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Senior Inteilectual Property Counsel
Cardinal Health, Inc.
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Dublin, OH 43017

Re:

Dear Mr. Rozycki:

We write in response to your September 13, 2003 letter notifying Medi-Flex
Hospital Products, Inc. (“Medi-Flex™) that Cardinal Health, Inc. (“Cardm&l"} has submitted an
Abbreviated New Drug Application (“ANDA”) for a generic version of Medi-Flex’s drug
product ChloraPrep® One-Step (chlorhexidine gluconate 2%, isopropyl algohol 70%).
Cardinal’s ANDA, which was assigned No. 77-271, identifies ChloraPrep® One-Step as the
reference listed drug and contains paragraph IV certifications for all seven of the patents listed
for ChloraPrep® One-Step. .

Medi-Flex believes that Cardinal may have identified the wrong reference listed drug and
provided certifications for:the wrong patents. As you know, on November 18, 2004, Cardinal
submitted a suitability petition to the U.S. Food and Drug Administration (“FDA”) with respect
to Cardinal’s ANDA 77-271 requesting approval for a change in’ ChloraPrep® One Step’s
applicator volume from 10.5 m1 to 26 m! and adding a tint ingredient (i.e., FD&C Red. No. 40)
(attachment 1). As indicated in the suitability petition, ANDA 77-271 seeks approval for a
generic product with tint. However. the ANDA relies on ChlomPrep@ One-Step, which does not
contain tint, as the reference listed drug. ChloraPrep® Qne-Step is not the FDA’s designated
reference listed drug for such tinted products. Rather, the FDA has specifically designated Medi-
Flex’s product ChloraPrep® with Tint (chlorhexidine gluconate 2%, isopropyl alcohol 70%) as
the reference listed drug for such tinted products. FDA intentionally designates a single
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reference listed drug for a product to avoid variations between generic pmducts Cardinal’s
ANDA for a generic tinted product should have relied on tha only reference listed drug identified
by FDA for such tinted products, ChloraPrep® with Tint.?

Cardinal’s apparent reliance on the wrong reference listed drug seems to be an attempt to
circumvent patent protection and Hatch-Waxman exclusivity that would otherwise apply to
Cardinal’s ANDA. Medi-Flex expended significant resources to perform clinical trials essential
to the approval of ChloraPrep® with Tint. Consequently, Médi-Flex was awarded three years of
Hatch-Waxman exclusivity, which prohibits FDA from approving any ANDA for such a tinted
product until May 3, 2008. Moreover, ChloraPrep® with Tint coritains a listed patent directed
specifically to tinted products. Complying with FDA rules, Medi-Flex listed that patent only
with respect to its tinted product and not with its untinted product. If Cardinal’s ANDA is for a
tinted product, then Cardinal’s suitability petition and designation of the wrong reference listed
drug appear to be an attempt to get around the tint patent and Medi-Flex’s three-year exclusivity.
The FDA has specifically stated that such gamesmanship is not acceptable.

Indeed, as FDA recently explained:

[T)f a tablet and a capsule are approved for the same moiety with patents listed for ~
the tablet and none listed for the capsule, an ANDA applicant seeking approval
for a tablet should cite the approved tablet as the reference listed drug. It should
not circumvent the patents on the tablet by citing the capsule as the reference
listed drug and filing a suitability petition under section 505(j)(2)(C) of the Act
and 21 CFR 314.93 seeking to change to a tablet dosage form.

Letter from Galson to Beers and Cavanaugh at 9 fn 13 (Nov 30, 2004) (attachment 2). In
addition to preventing an end-run around patent and exclusivity protections, FDA’s requirement
that an ANDA rely on the appropnate reference listed drug serves the policy goals of ensunng
that ANDA applicants do not re-prove established findings and that the FDA does not re-review
previously submitted data.

As the issues detailed above have significant regulatory and patent consequences, please
clarify whether Cardinal’s ANDA is for a generic product with tint. If Cardinal’s ANDA is for a

! See FDA’s Approved Drug Products with Therapeutxc Equivalence Evaluatxons (the “Orange
Book™) 25™ Ed. at xi. (2005).

% Medi-Flex acknowledges that ChloraPrep® with Tint was approved on May 3, 2005, several months after
Cardinal subrnitted its suitability petition requesting permission to file an ANDA for a product with tint. However,
once approved, Cardinal should have relied on ChioraPrep® with Tint as the reference listed drug or at least
resolved the outstanding patent and exclusivity issues related to the tint product (as discussed in this letter). If
Cardinal’s ANDA is for a tinted product then Cardinal’s actions may indicate an intent to end~run such protections.
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product with tint, then Medi-Flex requests that Cardinal immediately withdraw its paragraph IV
notification letter and certify to the correct reference listed drug and patents. In an effort to
facilitate a quick resolution and avoid any unnecessary litigation, we also invite Cardinal to
contact us to discuss a mutually agreeable solution to this situation.

