PETITION FOR PARTIAL EXEMPTION FROM
SPECIAL PACKAGING REQUIREMENT

AUGUST 14, 2000

7P oo

MFR/PRVLBR NOTIRIED /% {
No Comfments maji
f_-‘__

Comments attache
2 z g2 Excisigns/Revisions
€x7 Mas not requested

jurther notice




JAMES R PHELPS
PAUL M. HTMAN
ROBERT A DCRMER

- STEPHEN H MCNAMARA

ROGER C. THIES
THOMAS SCARLETT
JEFFREY M GIEAS
BRIAN J QONATO

FRANK J SASINOWSKI
DIANE B MeCOLL

A WES SIEGNER JR
SAMIA N RODRIGUEZ
ALAN M KIRSCHENBAUM
DOUGLAS B8 FARQUMAR

LAW QFFICES

HYMAN, PHELPS 8 MCNAMARA,

730 THIRTEENTH STREET N W
SUNITE 1200
WASHINGTON D C 2000Q5-5329
(202t 737 3400

FACSIMILE
(202) 737 -232%9

2802 MAIN STREET
SUITE 830
IRVINE CALIFORNIA D2814.4280
P49 3537400

PC

MARY KATE WHALEN
OF Couwsct

JEMNIFER B DAVIS
FRANCES K wu

DAVID B CLISSOLD

KATE DUFFY MAZAN
HOLLY M BAYNE
CASSANDRA A SOLTIS
JOSEPHINE M TORRENTE
MICHELLE 1. BUTLER
PATRICIA A A VANSTORY
THOMAS R GIBSON

PﬁOof/

~OHN A GILBERT JR
JOHN R FLEDER

: ROBERT T ANGARCLA

FACSIMILE

(P40 353.743] o

9435~ 996] -y 'E
oo cam DIRECT DL 202) 73 Ea290

August 14, 2000 / \ é‘ =3

o A

etz = Tz

$?~ﬁ o Com A a“ac .U '—{'1]

N W PO \05 >

Office of the Secretary aed® Com ™ el 8% 5 E

* Consamer Product Safety Commussion / t*“‘i\\as “; @ W 2z

- 4330 East-West Highway ¥ ek © < 29

Room 502 Ld

Bethesda, Maryland 20814

PETITION FOR PARTIAL EXEMPTION
FROM SPECIAL PACKAGING REQUIREMENT

Pursuant to Part 1702 of the Commission’s regulations at 16 C F.R., and on behalf of
Endo Pharmaceuticals, Inc (“Endo™), Chadds Ford, Pennsylvama, the undersigned file this
petition for a partial exemption from the special packaging requirements the Commussion
_ seeks to enforce agawnst Endo’s prescription drug product, Lidoderm® (idocame patch 5%).
The justification for the partial exemption 1s that 1t 15 not practicable to market each
Lidoderm® patch mn a child-resistant envelope, as the Comrussion staff have requested.

. - LIDODERM®

A Product and Packaging Description

Lidoderm® is comprised of an adhesive material attached to am
whﬂ release iner The release liner is
.= removed pror to applying the adhesive side of t€ patch to the area of the body to be

treated
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Lidoderm® is a unique patch. The active ingredient, 700 mg of lidocaine (50 mg per
gram of adhesive), is unuformly 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 lidocaine. This proprietary system is unique 1n the United States and no other legend
pharmaceutical patch is produced in this manner Other patches may have reservoirs or
matrixes that contain the active ingredient. These systems may release all of the active
ingredient if damaged.

When Lidoderm® 1s applied directly over the affected area, low doses of lidocaine
diffuse slowly from the adhesive layer and mto the epidermal and dermal layers of the skin
Three Lidoderm® patches will give a peak plasma level of 0 13 ug/mL A blood level over ~

3 ug/mL 1s required for analgesia. The suggested mechanism of action of Lidoderm® 1s the
blockage of sodium channels m damaged nerve fibers Lidoderm® will cause a reduction of
pamn (analges:a) without significant numbness (anesthesia). Thas 1s in direct contrast to the
EMLA® lidocamne patch and topical idocame 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) This is
substantially larger than most patches in the U S market For companson, the Cataprf:s®
(clonidine) patch 1s 0 6 square 1nches, the Nicoderm® (mcotine) patch 1s 1 6 square inches,
the Durages1c (fentanyl) patch is 3 4 square inches, and the EMLA® (lldocame) patch 1s
6 25 square mnches Lidoderm® also differs in that it 1s very pliable 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 mnside a resealable foil envelope
The foil envelope must be resealable to mamntain the integrity of the product, as no more
than three patches are recommended for use within a 24-hour pertod, and there are five
patches in each envelope. Six envelopes are contamned mn one carton. The specifications
for the patch, the envelope, and the box are mcluded as Attachment 1. One sample of the
product as packaged (i e., carton with six envelopes mside) 1s mncluded as Attachment 2.

