the foliowing strucure

CHq
CaHy
NH—CO—CH,=N

CqHs

CH,

Each aghes e patch cortans 700 mg of hdocane (5° mg per gram adres ve) n an aguecus base 1 aiso ~ona ns tre tollow ng
nNactve ngrediemts o nyl oxyaluminum amMiodce ate d socd um acelale gelals glyce n kagln meinylograer polyacrvic
acc pohv nyl alcohol propyene glycol propylparaben sod um carboxymethycell lose std — oolyacyla‘e © soro ol tana ¢
acd ard urea

CLINICAL PHARMACOLOGY

Pharmacodynamics

' goca ¢ s an amae-type local anesm™etc agert ard s suggested 'c stablve neuro al M mibranes Dy Nt Dr ng "™Me onc Huxes
requ &d for the nrt at or and conduction of Mpuises

The penetatic of icocane mio mtact s n aker a~plcaton of LICODERM s s:H ¢ e 0 droduce an analges - etec' DUt less
‘Tar the amo' rl necessary 10 produce a compie'e sescry biock

Pharmacokinetics

Absorption

The amou tollooca e sys emically sbsorbec t—m LIDODESM s d rec'ly elatecic bott 1 @3 210 ol app ca' ¢ and the su
facearao e whchit s apolec inaprammacok e catudy ™ ee LIDODERM ~a'cres ereapc edo e a aeas 427 ¢ of
na~t sk r cn the back cf ~ormai  olunteers tor 12 apurs Slcoc samp es were w t~drawn ic ~ererr rat o~ of | coca ne concen
3" Cr Sunng (he apoicalon and fo 12 ~ours aler re—o0 a ' da‘cles "he res =5 are s 'mTanzed r adie *

Table 1

Ansor~ or of doca e ‘ror LIDODEPM

Normal olunteers 4 *5 12 hour weanng " me'

LIDODERM Aopl cat on Area | Dose | C T i‘
Patch | Sie tem?; ] Absorded (rmg) i gL ) thn
3 patches Back 420 64 32 013 =006 1%
{2100 mg}

When LIDODERM s usec ac-ording 1o the recorrmended Jos ng  structony only 3 2% of the cose applied s expected 10 be
absorbed A’ least 95% (665 mg) of [gocame w1 remain in a used patck  Mean Deax bipoa concentrato  of [ coca ne 15 about
013 pg/ml {about 1/°9 of the therapeutic corcentration requ ed to t #2° carthac srhylhrm as) Repealec acplicat on of three
patcheas simutanenusly or 12 hours (recomrrended max mum daly dose) cnce Der day ‘or *n ee days ndcaled mna' the ido
ca ne concentralioh does nol ncreass with daly use The mean plasra pha-macokinetic prof ie for the 15 healthy volunteers s
snowr r " gure "

Figure 1

Mean idocaine bkood concentral o 8 afrer three consacutres Oa ty apphcatians of three LIDODERM patches simuitaneousty tor 12
hours per day n heahlihy voiunteers [n 15)

H*/\ |

J [\

Plasma kocans ng mi
3 B

——+—t
"—'-...,_‘__‘__

Distnbution

When | docane § adm n stered niravencusly 10 healthv  olunieers the volume of dstnbuton s 071027 Lkg ‘mean 15 06
50 n 15} Atconcentrations produced Dy apo cation of LIDODERM Idoca e s approx mately 70% bound (o 2 asma profe ns
prnmanly albha 1 acd Jlycoproten Al M ch hghet plas™a concentral ohs [1 1o 4 gl of [ oe Dase' the plasma proten

bndng of ' coca ne s ~oncentrat on gepende [ Lidocane C°0sS#3 *ha placental ang Dlood brawn bamers pres ably Dy Dass ve
d flusio

=~



Matabof sm

I* 13 ¢t known f idoca ne s metaboi zed N the Skin Liooca ne s metabohzed rap dly by the kver 10 3 nUMDe O metano "es
nct d ng Mo oethylg ye nexyl dige (MEGX) anc Glyc ne yta oe (GX) poth of whch ha e pnammacoloQic 3¢t My S 3 10 O { ess

potent than 1~at o' idocane A mnor meabciite 26 xy'd ¢ has unanNown phamhaceoiGg C actvay bul s Ca~ ooenc  rars