Additionally, if Cardinal’s generic product does not contain tint and the notice letter is
deemed appropriate, Medi-Flex believes that the letter is legally deficient. FDA’s regulation
governing notice requirements specifically states that every notice must contain “[a] statement
that FDA has recelved an abbrevxated new drug apphcatxon subrmtted by the applicant

bili bi alence da

§ 314.95(c)(1) (emphasis added). See alsa 21 U S.C § 3550)(2)(}3)(xv) (reqmres the notice letter
to reference bioavailability or bicequivalence data). Contrary to FDA’s requirements, Cardinal’s
paragraph IV notice letter does not contain a statement concerning any required bioavailability or
bioequivalence data or mfonnanon Please amend Cardinal’s notice letter to meet the
requirements of § 314.95(c)(1).

In the meantime, Medi-Flex is continuing to evaluate its regulatory and patent options,
including its analysis of whether Cardinal infringes any of the seven patents identified in the
paragraph IV notification letter. Towards that end, Medi-Flex also requests that Cardinal
provide additional information concerning its product, including the product’s qualitative and
quantltanve composition, to assist Medi-Flex in determining whether any patent infringement
action is warranted. As contemplatad by the new amendments to the Hatch-Waxman Act, Medi-
Flex requests that Cardinal provide Medi-Flex with confidential access to Cardinal’s ANDA for
the sole purpose of evaluating potential infringement by Cardinal. Add:tmnaﬂy, Medi-Flex
requests that Cardinal provide samples of Cardinal’s product for an infringement evaluation by
Medi-Flex. To ensure the confidentiality of this material, Medi-Flex is willing to enter into an
appropriate confidentiality agreement and has provided a proposed confidentiality agreement
with this letter (attachment 3).

As noted in your September 13% letter, Medi-Flex has 45-days from the date of receipt of
that letter to bring suit under the Hatch-Waxman Act. Therefore, we request that Cardinal
respond to this letter by September 30, 2005.

Sincerely,

DT
Daniel E. Troy

cc: Jeffrey E. Fine, Esq.
Michael J. Gross, Esq.
Linda McBride, R.Ph.

DCE 797183v.1



ATTACHMENT 1



CardinalHealth .

1500 Waukegan road
McGaw Perk, IL 80085
8474731500

11/18/04

Mr. Gary Buehler

Food and Drug Administration
Office of Generic Drugs
Document Mail Center (HFD-600)
7500 Standish Place:

Rockville, MD 20855

Dear Mr. Buehier:

Cardinal Health is submitting this Suitabimy Petition to the FDA mquosth&g permission to file
an ANDA for a preoperative prep containing a chiorhexidine gluconate (’CHG)I isopropol
alcohol (IPA) solution with tint. More specifically, the intent of this petitxbn is to address the
change in applicator volume from 10.5 mito 26 mi.

A: Action Reqyested;

As indicated above, Cardinal Health proposes to file an ANDA based upon the reference listed drug
(RLD) ChloraPrep® One-Step chlorhexidine gluconate 2% (w/v) and: xsopmpyl” alcohol 70% (viv)
antiseptic patient preoperative skin preparation (10.5 mL) (hereinafter referred to as ChloraPrep)
manufactured by Medl-l"‘lex, Inc., (NDA 20-832) and the recent ANDA submisgion by Cardinal
Health for a similar product (ANDA 77-271). The nwketmg exclusivity of the reference listed drug
expired July 14, 2003. The specific intent of this petition is to request appmvnl for a change in
applicator volume from 10.5 mi to 26 mi.

ummmm

The active ingredients in the proposed Cardinal Health drug product, CHG anleA, are the same as
those of the reference listed drug approwd in NDA No. 20-832. The dosage form and strength of the
proposed product are also the same as those of the reference listed drug approved in NDA No. 20-832.
The inactive mgrodnents in Cardinal Health’s Prevail-CHG and ChloraPrep are presented in the

following table.
Inactive Ingredients in Prevail-CHG and Chlunl’np
Prevail-CHG , ChloraPrep® ,
Purified Water, USP ‘ Purified Water, USP .
FD&C Red No. 40 - ;
“Inactive ingredients listed on ChloraPrep labeling are provided

There is considerable commercial experience with one-step preoperative prep products containing
alcohol. As summarized in the following table, the widespread use of Povidone Jodine-plus-aleohol
based products, such as 3IM’s Dura-Prep (26 mi) and Cardinal Health’s Prevail (59 mi) and Prevail-
FX (40 ml) represent an estimated 70% of the entire preoperative prepping market.,

Hooyr- o5 & cr/



Currently Marketed Patient Preoperative Prepping

( Solutions Containing Alcohol
DuraPrep®, 26 ml Todophor and IPA (0.7% Available | 6,000,000 units est. sold
Todine and 74% IPA wiw) | annually.
Cardinal Large Aplicators | Povidone Iodine USP and Alcohol ] 1,000,000 units est, sold
(Prevail®, 59 mi; Prevail- | (Prevail: 0.5% Available Iodine and 62% | anaually,
FX, 40 ml) viv Ethanol) (Prevail-Fx: .83% Available
A Iodine and 72.5% IPA wiw)
ChloraPrep®, 10.5 ml. Chiorbexzidine Gluconate and IPA (2% | 1,500,000 units est. sold
: CHG va and 70% IPA viv) aonually.