Lidoderm® is manufactured m Japan by Teikoku Seryaku, Co , Ltd. (“Tetkoku™).
Tetkoku is the only manufacturer approved by the Food and Drug Administration (FDA)
anywhere 1n the world to manufacture and supply Lidoderm® for the U S. market. Endo 1s
the exclusive distributor of Lidoderm®mn the US 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 History

On October 24, 1995, FDA designated Lidoderm® as an “orphan drug” for the relief
of allodynia (pamful hypersensitivity) and chronic pain m post-herpetic neuralgra (see
Attachment 3). An orphan drug is a drug intended to treat a rare condition that affects
fewer than 200,000 persons m the U S, or affects more than 200,000 persons but for which
there 15 no reasonable expectation that the cost of developmng 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 mcentives > Without these
economic mncentives, the rare condition would go untreated with drugs Attachment 4
explains in more detail the nature of orphan drugs.

FDA approved Lidoderm® for marketing for the relief of pain associated wath post-
herpetic neuralgia on March 19, 1999 (see Attachment 5). The FDA-approved package
msert for Lidoderm® 15 Attachment 6 Endo began marketmg Lidoderm® on September 15,
1999, and 123,572 cartons have been distributed since then

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

C Patient Need for Lidoderm®

At
v.:

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

: 21 USC §360bb(a)(2)
2 See,eg,21USC §360cc

" il



Consumer Product Safety Commussion HYMAN, PHELPS & MCNA_MARA; P,C

August 14, 2000
Page 4

most commonly defined as pain persisting or recurting in the region of herpes zoster
(shingles) eruption at least one month after the rash has healed.?
%

Postherpetic neuralgia 1s charactenzed by three types of pam: (1) a constant, deep,
achung or burning pam, (2) an intermuttent pamn with a sharp, lancinating or jabbing quahty;
and (3) a dysesthetic pain provoked by normally mnocuous stimuli, such as light touch,
heat, or cold (allodyrua), that lasts well beyond the duration of the stmulus (hyperpathia)
Paradoxically, in addition to this painful hypersensitivity, patients with postherpetic
neuralgia may develop concomutant sensory deficit, experiencing, for example, a sensation
of numbness within the painful area. These sensory abnormalities may extend well beyond
the Boundary of the imtial herpes zoster eruption.’

The nisk of developing postherpetic neuralgia mcreases with age, and the elderly are
at a greatly mcreased risk. Approximately 27% of patients over age 55, 47% of patients
over age 60, and 73% of patients over age 70 develop postherpetic neuralgia after having
shingles 5 Thus, the vast majonty of patients who use Lidoderm® are the elderly

Because the pam of postherpetic neuralgia may become wtractable over a period of
months to years, postherpetic neuralgia can prevent patients from camrying on normal daily
actrvities such as dressing, bathing, grooming (due to tactile allodyma), traveling, shopping,
and cooking Tactile allodynia may result mn such unbearable pain that patients are unable
to wear clothing on the affected body part, potentially restricting their ability to venture
outside the home and contmbuting to their social 1solation The cumulative effect of these
factors 1s a significant reduction 1n the patients’ quality of life and increased use of
healthcare resources.®

Because of the complex etiology of postherpetic neurélgla, 1ts treatment has

.. tygically'mvolved the empirical use of traditional analgesic and anesthetic drugs, opioids,

3 Irving GA, Wallace MS, Herpes zoster and postherpetic neuralgia In Pam Management
Jfor the Practicing Physician 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
Engl JMed 1996,335 32-42
s Schmader K Postherpetic neuralgia in immunocompetent elderly people Vaccine 1998,
16 1768-1770

-
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capsaicin, and neuroactive agents such as tricyclic antidepressants and antiepileptic drugs.
Variable success has also been reported wath transcutaneous electrical nerve stimulation
(TENS), nerve blocks and, as a last resort, surgery."T However, none of these medications

. or thefapeutic modalities have been approved by FDA for the treatment of postherpetic
neuralgia.