The blood concentration ot th s Metadoi*e 8 1egi g dle tollow rg app) cat on of LIDQDERM (idoca ne pat*r 5%) Fo ow ¢ nra
enous agmiris'rat on MEGX and GX concentrations n serum range tromr 11 +g 36% and from 510 11% of lwocane ~a ce 172
tions respec ely

Excretion

Ligoca ne ang s mMetaboines are 8 cre‘ed Dy the xigneys  Less than 10% of | aoca ne 15 excrwted u changed The hait e ct
hdoca ne &' m nat on from the pasma followirg IV agm mistrat on s BY 10 149 mautes imean 10™ 22 S0 r 15) Tne sys'e™ -
clearance $033t0 09 L/mintmean 064 x 01850 n  15)

CLINICAL STUDIES

S ngle-dose treatment with LUDODFRM was compared 1o treatmer! with  eh ¢le patch {without hdoca rel and *0 no 1 eat-nent
[ctserval on onlyl © a double Bind ~moasaver ¢l ncal tnal win 35 post herpet ¢ neyralg a paterts Fan mens 1y andoan el el
SCO es were e 3 Latec pencdically for 12 nours ' 'DODERM per'ormed statistically berer than  ehicie pa3'~F rerns of ~an
mtens ty trom 4 t0 12 hours

Mult ple-dose two-ween treatment with LIDCDERM was compa ed 10 efcle Datch (wito 4 lcoca el i 3 deub'e bing
crossc er ¢l mcal 1nal of withdrawal type Jes gr ~ondur-te~ r 32 Dat erts whc wee consiCeed A3 respo ders *c the open lape
use of LIDOOERM pno to the study The ~onstart *ype of pa n was evaluated but Nt the pan nOduced Dy SECSOry ShImu {dyses
thes ai Staust ca'ly s gnrcant critererces favonng LIDOCERM were observed nierms ot tme o exit from *he tral (14 ersys 38
cays at p value 0 001) daly average par rele’ and pat ents Dreference oF treatmenr Aba t hatl of e cate~ts also too c al
mec cat on commenly used n the treatment of pOs* herpe' ¢ ne ralga The ex'ent ot use of coNcom *an* mecd caton  as sumilar
r the twd treatment groups

INDICATION AND USAGE
'ICOTESM s nc cated tor rehef of pa - as3oc ate” wek post herpelic neuralga  should be appl ed only 10 INtact shan

CONTRAINDICATIONS
VNS GERM s cont and cated n pat erts with @ knowr b s*cry of sensitivity (o 0¢al a~es*herics cf the am de type D tc any otner
cer~o ent of t*~e Lroduct

WARNINGS

Acc dental Exposure in Children

E e~ a 'sed L"OODERM pasch canlz 5 3 arge amcurt o | coca ne (a1 least 68% m~1 Tre polertal# s's'o asmarcrido a
pet i~ su'le se ~us adve se & aCis bom hew o rces n-a ew o used LIDCDTSM ~aimn arnough 'te sk wrh ths fo
ruato ras Ao been eva at~' H s mportant 'or paters '~ store angd d spose gt LIDODERM owt of the reach of ch idren
and pets

Ex~essive Dos ng

Excess e dos ¢ by apolyng LIDCDERM to lare areas o for longer tar the recommended weanng *me could resuh n
rc mase~ absorpt o of | aoca ne and 1 gn blood concentrat ons ‘ead G '~ se ous ad erse eMec's 1see ADVERSE REACTIONS
Svsier ¢ Feac’ o s° Lidocane 1ox city could De expe~teg al doca e bload ~cncent 312 s anc e 5 ug'm'  The blooc =0
ce “atc &' chcanme s oetern ed ~y(he 73'e o' systemc abscrpton ard el raton Longe Jduatge 2! 3pd caten apo ca
== g'mnog 3 theg eromrendec umne ol S3%vhes 5Ta erpaie 13 0 TIDa ec e mnatc Tavarco 1 Du'eto Ceasrg
the = ~0~ ~5 cent*aton 9! Igocane ¥in e-om-erge~dos -~ of ' DOTEPM “re a erage peak Loo~ co cent a0 S acou*
C 13 ur ML Du* ¢an~entrat ons A gre ‘rar 025 g mL ra e beer coserved nscre n¢  duals