It is speculated that thé reason for the relatively high use of products-containing more than 10.5 m! of
solution is that a majority of surgical procedures require larger volumes of solution to prep the area
of concern. The surface ares of a typxca.l human body is approximately 2800 s square inches,
(referencmg Cornell Umvm:ty webs:te  higp:/iwww-

pon/p sacalchtm). The 10.5 ml applicator covers an area of about
8. 4 square inches. lt xs evndcnt that pmpatmg a3 patxent for typical procedures such as laparoscopies
would normally require more than a single applicator. Through clinical observation and discussion
with practitioners, it has been determined that 2 full-body prep commonly uses 80 ml of
antimicrobial solution in the preparation of skin for surgery. Eight (8) separate containers of the
10.5 ml RLD wouid have 1o be opened in this case, significantly increasing the time for prepping as
well as negatively impacting the cost of the procedure. Using Cardinal Health products as a case
study, the packaging and sterilization costs are approximately half of the total product cost. In
addition, it would take practitioners extra time-and ¢ffort to obtain and open the units without
improving patient or clinician ufety Thc proposed Cardinal Health product lias been developed in
consideration of cost and convenience.

Cardinal is aware that there is concern with OR fires associated with prepping solutions containing a
high percentage of alcohol. This concemn, as well as customer safety, was taken into consideration
during the design of the Cardinal applicator. With many products on the market, notably DuraPrep
and ChloraPrep, the container holding the fluid is 2 glass ampoule, which is broken during applicator
activation. Once broken, there is no means of controlling fluid flow through the sponge of the
applicator and onto the. surgical site. With the Cardinal Health apﬁmwr system, the container for
the fluid is an HDPE bottle. Once the foil seal on the neck of the bottie is punctured, fluid can be
expelled through the neck of the bottle by squeezing or, conversely, fluid flow will be slowed
significantly by merely holding the bottle without squeezing. This applicator is the same as that of
Cardinal’s currently sold prep products, i.e., Prevail and Prevail-Fx.

The proposed prep contains 70% isopropyl alcohol, which pmvxdes fast and broad-spectrum
antimicrobial kill. Additionally, this alcobol allows for quxck dry time (2-3 minutes). Combined
with CHG, this system yields an extremely fast-acting, persistent preoperative s skm preparation.

Based on investigations, pubimhcd figures, and searches of the U.S. Food and !Dmg Administration’s
(FDA) medical device reporting databases, ECRI estimates that 100 surgical fires per year occur in
the Unites States cach year (Risk Management Reporter, Oct 2003). In conversations with Mark E.
Bruley (ECRI Vice President, Accident and Forensic Investigation), mughiy 5-15% of these surgical
fires are attributed to aloohol-bmd preps.




It has been well established that for a fire to occur, an ignition source, filel and oxidizer must be
present. Alcobol and alcohaiwbasod preps are flammable until all liquid has evaporated (Health
Devices, November 2003). Once dry, the solution is no longer flammable. Itis important to note
that the OR fires are easily prevented through education and training of proper application methods
and dry times. :

In conjunction with the concern of excess fluid being applied to the area hemg prepped, there is also
a concern that hospital linens or drapes will become saturated and wﬁl ziot be removed or replaced
prior to coming in contact with an ignition source. The proposed product label clearly wams of the
concerns with use of a flammabile solution, It also provides instructions on removal of soaked
materials and advises users to allow for sufficient drying of solutions prior to surgery. Please refer
to correspondence between the 3M' Corpontion and the FDA, dockets Mﬁugcmnt Branch (HFA-
305), dated June 15, 1995 Docket No. 75N-183H, where a detailed review of cause and corrective
action, notably awareness aﬁd mming of the professional OR staff.

In conclusion, Cardinal Health’s proposed prep product has-been deveioped to address cost,
convenience and the safety concerns of the OR staff. It is our opinion that the: proposed Cardinal
productw:thackange mpackagmgsmmlﬁmtu comparedtothe 10.5 mi pmkngmgslzeofthc
RLD is suitable to be filed as an ANDA.

By providing a single applicﬂtor conmmmg 26 mis of solutwn, the end user is cutting in half the
amount of waste. genamted during patient preoperative prepping with use of ﬂws RLD.

Not required at this time.

E Certification:

The undersigned certified that, to the best knowledge and belief of the undersigned, this petition
includes all information and views on which the petition relies, and that it includes repreasentative
data and information known to the petttmncr that are unfavorable to.the petition.

Michzel L. Groesbeck

Vice President, Quality Operations, Infection
Infection Prevention, Cardinal Health

1500 Waukegan Rd., Blglg. WM
McGaw Park, IL 60085 .
(847) 785-3267

Attachments:

Label copy for Prevail-CHG2: Bottle, Pouch, Case Label
Label copy for ChioraPrep® Bottle, Pouch, Dispenser
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@ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Servica
S ‘ ¢
T Food and Drug Administration
Rockville MD 20857
NOV 3 0 2004 T ot to- Tt
Dogald O. Beers
Armold & Porter LLP

2RE Twalfsh € N
JJ20 LWl \J“WE, A%, ¥V,

Washington, D.C. 20004-1206 -

William F. Cavanaugh, Jr.