- Lidoderm® 1s the first and only treatment approved by FDA specifically for the relief
of pain assoctated with postherpetic neuralgla With 1ts umque delivery system, and when
applied directly to intact skin, Lidoderm® penetrates the skin, soft tissues, and peripheral
nerves without producing chnically sigmficant serum drug levels and with little nisk of
systemmuc side effects or complete anesthetic block

With few side effects, Lidoderm® can fill some of the tremendous need for pain
relief that exusts i this patient population. As confirmation of this unmet medical need,
Attachment 7 consists of several histonies of sufferers of postherpetic neuralgia who
participated m the chimical tnals for Lidoderm® and whose pam was significantly reheved
by Lidoderm®, as well as some testimonuals of new patients since launch.

D How Lidoderm® 1s Used

Upon reactivation, the virus that causes shingles wall spread along a nerve to the
skin, erupting 1n multiple places along the skin following the entire nerve This broad
distribution of pain may require up to three patches to cover as much of the painful areas as
possible

The recommended dosage 1s up to three patches, once for up to 12 hours, within a
24-hour period. Typical parts of the body where Lidoderm® 15 applied are as follows
torso, >50%, face/eye area, 20%, lower back and neck, 20% In addition, as seen in the
followng figure, significant portions of patients have pain for longer than one year ®

...

7 Gershon AA Epidemiology and management of postherpetic neuralgia Semin Dermatol

i996 15 (suppl 1) 8-13
De Moragas JM, Kierland RR, The outcome of patients with herpes zoster Archives of
Dermatology 1957, 75.193-6
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Figure 2 Patients with Post Herpetic Neuralgia
lasting over 1 year

80%

70%

60%

50%

40% —

30% P

20% d

10% .§ﬂ/’———_.’/ )
0% t } : } } t !

ot T —

Less 20-29 30-39 40-49 50-59 60-69 70 or
than 20 more

Percent of patients

Age

11 REGULATION AT ISSUE

On Apnl 10, 1995, four years before Lidoderm® was approved for marketing, the
Commussion published a final rule (effective April 10, 1996) providing that “products
contamnng more than 5 0 mg of hidocaine in a single package (i e, retail unit) shall be
packaged” m child-resistant packaging.’

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

9

. 60 Fed Reg 17992, codified at 16 C F R. § 1700 14(a)(23)
10

57 Fed Reg 34274 (Aug 4, 1992)
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Packaging Act (PPPA) only with respect to (1) the following dosage forms: “creams,
omtments, gels, jellies, viscous solutions, liquids, sprays, aerosols, and myectables,” and (2)
the following types of packaging: “tube packaging,” “squeeze or pump bottles,” and
“aerosol sprays ”!! The Commission considered also prefilled syringes and a product “mn a
foul packet contaming 1/8 oz of gel.”"?

Because the findings required by the PPPA were not made with respect to idocaine
patches, and based on well-settled principles of admmmistratrve law, we concluded that the
regulation could not be construed to apply to lidocaine patches, either reasonably or legally
In addition, on December 10, 1998, a representative of this law firm discussed the
applicability of the regulatton with a member of the Comrmussion’s staff, who was identified
as the contact person for the child-resistant packaging regulations We were informed that
the standard for hdocaine products was not mntended to apply to lidocaine patches because
they were not on the market at the time the standard was proposed and finalized. The
staffer added that the Commission was “m the process of formulating its policy on patch
products ™

«~.  Thus, even after consulting with Commussion staff, Endo had no reason to believe
that the standard would apply to lidocamne patches However, 1 a June 14, 1999 letter to
Endo, the Commussion staff stated that Lidoderm® was required to comply with the
standard

III. INAPPLICABILITY OF REGULATION TO LIDOCAINE PATCHES

In previous correspondence, Endo has explamed the bases for its position that the
standard legally cannot be mterpreted to apply to lidocaine patches, that the Comrmssion
does not have statutory authornty to enforce the standard against idocame patches, and that
Endo’s Lidoderm® therefore is 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 petition, and incorporated by

e reference

s

”,,_" See, e ¢, 60 Fed Reg at 17993-94, 18002-03
2% 1d at 17994, 18001
13 -

The Commuission sfaff have indicated that we misunderstood the statements that were made
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IV ENDQ’S VOLUNTARY COMPLIANCE