PRECAUTIONS

General

Hepatic D sease

Pat e 13 with severe heoatic ¢ sease are at greater nsk of develop ng *cxic blood concen'rations of | docane because of ther
Inab ty to metabeize hidocaine normally

Allergic Reactions

Pauents allerg ¢ 10 pa a aminobenzoic ac d den alves (D SCane levacane benzocame et~ ) Nave not shown Cross sensdviy
to docare However LIDODERM should be used wth caution it pat ents with & h stcry of Crug sersitivit es  especiaily if the e
clogic agent 3 uncertain

Non mtact Skn
Appl cation to broker or Inflamed sk n athough NOL tested may result N h gher bloga concentrations af | cocane from increased
absorpion ' IDODERM 13 only recommended for use on ntact skn

Eye Exposure

The ~ontact of LUDODERM with eyes although not siud ed should e 3vo ded based on the find ngs of severe 4ye rmaton with
the use of s mlar products n arwnals it eye ~ONtag’ dccurs mrediately wash out the eye w th water or saine and protect ihe
eve untl sensation retumns

Druq Interactions

Antiarmhythme

LIDOCERM shouid be used with caut or n patierts reces mg “lass | antiarrhy*'nm ¢ drugs (such as toca n de and Mexiigline) mnce
the foxic efects are addrive and potennally synemis ic

Local Anesthetics-

when LIDODERM 15 used concomitartly with othe products conta nng local aresthehc agents the amourt absorbed from all
fornulat ons must be conmdersd

Carcincgenesis Mutagenesis imparment of Fertiny

Carcinogenesis.

A miro” metabolte 2 6 xyl dine has been found to be carc nogenic n rats  The bicod concentrat on of *h s metabol te s negl
gible folliow ng applicat on of LIDODERM

Mutagenes 5.

Lidocaine HC' s nol mutagenic n Saimo ella/Mamma’an M Crosome Lest rof C'astogen ¢ » oh Sricsorme aberrat on assay wih
hurman lymphocytes and mouse m crenucleus tes

impa rment of Fertiy
The eftect of LIDCCERM on terity has 20t Deen stucied




Pragnancy

Terstogenc EMects. Pragnarncy Category B

LIDOGERM 1l doca ne patch 5% has not been studied 1 pregnancy Reproduction stud e3 with hdoca ne have beer performed n
rats a1 doses up 1o 30 MG/RQ subcLtanecusly and ve revaaled Ne evidence Of harm to the felus O # 10 boocane The s 3
however no adequate and well controied 3'ud 8s 1 Dregrart women Because &h Mal "eoroduct On $tud &3 are not Alwavs p ¢
dictrve ol human response LIDODERM should be used qunng pregnancy onty ff clearty needed

Labor and Deivery

L'OCDERM nas not been studied in labor ano deivery Ligoca ne 13 not contra ndicatec in tabor ard de! e~y Sno 19 LIDODERM
e used concomtantly wiih Other progucts cortair ng idocine Wtal doses coninbuted Dy aif formuiat ons Must be consiered
Nursing Mothers

HDODERM has not been studied m nursng mothers Lidoca ne s excreted it human m ik and the m k plasma r3i o of idocaine
5 04 Cavuon shoutd be exertised when LIDODERM 13 adm rustered 1c a hursing wornan

Pethatnc Uss

Satey and sffectiveness 1 Dacatne patients have not been sstablished

ADVERSE REACTIONS

Localzed Reactons

Dunng o mmediately aher treatrment with LIDODERM Midocaine patch 5%) the s n &t the sre of treatment may cevelop ery
thema or ederd or May be the locus of abnormal sersaton These reactions are generally mid and trans ent resolv ng sponta
neously with it 3 lew m rules *o nours in chn cal S0 o3 with LIDCDERM there ware no sericus reacs ans repore” One our of
150 suppects in & three-week 3tudy was discontnued fram reatment because of a sk n react on (erythemna ano b es)

Allerg ¢ Reactions

Allerg © anc anachylactowd meactions associsted wrh idocaine although rare can oc—r They are charactenzed by urt cana
ang cedema, bronchofbas™ and shock H they accur they should be managed by con ent onal mears The getect on of sens