Patterson, Belknap, Webb & Tyler LLP
1133 Avenue of the Americas

New York, NY 10036-6710

Re: Docket No. 2004P-0386/CP1 & RC1
Dear Mr. Beers and Mr. Cavanaugh:

This letter responds to your citizen petition dated August 31, 2004 (Peutxon) The Food and
Drug Administration (FDA) has also considered the commsnt to the petition filed by Reliant
Pharmaceuticals Inc. (Reixant) dated Segtambet 24, 2004, as well as the mply to Reliant’s
comment you submitted dated November 1, 2004, Your petition requests, ‘on behalf of Abbott
Laboratories and Laboratoires Fournier SA (collectively Abbott), that FDA refuse to approve
Reliant's new drug application (NDA) 21-695 for fenofibrate capsules unti] Reliant "fulfills its
statutory obligations by certifying to all patents properly listed for NDAs 21-203 and 19-304"
(Petition at 1). You suggest that section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act
(the Act) (21 U.S.C. 355(b)(2)) requires Reliant to cemfy not only to the patents for the listed
drug that Reliant's 505(b)(2) application references and on which it relies for approval, but also
to all patents on all other later-approved Abbott products that were approved based, in part, on
some or all of the same underlying investigations. You contend that certification to patents on
all these later-approved products is required regardless of the similarity or dissimilarity of the
later-approved products to the product described in Reliant's 505(b)(2) NDA (Petition at 3). For
the reasons described in detaﬁ below, your petition is denied.

| 8 Background

Abbott obtained approval for NDA 19-304 fora 100-milligram (mg) nonmicronized fenofibrate
capsule on December 31,1993 (the first NDA). This NDA contained all of the clinical and
preclinical investigations thuued of a full NDA under section 505(b)(1) of the Act. As part of
its apphcatxon, Abbott submitted patent 4,895,726 (the ‘726 patent).for NDA 19-304. FDA listed
that patent in Approved Drug Products With Therapeutic Equivalence Evalaarwm (the Orange
Book). This patent is due to expire on January 19, 2009. Abbott has never marketed the 100-mg
nonmicronized capsules approved in NDA 19-304.

AooyF. 0386 | FONL



On February 9, 1998, FDA approved a supplement to NDA 19-304 for 67~mg micronized
fenofibrate capsules. One year later, FDA approved an additional supplement to NDA 19-304
for 134- and 200-mg micronized capsules. These two supplements were approved based on
studies in healthy volunteers that compared the bioavailability of the proposed drug products
with that of the previously approved -- but never marketed - 100-mg nonmicronized capsule.
The supplements did not include additional clinical or preclinical studies to establish safety or
effectiveness. No additional patents were submitted by Abbott in conjunction with these two
supplements

On September 4, 2001, Abbott obtained approval for NDA 21-203 for 54- and 160-mg
fenofibrate tablets (:he second NDA). This NDA contained no new safety or effectiveness
studies. It was also supported by the clinical and preclinical studies previously submitted by
Abbott in the first NDA, as well as by & newly conducted study iy healthy volunteers comparing
the bioavailability of the proposed Abbott tablets with that of the previously approved -- but
never marketed -- Abbott 100-mg capmﬂea from the first NDA (NDA 19-304). Abbott
submitted, and FDA listed, the ‘726 patent as claiming the tablets. apgroved in NDA 21-203,
Abbott subsequently submitted, and FDA listed, patent numbers. 6,277,405 (the '405 patent),
6,074,670 (the '670 patent), 6,589',552 (the '552 patent), and 6,653, 881 (the '881 patent) for the
tablets approved in NDA 21-«203 The '405, '670, '552 and '881 petents are all due to expire on
January 9, 2018.

On Septembet 3,2002, Teva Pharmaceuticals (Teva) obtained approval for an abbreviated new
drug application (ANDA) for 67-, 134-, and 200-mg micronized fenofibrate capsules. Teva cited
the first NDA (NDA 19-304) as the referance listed drug. In early 2003, Abbott discontinued
marketing all strengths under the first NDA. FDA subsequently determined that the fenofibrate
capsules approved in the first NDA were not discontinued from marketing for reasons of safety
or effectiveness (68 FR 56636; October 1, 2003).

On February 18, 2004, Rehant notified Abbott that it had submitted a 505(b)(2) NDA for
- micronized fenofibrate capsules in 43-, 87-, and 130-mg strengths. Reliant's NDA also cited as

its listed drug Abbott's first NDA (NDA 19-304) for fenofibrate capsules, Reliant included in its
" application a paragraph IV certification for the *726 patént listed for that NDA and provided
Abbott notice of the certification (21 U.8.C. 355(b)2)AXiv)). Abbott did not sue Reliant within
45 days of receipt of notice of Reliant's paragraph IV certification. lustead; Abbott informed
Reliant that Reliant was also required to certify to the ‘405, '670, 552, and ‘881 patents that claim
the fenofibrate tablets approved in the second NDA. Reliant refused to certify to the patents
listed for NDA 21-203. Abbott filed this petition secking an FDA dWaMn that Reliant is
required to do so. ‘

* Abbott has never submitted the '403, '670, '$52, or '881 patents 1o the first NDA (NDA 19-304). Because
submission by the NDA holder ofpm that claim the approved drug substance (active ingredient), drug product
(formulation or composition), or method of usé is mandatory, not permissive, FDA assumes that Abbott does not
Wmmmmmwmmmmmawm«mmmmh
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. Positions of the;l’arﬁe:

Abbott and Reliant disagree about the pmpar scope of patent certification obligations under
section 505(b)(2) of the Act. Abbott argues that a section S05(b)(2) apphcant such as Reliant
must certify not only to patents that claim the listed drug product or products it references, and
on whose finding of safety and effectiveness it relies, but also.to patents on any other drug
product that was approved on the basis of the same underlying i investigations-as the drug product
referenced in the 505(b)(2) NDA. Abbott contends that the word drug in section 505(b)(2) of the
Act "is not limited to a particular drag product (i.e., a finished dosage form)." Rather, Abbott
claims thattheworddmgmthmeontext“alse inchudes admgmmm,wmmxsacomponent
of a drug product” (Petition at 5). Abbott further contends that the "plain meaning” of the phrase
"drug for which such investigations were conducted" in section 565(17)(2) compels Reliant to
certify to patents on formulations and compositions of the drug on which thie underlying
investigations establishing safety and effectiveness were conducted as well as to patents on
“future formulations whose approval the investigations may support” (Pat:hon at 5).

According to Abbott, if Congress had mded to limit patent certification eb!igauons to exclude
patents on future formulattons, it would have required section SOSCbKZ) applicants to certify to
patents for the drugs on which niot for which the investigations were conducted (/d.). Abbott
asserts that because Congress used the word for instead of the word on, if K;ciumt seeks to rely
on the investigations submitted in the first NDA (NDA 19-304), Reliant must certify to the
patents on the first NDA, as well as to the patents on any ﬁxtm'eNDA, inchyding but not limited
to the second NDA (NDA 21-203), that aiso relies on the same uml«lymg mvesﬁaatxons

Reliant, by contrast, argues that the pateat certification obhgam dasmbed in section 505(b)(2)
require applicants to certify "whether the proposed products may. Mmge thie patents on the
listed drugs they reference in their applications” (Comments Opposing Citizen Petition Filed on
Behalf of Abbott Laboratories and Laboratories Foumnier SA (Opp.) at 5 (quohng consolidated
FDA response to citizen petitions in Docket Nos. 2001P-0323, 2002P-0447, and 2003P-0408
(October 14, 2003) (505(b)(2) Petition Ruponse) at 5). ‘Reliant argues that once the appropriate
listed drug or drugs (i.e., the upproved drug product or products on which investigations relied
upon for approval were conducted)® are. identified, the scope of the certification requirement
becomes clear. Reliant suggests that because the Orange Book lists the: dtug substance (active
ingredient), drug product (fo:mulatxan and composition), and method of use patents that claim
the listed drug identified, "a 505(b)(2) applicant need only em;sult the Qrange Book patent

? In contrast to an ANDA (which generally relics on a showing of bioequivalence to s single Listed drug 1o support
mownuibtymdemm).cmwxz)lwhuﬁmmyulyompmmﬁrmw&wwmmm
approval. ‘Where no single FDA finding of safety or effectiveness is sufficient to supplement the data submitted in
the 505(b)(2) application and findings of safety aud effectivencss for different listed drugs support different aspects
of the S05(6)(2) approval, the S05(b)(2) applicant should certify o multiple sets of patents. For example, ifa
propouedSOS(b)(Z)&mﬁcmummmmzofmymmwmfmmmAmemm
of its spproval (e.g., dosage form) and the finding of safety and «ffectiveness for another NDA 1o support another
aspoct of the approval (&.3., indication), the S05(6X2) epplicant should certify to all patents listed for both drugs.
This type of dual cestification was not requested heye becaniae, a8 explained later in this response, the finding of
safetymd«aﬁecﬁvmfortheﬁmNDAmﬂA39~3N)wmﬁdmmmmdlmwfmmnwdadfa
approvalofaeliant'upplicaﬂon. '



hstmgs for the listed dmg upon which it relies to identify those patents. that claim the drug for
which and on which investigations that are relied upon by the applicant fbr approval of its
application were conducted” (Opp. at 7 (emphasis added)). Reliant notes that Abboit's reading of
the statute would allow NDA holders to protect their monopohas on drug products long after
patent protection on those products has expired and would result in "perpetual evergreening” that
is "contrary to both the spirit and the letter of the Hatch-Waxman Amendments and FDA's
regulations" (Opp. at 2).

I  Legal Framework
A.  Requirements for Patent Submission and Listing

Abbott is concerned about the scope of patent certification obligations because, in determining
their scope, FDA is also determining the s scope of protection that the statute gives Abbott, the
NDA holder, The patent certification requirements for ANDA and section 505(b)(2) applicants
are determined by reference to the patents submitted by the NDA holder and published by FDA.
Thus, to determine the proper scope of the patent certification requirements under section
505(b)(2) of the Act, FDA must also consider the scope of the patent submission and listing

requirements. Section. SOS(b)(I) of the Act descnbes the patents that must be submitted for
listing as follows:

The applicant shan file wxﬂ: the application the patent number and the expiration
date of any patent which. claims the drug for which the appiicant submitted the
application or which claims a method of using such drug and with respect to
which a claim of patent infringement could. reasomhly be asserted if a person not
licensed by the owner engaged in the manufacture use, or sale of the drug. If
[sic] application is filed under this subsection for a drug and a patent which
claims such drug or [a] method of using such drug is issued after the filing date
but before approval of the application, the applicant shall amend the application to
include the information required by the preceding sentence. Upon approval of the
application, the Secretary shall publish information submitted undw the two
preceding sentences.