©
Despite the mapplicability 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 admitting the applicabulity of the regulation to Lidoderm®, Endo petitioned for a
stay of enforcement, which stay was granted by letter of June 2, 2000

As an mntenm (short~-term) voluntary compliance measure, Endo has obtained child-

resistant recloseable pouches. A sample of this pouch is enclosed as Attachment 10
~Effective August 1, 2000, each carton of Lidoderm® shipped to customers contans one of

these child-resistant pouches. Endo has sent a letter to pharmacists (Attachment 11)

mfomung them of the availability of the pouches, and mstructing them to dispense ,

Lidoderm® only n the child-resistant pouches Each child-resistant pouch can hold six

Lidoderm® envelopes, which 1s the current average prescription size. In additior, a

statement was added to the Lidoderm® carton and the child-resistant pouch to emphasize

that the product must be dispensed n the chuld-resistant pouch (see Attachments 10 and

12)

In exploring a permanent voluntary compliance measure, Endo considered
packaging the five patches m a resealable, child-resistant envelope However, no such
packaging 1s currently available As explained in section V of this petition, 1t 15 not
practicable to package each Lidoderm® patch m a chuld-resistant envelope Thus, as the
permanent voluntary compliance measure, Endo has determuned that the only viable
alternative 1s to replace the current carton with the child-resistant pouch that is now bemg
included mside the carton. The child-resistant pouch would be labeled wath the same
mformation that now appears on the carton.

A detailed timeline has been developed for unplementing thus permanent solution
(see Attachment 13). Tlus permanent solution can be implemented, and product i1t a child-
resistant pouch can be available to customers, by May 31, 2001 This would elggnate the
need for the pharmacist to place the product mn a child-resistant container, as all Lidoderm®
would be supplied 1n a child-resistant pouch contarmng 30 patches (six envelopes). The
labeling would also be revised to mstruct patients to always store the envelopes mside the
child-resistant pouch.

For this permanent solutl Telkoku the manufacturer, will need to purchase a
heat-sealing machine at a cost ol BT 1re- heat-sealing machine 15
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necessary to seal the child-resistant pouch once the envelopes are placed mside it The
child-resistant pouch will be supplied to Teikoku with the zipper 1n the closed and locked
position, with the top of the pouch left open. Teikoku will place six envelopes into the
child-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 contaiming five patches)
mto the child-resistant pouch is estumated to be increase over the current cost of
goods, due to the additional labor and matenal cost. Addittonal labor 1s necessary because
the current method for packaging the envelopes into a carton 1s not the same method used =
to place the envelopes into the child-resistant pouch method

Currently, as the envelopes come off the packaging/sealing line, they move on a
conveyor belt where they are manually placed directly into the carton, the carton 1s sealed,
and placed into shippers (cardboard box contamning sixteen cartons) To package the
envelopes imto the child-resistant pouch, the envelopes must be first transported to a
different room which houses the heat sealing machine, because there is no space for the
heat sealing machine in the room currently used to package the envelopes mto cartons The
child-resistant pouches then must be manually and mdividually 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 mto a shipper. Teikoku estumates
that thus procedure 1s more labor intenstve, will take longer, and therefore will be more

expensive to complete In addition, the cost of the child-resistant pouch 1s estimated to be
ﬁvhereas that of the carton 1s o

Additional burdens tc_a making these changes to the packaging process would be the
required notifications to FDA relating to the changes m the secondary packaging and the
use of an additional room for heat-sealing the pouches

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

V # NEED FOR RELIEF

The Commusston staff have informed Endo that each patch of Lidoderm® must be m
a child-resistant envelope. This 1s apparently based on the definition of “package™ m the
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PPPA, which refers to the “immediate” contamer '* Endo has determined that the costs
involved i this approach will be prohibitive

.‘.