Irv 1y by shun lest ng 13 of poubtful vae

Systemic {Dose-Related) Reachons

Systemc ad e se reactions foliowing appropnare use of | IDODERM are unl kely due 10 *he small cose absardeg isee CLINICAL
PHARMACO! OGY Pharmacokiret csi  Syste~ic adverse eflects of 1coca ¢ arm sim lar © na*ure tc t~0se obse~ved wrn ~the
amide local anesthetuc agents inc'ud ng CNS e craton and/or cepreason (ight neadeqness nervousness acp ehenson
e.pho a corfus or €z ness crowsness trafus Burmed or Joub e vaon vyemtn~ secsatons of heal colc o Numrbness
P ICh ¢ tremcrs CO vuls ONs UrCONSC Qus ES3 resD ra'cry CeDress o~ arcd alres’|l Zx~-~at~r- CNS rea~1ons —ay be bne’
nct occur ara” n whon case ke first ran fes a' ¢ May De QrowsIress Merg rg N2 c~NSC O SNess Tarr ~ ascu ar Mar tes
tatons Mmay ncluce bradvcard:z nysorers on and catt o asculdr collacse kadng "o a es

OVERDOSAGE

Lidocane overdose from cutaneous anso—tcA $ rare Sul zould oc~ur H there s a y suspico  of | docane overdose (See

ACVERSE FEA IONS Systemc Reactions: Crug tloog ~oncentra’ of s7oule be ~ner~xeC ~he management cf o emcse
c'udes ~105e Montonng Suppor e care arc svim~1o=at - wea'men- D alvss s of neg'g ~le vaue n *he trearne~t of acute

overdose wrh ldoca e

In the atserce of Mass: e 10p cal o eracse cr oral nges® cr evaluat on of symptoms of ta ¢y sho 1d nc'ude cons aerat o1 of
othe etooges I~ thecl Gcal efecls o o erocsage 'ror otne sources ot WOCCane G Othe 'OCal anesthe’ cs

The ora’ " Dgp of "Ooca ne HC' s 455 (346-773i mg/ug "as 'Te san)  non fastec femaie rats a d 21~ {153 324) mg/kg tas the sa™
fas'e” termae rass wh ¢~ are equvaler* 'o roygrly 4000 mg ang 2000 mg respe-t ey n 57 10 7" kg Man basec on “re
&g Jecr s Tace drea Cosage ~DNvers on fa—icrs bel een Spec &5

DOSAGE AND ADMINISTRATION

Apoly LIDOCESM to imac* skn to co ¢f the most ganful srea. Apply up to three patches only once for up to 12 hours withn a
2* hour pe o0 Palthes Mmay e cul in1o sraller wizes wiih $C 350rS Drior 10 removal of t~e e ease iner Cloth ng may be wom o er
‘re area of appiicator  Smaller armas of “raatme~t are recormende~ n 3 deb I1a"ea pauert or 2 pa* enr with mpa red el mmnation

H irntat cr or a burmirg sensation occurs dunng Appl caton remove the paichiesi anc co not reapply until the imtation subs des

When LIDODERM 15 used concomitantty wih other Droducts comtain ng iocal anesthet c agents the amount sbsorbed from all
formulat ans rrust be cons dered

HANDLING AND DISPOSAL
Hards should be washed after the hanal ng of LIDODERM and eye contact w th LIDCDERM shouid be avorded The used patch
shouild be mmaediately disposed of m such a way as to prevant it3 access by children or pets

HOW SUPPLIED

LIDODERM (hdocane patch 5%) = avalabie as the todowing

NOC 63451-687 06 resaalable envelope contanng S patcres {10 cm x 14 &m) box o' B envelgpes
KEEP ENVELOPE SEALED AT ALL TIMES WHEN NOT IN USE

Store at 25°C (77°F) excuruons permutied 10 15 30°C (55* A6°F) [See USP Comrolied Room Temperature}




®

TEIKOKL SEIYAXU COLTD
Manutactured for Sanbonmatsu Kagawa 769 2605
Endo Pharmacauticals Inc Japan
Chaggs Ford Pennsyivara 19317

LIDODERM® 13 3 Reg stered Traoemark of Hind Heam Care Inc

Copyngr® Endo Pharmaceuticals inc 1999

Prmted 1n Japan 6424 01/March 1999
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