21 U.8.C. 355(b)(1) (emphasis added).’

Althonm: FDA acknowledges that the word drug can have different meanings in different
contexts,* in this context the statutory language establishes that patents are submitted as part
of the new drug application process, that is, the process by which drug products are approved
for marketing. Because apphmt:ms are submitted and approved for drug products, not
active ingredients or active moieties, FDA interprets the phrases “patent wknch claimg the

3 Section 505(c) ofmwmqummuﬁ"ﬁehomdmmmmmmdmtﬁkpm
information under [505{b)(1)): bmmmhadbmmodwhmanwmm{hﬁbw] approved, the
holder shall file such information under this subssction not later then {30] days after the date the patent involved is
issued. Upon m:ubmwuoipmamfmadonmdnmwmm%mm“bmw&lUSC
355(0)(2))

* Se0 21 US.C. 321(g).



drug for which the applicant submitted the application” and "a patent which claims such
drug" as meaning patents claiming the drug product described in the NDA.

Accordmgly, FDA regulations adopt this reading of the text and make explicit that, under this
provision, NDA applicants must submit with their applications patents that claim the drug
product for which the applicant is seeking or has obtained appmval (see 21 CFR 314.50(h)
(requiring applications to contain patent information described in 21 CFR 314.53); 54 FR
28872 at 28877 (July 10, 1989) ("For putposes of this proposed rule, FDAxnmptm the term
'drug’ to mean 'drug product’ unless otherwise specified”)). These include patents on the
approved active ingredient, formulation and composition, and methods of use for the drug
product described in the NDA. See 21 CFR 314.53(b) ("For patents that claim the drug
substance, the apphcant shall submit information only on those patents that claim the drug
substance that is the subject of the pending or approved application ... For patents that claim
admgproduct, the applicant shall submit information only on those patents that claim a drug
product, as it is defined in § 314.3, that is described in the pending or approved application.
For patents that claim a method of use, the applicant shall submit information only on those
patents that claim indications or other conditions of use that are described in the pending or
approved application"), NDA applicants may not submit, and FIDA will not publish, patent
information under this provision for pateats on active mgxodimta or formulations they have
chosen not to pursue, or methods of use for which they are not seekmg or have not obtained
approval (ld).

B.  Requirements fn} Patent Certifiestion

Section 505(b)(2) of the Act describes when a section 505(b)(2) applicant must certify to the
patents listed and published for a previously approved drug product as follows:

An application submimd under paragraph (1) for a drug JSor which the
investigations described in clauxe (A) . . . and relied upon by the applicant for
appraval of the application were not wndumd by or for the applicant and for
which the applicant has not obtained a right of reference or use from the
person by or for whom the investigations were conducted sball alsoinclude~

(A) a certification . . . with respeot to each pﬁtem which claims the drug

for which such mﬂg«daﬂs were conducted or which claims a use for
such drug for which the applicant is seeking approval under this
subsection and for which information is. required to be filed under
paragraph (1) or subsection ()=~

21 U.8.C. 355(b)2) (craphasis added).

5 FDAnsuhﬁonspethDAhommtambmitmm onyomphiem oftbewmzwedimtwhavc
notbeemppxovedmtheNDAﬂ&gdmwwymmpbbfomn%m”uﬁcmmdmeg
-nammammmmmmmmmmwﬁmwmmmmmm
characteristics as the approved polymorphic form of the sctive ingredient (see 21 CFR 314.53(b)). That exception is
not at issue here.



With respect to each patent as to which the section 505{b)(2) applicant must cernfy, the
certification must state:

(i) that such patent information has not been filed,

(ii) that such patent has expired,

{iii) the date on which such patent will expire, or

(iv) that such patent is invalid or will not be mﬁ'mged by the maaufacmre, use,
or sale of the new drug for which the apphcaﬁon is. subm;ttei

21 U.S.C. 355()(2)(A).

If a section 505(b)(2) appllcant does not ehallenge the listed patents by ﬁlmga paragraph IV
certification, the application will not be approved until all the listed patents claiming the listed
drug have expired. If an applicant wishes to challenge the validity of the listed patent, or to
claim that the listed patent would not be infringed by the product proposed.in the section
505(b)(2) application, the apphcam must submit a paragraph IV certification to FDA. The
applicant must also provide a notice to the NDA holder and the ‘patent owner stating that the
application has been suhnuttod and explaining the factual and legal basis for.the applicant's
opinion that the patent is invalid or not infringed (21 U.S.C. 355(b)2)(B)). Once the NDA
holder and patent owner have received notice, they have 45 daya within which to sue the
applicant for patent infringement and thus trigger a 30-month stay.on FDA approval of the
proposed drug (21 U.S. C. 355(c)(3)(C)). FDA will approve the proposed drug before the 30-
month period expires only if a court finds the patent invalid or not infringed or the court shortens
the period because the parties fail to cooperate in expediting the lmgatmn (21 U.s.C.
355(c)(3)XC)).

The query, then, is what hsted drug or drugs must a 505(bX2) application cite. and, asa
result, for what patents will certification be required. The relevant. statutory provision is
section 505(b)(2) quoted above. Abbott argues that drug in section 5()50::)%2) of the Actis
not limited to drug product, Abbott also makes much of the use of the word for instead of on
in the statutory language. Specifically, it contends that because dmg means active ingredient
as well as drug product, by specifying "the drug for which such investigations were
conducted" instead of "the drug on which such investigations wmconduemd" in section
505(b)}2XA) of the Act, Congress required certification to all patents for every drug
containing the same active ingredient that relied in part on the same mderlying investigations
" on which the section 505(b)(2) applicant seeks to rely.