Teikoku has assessed the feasibility of packaging each Lidoderm® patch 1n a child-
resistant envelope and informed Endo that 1ts current equpment cannot accommodate the
thucker child-resistant material that 1s used for packaging the EMLA® patch. * The

- EMLA® material is thicker and less pliable than the material used to make the Lidoderm®
envelope Terkoku has four machines that have been validated to package Lidoderm® n
the current envelopes If Terkoku were to package each Lidoderm® patch m a child-
resistant envelope, Tetkoku would need to purchase four new envelope-processing
machmes capable of handling the chuld-resistant matenal Teikoku estumates that the
capital cost alone for these new machines would be'giiill )
machine)

Teikoku would also incur the costs for re-engineening the plant to accommeodate the
new equipment, performing mstallation qualification, performance qualification, and
operational qualification, repeating stability studies 1n the new matenal, and submutting

these data for prior approval to the FDA. These addityppal costs are esttmated at half a
mllion dollars. The total estunated cost would b“tokeu down as follows

Activity

- Purchase three new machines
.- | Manufacture three FDA submission batches )

Extended specification comphance testng on aljzl

three batches
Accelerated stability testing
Real-time stability testng
+/- 10%

-3 O

Total

"o~
Manufacturing and packaging one patch per envelope would result in an increase of
“.n the cost of manufacturing Lidoderm® because there would be significant mcreases

14

L I15USC §147109)

The Commussion staff have informed Endo that the EMLA® patch 1s contained 1n a child-
reststant foil packet

[
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m the amount of labor and matenals (five envelopes with one patch each versus the current
one envelope with five patches). Tetkoku estimated that the labor would increase from four
days to 20 days of production to manufacture and package an equivalent amount of patches
.If thus approach for packaging Lidoderm® were to be taken, Endo would mcur a negative
'proﬁt margin at the current price of Lidoderm®.

Currently, Tetkoku has the capacity to manufacture 700,000 patches and package
140,000 envelopes in one day The process for manufacturing 700,000 patches includes
manufacturing 14 batches (700 kg) of "lidocame paste” and applying it to the patch matenal
m a single day The process includes an overmght curing time before the patches are put
mnto the envelopes. The patches must be packaged in the envelopes within 24 hours of
bemg manufactured After the Lidoderm® patches have cured overnight in stacks of five, ,
each stack of five patches 1s placed imnto an envelope and sealed.

If Teikoku were to manufacture and package one patch per envelope, only 140,000
patches could be made mn one day because of the limitation 1 the capacity to package
140,000 envelopes per day Thus, 1t would take five trmes as long to produce an equivalent
amount of product under the one-patch to one-envelope scenario (700,000/140,000)

Teikoku allocates four days 2 month for the production of Lidoderm® Thus, 1f each
patch must be packaged in 1ts own envelope, an additional 16 days would be needed to
produce the same amount of Lidoderm® currently produced These additional 16 days are
not available because other Tetkoku customers use the remamder of their production time
each month It would be an undue burden for Teitkoku to accommodate this kind of change
in their production schedule or take time from other customers’ production needs In
addition, Tetkoku, the only FDA-approved manufacturing site for Lidoderm®,'® 1s not
willing to transfer this manufactunng technology to another manufacturer since the
manufacturing process 1s proprietary technology belonging solely to Tetkoku

The above discussion does not even take wnto consideration that existing child-
resistant envelopes might not prove switable for Lidoderm®, as no testing has been done to
make this deterrunation. Due to the umiqueness of the Lidoderm® technology, what might
be suitable for other lidocatne patches, or for other patch products in general, mght

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

that FDA has approved as part of the new drug application for the product
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&

nevertheless fail to adequately protect the mtegrity of Lidoderm® or might wnterfere with 1ts
intended storage or use ”

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

Therefore, the only permanent solution that would allow Endo to continue marketing
the product 1s to manufacture and seli Lidoderm® 1n a child-resistant pouch contamning six
envelopes, each envelope containing five patches ) ,

VI. NO CHILDREN POISONINGS WITH LIDODERM®

Nerther Endo nor Teikoku has ever recerved a report of a child being prescnibed
Lidoderm® No adverse events or accidental exposures attnibuted to children have ever
been reported. The world literature 1s bereft of any reports of Lidoderm® poisoning The
American Association of Poison Control Centers mformed Endo that, as of August 9, 2000,

there were no reports of overdosing, accidental exposure, or poisoning by children with
Lidoderm®

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

Lt

17 One of the findings that the PPPA requires the Commussion to make in order to impose a

special packaging requirement is that the special packaging be “appropriate ” 60 Fed Reg at

80029 Appropriateness” exists when packaging complymg with the standard will adequately

Psrotect the integrity of the substance and not interfere with the intended storage or use J/d
1992 Brefing Package for lidocaine products, at 56
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admunistration of a liqud preparation to a five-month old child " Thus, skin contact with
Lidoderm® should not present a risk of serious myury or illness to a chuld %