This language does not bear the weight Abbott ascribes toit. The phrase "the drug for which
such investigations were conducted” neither implicitly nor explicitly requires certification to
patents on "future formulations whose approval the investigations may support.” At most, this
language may be ambiguous in describing which drugs' patents must be certified to. Moreover,
FDA's interpretation of this provision looks not at these eight words in isolation but at the entire
patent certification provision in context and at the Hatch-Waxman statutory scheme as a whole.
The language of section S05(b)(2) of the Act explicitly links the drug relied on for approval to
the drug for which patent certifications must be made. Consistent with its interpretation of
section 505(b)}(1) dwcussed above, FDA interprets drug in'section 505(b)(2) to refer to drug



product, not active ingredient. Applications sre submitted for drug products, not drug substances
or active ingredients. Accordingly, the phrase apphcamm . for a drug for which the
investigations . . . relied upon by the applicant for approval . . . were not conducted by or for the
applicant” in section 505(b)(2) refers to an application for a dmg product relying for approval on
investigations the applicant did not conduct. Moreover, section S05(b)2)(A) of the Act states
that the 505(b)(2) applicant must certify to "each patent which claims the ‘drug for which such
investigations were conducted . . . and for-which information is required to be filed under
[505()(1)]." As noted above, section 505(b)(1) requires that patent information be filed for drug
products, not active ingredients. Therefore, the requirement that 8 505(b)(2) applicant certify to
“each patent which claims the drug for which such mve&ngaum were conducted . . . and for
which information is required to be filed under [505(b)(1)}" requires certifications to patents
listed for the drug produet relied on for approval, but not.to patents for all other dmg products
that contain the same drug substance and rely on the same underiymg mvwhganons

FDA's implementing regulanons reinforce this relationship between: xzhanoe and certification.
They establish that an applicant seeking approval for a modification of a previously approved
drug product may submit a 505(b)(2) application that contains only the information necessary to
support the modification (21 CFR 314.54(a)). However, if a S65(b)(2) applicant relies on a
previously approved drug product in this fashion, that applicant must certify to the patents listed
under section 505(b)(1) of the Act for that drug product. FDA's mgﬂatmmxeqmw thata
505(b)(2) epplicant that seeks to rely in any way on a previously approved drug product must
identify "the listed drug for which FDA has made a finding of safety and effectiveness and on
which finding the applicant relies in saekzng approval of its proposed drug product” (21 CFR
314.54(a)(1)(iii)). The regulations require 505(b)(2) applicants to submit "[a]ny patent
certification or statement required under section 505(b)(2) of the [A]ct with respect to any
relevant patents that claim the listed drug or that claim any other drugs on which investigations
relied on by the applicant for approval of the application were conducted, or that claim a use for
the listed or other drug"’ (21 CFR 314.54(a)(1)(vi); see aiso 21-CFR 314.50()1)())- A listed
drug is defined as "a new drug product that has an effective approval® (21 GFR 314.3).

Togethelr, these provxszons atabhsh that 8 section 505(b)(2) app}imt is permitted to rely in
whole or in part on the Agency's previous findings of safety and effectiveness for one or more
previously approved drug products (listed drugs). Asa condition of doing so, however, the
section 505(b)(2) applicant must tdentlfy in its application the dmg product or products on which
it relies and certify to any relevant patents for those drug products. Patent cartification
obligations thus are linked to identification of the listed drug or drugs on whach the application

‘SeeahoDmg!’rieeCompe&ﬁanwd?mt?mkumnoném.ﬂml&mm%«ﬂ%?m1at32(Whman
NDA "is submitted for a listed drug under 505(5}(6) fnow section SO5(b)X2) of the Act), it must include &
cmﬁunmbymemﬁcmmzﬁwmofurwnpxmuapplieﬂmtﬂmw&ﬂaif:wh
information has been provided to the FDA. Wsmmtwmpmmwmhmmﬁm&ugmm
use patents which claim an indication for which the applicant is seeking spproval...the spplicgnt nmust cestify....
emphasis added).
s'rhephme"orwchmmohmmmhma&mnkdmwmmﬁxwwofw
spplication® refmﬁotkesmxauoumnsos&m)mmw{«mmwmﬁmponmupmafm
pmpoaddmzmduct(e.g,mﬁveinaadm«ﬁlﬁuﬁm}mdmﬂmmmmmmmmwwm
proposed drug product (e.g., cxtended release dosage form). In such a case, mére than one listed drug will be
refumedmdmmthmomwofpmmdﬁaﬁmw&nbamm ‘
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relies and are limited to the patents submitted and published for the listed drug or drugs
identified.®

FDA's longstanding mtexprctatwn of the statute does not permit SOS(b)(Z) apphcants to rely on
particular investigations in previously approved NDAs that are not reflected in the NDA
approvals. Rather, they can only rely on previous findings of safety and effectiveness for a listed
drug or drugs, Therefore, if a sponsor has submitted a study to an NDA, the results of which are
not reflected in the NDA's approval (e.g., a study for an indication that FDA has rejected), a
505(b)(2) applicant cannot rely on that study to support its own approval (see S05(b)(2) Petition

Response at 10, footnote 14 (distinguishing reliance on the finding of safety and effectiveness
from reliance on the underlying data)).