In addition, unlike other dosage forms of lidocaine (creams, omtments, jellies,
Ligyuds, sprays, which were the dosage forms evaluated by the Comrmussion in the
rulemaking for lidocaine products), access to lidocame from Lidoderm® 1s not easily had
Achild would need to chew or suck on a portion of the patch (which is too big to be placed
entuely 1n the mouth) for a certain amount of tume before any idocame would begui to be
absorbed through the mucosa of the mouth or swallowed. As explamned above, there 1s no
readily-available “reservorr” of lidocame m Lidoderm®—the lidocaine 1s embedded 1n and
part of the adhesive to control 1ts release from the patch Thus, Lidoderm® does not present
the same degree of poisoning risk to children as other lidocamne products ,

VII. THE COMMISSION HAS AUTHORITY TO GRANT THIS PARTIAL
EXEMPTION

Both the Commussion’s regulations®! and the legislative history of the PPPAZ
provide that the Commussion has broad discretion to “exempt categories of substances
subject to special packaging requirements” and “provide such exemptions while prescribing
such special packaging requirements” or by subsequently amending the prescribing
regulation. The Commussion also has power “to determine specifically the parameters of
special packagng "%

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 explamed in this petition perfectly illustrates the importance of these
considerations Congress did not intend to authonze the Commussion to destroy the

9 Id , at 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 poisoning (non-ingestion), although this 1s not clear
I6CFR §17021
H Rep No 91-1755 at 9 (1970)
S Rep No 91-845 at 9 (1970)
- 15U SC §1472(a)(1)

22
23
24
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viability of a product or to take a position that has the practical result of “banmng” a
product, particularly one imntended to ease human suffermg

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

Respectfully submutted,

HYMAN, PHELPS & MCNAMARA, P.C
Counsel for Endo Pharmaceuticals, Inc.

o \A_Qoug(\)

By Sarma N Rodrniguez

SNR/dng
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LIDODERM® . ENDO LABORATORIES

e * LIDODERM"
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iAo Endd Pharmaceuticals hic. __._.___.."___._.m_xaxc SEIYAKU CO, ..._.u
: .7+ ChaddsFord, PA 18317




BACK OF BOX

ENDO LABORATORIES

LIDODERM

(lldocaine patch 5%]
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ENDO LABORATORIES
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FRONT OF ENVELOPE

Cut along dotted line and pull open seal
IMPORTANT
Reseal after opening
NDC 63481-687-05
ENDO LABORATORIES

&ndo” LIDODERM®

(lidocaine patch 5%)

Each adhesive patch caontains:

Lidocaine -~ 700 mg (50 mg per gram adheswe)
~in an aqueous base. Methylparaben and . -

. propylparaben as preservatwes

. DOSAGE: For dosage and full prescnbmg mformatlon,-.-
: read accompanying product information.

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

! WARNING: Package not child resistant. Keep used -
; ; and unused patches out of the reach of children and.
: pets.

. R only
T 5 PATCHES (10CM X 14CM EACH)

- Manufactured for: Manufacturedby: - '

“Endo Pharmaceuticalsinc. TEIKOKU SEIYAKHU CO.LTD .

Chadds Ford, PA 19317 Sanbonmatsu, Kagawa 769-2695 :
j S - Japan _ .




BACK OF ENVELOPE

DIRECTIONS FOR USE
Cut the outer seal from 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,

, NIRRT

63481-687-05

¥437/0B
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"~ LIST OF ORPHAN PRODUCTS DESIGNATIONS AND APPROVALS

NAME

Through Decernber 31, 1998

SPONSOR & ADDRESS
CGenerie Name DD=Dats Designated
TN~Trade Name INDICATION DESIGNATED MA=Marketing Approval
Levocarnitne Trestment of ddovudme-mduced mitochondral myopathy Sigma-Tau Pharmaceusticals, Inc,
TN= Carutor 800 S. Fredenck Avenue, Swte 300

-

Levomethadyl acetate

hydrochlonde
TN= Oriaam

Lsdocaine patch 5%
TN= Lidoderm Patch

Liothyromune sodimm myection
THN= Tnostat

Lipd/DNA human cystic
fibrosis gene
TN=

Liposomal Cyclosporm A
TN= Cyclospire

Leposomal
N-Acetylglucosmmyl-N-Acetyl
muramly-L- Ala-D-150Gln-L-Al
1 -gylcerolidpalmitoyl
TN=ImmTher

Lrposorpal
N-Acetylglucosmunyl-N-Acetyl
muremly-L-Als-D-1s0Gle-L-Al
a gylcerolidpalmutoyl

TN= ImmTher

Liposomal amphotenen B
TN= AmBisome

Treatment of heroin addicts suitable for mamntenance on opiate
agonists

For relief of allodynma (pamnful hypersensitivaty), end chrome
pain m post-herpetic neuralga

Trestment of myxedema coma‘precoma

Treatment of ¢cystic fibrosis

For acrosolized adrministration in the prevention and treatment
of lung allograft rejection

and pulmonary rejection events associated with bone marrow
transplantation.

Treatment of osteosarcoma

Treatment of Bwing's sarcoma.

Treatment of cryptococcal menngiits.

APPROVED DRUG PRODUCTS WITH
THERAPEUTIC EQUIVALENCE
FVAIITATIONS

Guthersburg, MD 20877
DD-04/07/1997 MA= / /

Biodevelopment Corporation

8180 Greensboro Dnive, Suite 1000
McLean, VA 22102
DD=01/24/1984 MA=07/09/1993

Hind Health Care, Inc.

3707 Williams Rd., Sunte 101
San Jose, CA 95117
DD=10/24/1995 MA= [ /

SmuthKline Beecham Pharmactutcals
COuot Fraoklin Plaza

PO Box 7929

Philadelphia, PA 19101
DD=07/30/1990 MA=12/31/1991

Geuzyme Corporation

PO Box 9322

One Mountam Road
Fraringham, MA 01701
DD=04/08/1996 MA=/{

Vemon Kmght, M D.

Baylor College of Medicine, Dept. of
Molecuiar Physiology

One Baylor Plaza

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

Endorex Corp.

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

Endorex Corp.

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

Fujisawa USA, Inc.

3 Parkway North Center
Deerficld, [IL 60015
DD=12/10/1996 MA=08/11/1997
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OOPD Program Overview
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Purpose of the Orphan Products Program

The Office of Orphan Products Development (OOPD) located 1n the Office of the Commussioner, Food
and Drug Admmistration (FDA), admmnisters the orphan products development program This program 1s
essentially involved in the identrfication of orphan products and the facilitation of their development
Although the OOPD Grants Program has been expanded to include climcal studies for medical foods and
devices that meet the "orphan" criteria established by Congress, the Orphan Drug Act pertains primanly
to drug and biological products

Thus 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 1n 1984, 1985 and 1988
The use of the term "orphan”, as in "orphan drug", "orphan” disease, etc , does not actually appear in the
text of the law which focuses upon defintions of and treatments for "rare diseases and conditions”

The 1983 Orphan Drug Act guarantees the developer of an orphan product seven years of market
exclusivity followmng the approval of the product by the FDA As a result of the Orphan Drug Act, the
following procedures are admunistered by the Office of Orphan Products Development

< Reviewing and approving requests for orphan product designation

» Overseeing the orphan product program that gives sponsors seven years of exclusive marketing for
orphan products

e Coordinating research study design assistance for sponsors of drugs for rare diseases

* Encouraging sponsors to conduct open protocols, allowng patients to be added to ongoing
studies .

* Awarding grant funding to defray costs of qualified clinical testing mcurred 1n connection with the
development of drugs for rare diseases and conditions

The onginal definttion of "rare disease or condition” 1 the Orphan Drug Act was amended 1n October
1984 by P L 98-551 to add a numeric prevalence threshold to the definition

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

Prior to this revision of the Orphan Drug Act; every sponsor was required to provide financial
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information regardless of the size of the proposed target patient population A product may still be
designated as an orphan by demonstrating that the financial critenia of the law are applcable, regardless of
the number of patients affected

P L 100-290 amended the Orphan Drug Act on Apri 18, 1988, and requires that the application for
designation be made prior to the submission of an application for marketing approval, New Drug
Application (NDA) or Product License Application (PLA) Prior to this amendment, the designation
request could be filed at any time prior to FDA's approval to market the product

Section 1205 of PL 104-188 reinstated the tax credits for chncal testing expenses of orphan drugs for

the peniod July 1, 1996 to May 31, 1997 and allows these credits to be carned forward/back like some
other business tax credits.

The Orphan Drug Final Regulations were published in the Federal Register on December 29, 1992, and
became effective thirty days thereafter

-Orphan Drug Designation

In order for a sponsor to obtain orphan designation for a drug or biological product, an application must
be submutted to OOPD, and the designation approved The approval of an application for orphan
designation 1s based upon the mformation submitted by the sponsor A drug that has obtained orphan
designation 1s said to have "orphan status " Each designation request must stand on 1ts own ment
Sponsors requesting designation of the same drug for the same indication as a previously designated
product must submut thewr own data in support of their designation request The approval of an orphan
designation request does not alter the standard regulatory requirements and process for obtairung
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 varnous incentives that have stimulated a
considerable amount of interest in the development of orphan drug and biological products These
mcentrves include tax credits for climcal 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 pertod of exclusive marketing to the first
sponsor who obtains marketing approval for a designated orphan drug or biological product Exclusivity
begins on the date that the marketing application 1s approved by FDA for the designated orphan drug,
and applies only to the indication for which the drug has been designated and approved A second
applcation 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, 1988 (53 FR
38708), and the current version of these regulations are 1n Title 26, Code of Federal Regulations, Section
45¢ The Internal Revenue Service administers the tax credit provisions, and specific questions about the
interpretation of the law or regulations affecting the applicability of the tax credit provision of the Act
should be directed to IRS If more information on tax credits is needed, contact Pass Through and
Special Industnes Division, Office of the Chief Counsel, Internal Revenue Service, 1111 Constitution .
Avenue, NW, Washington, DC 20224, telephone 1s (202) 622-3120



hitp./frarew fda gov/orphan/about/progovw htm

Protocol 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
is 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 (OOPD) 1s responsible for insunng that the
request qualifies for consideration under section 525 of the FFDCA. This includes determining "whether
there is reason to believe the sponsor's drug is a drug for a disease or condition that 1s rare in the United
States " A sponsor need not have obtained orphan drug designation to recerve protocol assistance

Once OOPD determunes that the proposed compound is for a disease or condition that israre inthe U S,
the request will be forwarded to the responsible reviewing division for formal review and direct response
OOPD monutors the review process within the respective CDER/CBER reviewing division and, where
possible, assists m resolving specific issues that may arise duning the review process It should be
understood that protocol assistance provided under the Act does not waive the necessity for the
submussion of an Investigational New Drug Application (IND) by sponsors planmng to conduct clinical
trials with the product

Research Grants

The FDA, through OOPD, funds the development of orphan products through 1ts grants program for
clinical studies The Request for Applications (RFA) announcing availability of funds is published in the
Federal Regzster each year - usually 1n June Eligibility for grant funding 1s extended to medical devices
and medical foods for which there 1s no reasonable expectation of development without such assistance
Applications are reviewed by panels of outside experts and are funded by prionty score
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_{ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Admunjstranon
Rockwille MD 20857

NDA 20-612 ~ -

. MAR 19 g
Hind Health Care, Inc.
Attention: Larry Caldwell, Ph.D.
Consuitant to Hind Health Care, Inc.
3707 Williarns Road  Suite 101
San Jose, CA 95117-2017

Dear Dr. Caldwell:

Please refer to your new drug application (NDA) dated May 31, 1996, submtted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Lidoderm Patch (lidocaine patch) 5%
w/iw. Please refer to our not approvable letter dated April 17, 1997, and our approvable letter
dated December 2, 1998.

We acknowledge receipt of your submission dated January 15, 1999, Thus submission, together
with your submissions of August 30, October 30, and December 1, 1997; February 9, 1999, and
March 4, 1999, and correspondence via facsimile transmussion dated March 15 and 18(two),
1999, constituted a complete response to our December 2, 1998, action letter.

This new drug application provides for the use of Lidoderm Patch (lidocaine patch) 5% w/w for
the treatment of pain in post-herpatic neuraigia.

We have completed the review of this application, as amended, and have concluded that adequate
information has been presented to demonstrate that the drug product is safe and effective for use
as recommended in the agreed upon labeling text. Accordingly, the application is approved
effective on the date of this letter

The final printed labeling (FPL) must be identical to the submitted draft labeling (package insert
stiBfmtted March 4 and 18, 1999, immediate container ang carton labels subnutted March 15,
1995). Marketing the product with FPL that 1s not identical to the approved labeling text may
render t