This interpretation also treats ANDAs and 505(b)(2) spplications. oomyarab&y As discussed in
detail in the 505(b)(2) Petition Response, such treatment is a guiding principle for Hatch-
Waxman mterpretahon that reflects the parallel auuctme and logic of the patent certification
provisions in sections 505(b)(2) and 505(j) of the Act.” Just as ANDAs need only certify to
patents on the lwteddmgsﬂmymfmeemdonwhmhthzym&y forappmv&(mdnottopumts
on other products in the product lines that reference the same underlying investigations that
supported the approval of the listed drug referenced), 50 100, are the 505(b)(2) applicant's patent
certification obligations correlated to patents on the listed drag or dmga relied on for approval.'

C. Choosing the Listed Drug

In contrast to Abbott's sweeping approach to identifying hsted drugs for patent certifications,
FDA's approach is tailored more narrowly to reflect the logic and language of the statute. Given

! FDA notes that this approach is sppropriate boosuse if two listed drugs from the same sponsar were to rely on the
mmvmﬂdommmmqm»ypmummwmwafmwmmhlmedfor
both products. Emmmmwmmmhavcmmhmd.ﬁmummdﬂmw
ImtedforproductBMmMmMAMmmofpmtB(az,&mmm)wuwt
present in product A, Anapghmtwmhmdmﬁm:hnupmafpmmhukmpmmmdmA
(and to rely on product B's approval to support this feature) will cite product B as its listed drug and must certify to
the patents for product B. mqpmma«mmmmmmmofmsmummw
to cits product A as its listed drug and certify only to the patents on product A.
? See 54 FR 28872 at 28875 (*mhammmmimpmmsommwmmm
requircments with respect to patent certification . . tﬁatmaemﬁyﬁemu%wlh&tmﬂymm&’a"),ﬁ
FR at 28891 ("m}mmpmw“ﬁmmd«emmymwmlyequﬂywmmmmw
mdwmsoﬁ(bxz)orsosﬁ)dwmuwﬁwmmtkmmbywmwoﬁumm
under section 505() of the act rather than section 505(b)(2) of the act."); 54 FR at 28892 ("An spplicant submitting s
seemsosmxz)qpmmmanmmﬁmﬁmmwmummﬁmmmm
ANDA"), SuMMXZ)Pw&nWmn9WWmMWMM“mpMM
mluamty bars to approval that spply to ANDAs apply as well to the appmval of 505(b)(2) applications”).

1° FDA has consistently made clear that, in approving a 505(b)2) FDA will rely ou a previous NDA

proval anly to the extent it would be permitied to to do 80 in an ANDA submitted under 505(), See Draft Guidance
at 2 to 3 ("[The S05(b)(2) mechanism) ssscntially makes the Agency's conciusions that would support the spproval
ofasos(i)cppllcutionmth&letomappmmwhodevelopumodjﬁwionefadmg.“)‘mdmﬂmzsanat
28892("Lxhe:imﬂ¢mpplmmwupmwdm&[sasmKZ)mhmmemathonM
drug] will rely on the approval of the listed drug together with the dats needed to support the change. The applicant
wmmmuxmonmemmafmwmwywmmuzmazmuwmmmmxowm
50583ofmmmmmmmmmcumndmmmm*),m@mymmmm
9,10, and 14,




that a 505(b)(2) applicant must certify only o patents on the listed drug relied on for approval,
each proposed 505(b)(2) application must identify the listed drug or drugs.on which it seeks to
rely. Once a listed drug has been identified, the 505(b)(2) applicant need. only provide sufficient
information to support any change from the listed drug proposed (21 CFR 314.54(a)). FDA's
Draft Guidance for Industry, Applications Covered by Section 503(b)(2) (Draft Guidance),
makes clear, however, that "[i}f there is & listed drug that is the pharmaceutical equivalent'' {ot]
the drug proposed in the S05(b)(2) application, that drug should be identified as the listed drug"?
(Draft Guidance at 8). 1t further pmv:des that, "ifthereis a. lmeddmgthat is the pharmaceutical

equivalent of the drug proposed in the.505(b)X(2) application, the 505(b)(2) applicant should
provide patent certifications for the patents listed for the ‘pharmaceutically equivalent drug”
(Draft Guidance at 8). These provisions ensure that the S05(b)(2) applicant does not use the
505(b)(2) process to emi-nm patent protections that would have applied hgd an ANDA been
permm.ed They further ensure that the 505(b)(2) applicant (and FDA) can:rely, to the
maximum extent possible, on what is already known about a. dmgw;thout having to re-prove (or
re-review) what has already been demonstrated. See 505(b)(2) Petition Response at 3 ("FDA's
longstanding interpretation of section 505(b)(2) is intended to permit the phamamucal industry
to rely to the greatest extent possible uudct the law on what is-already known about a drug").

When there is no listed: drug that is & pharmaceutical equivalent to the drug product proposed in
the 505(b)(2) application, neither the statute, the regulations, nor the Draft Guidance directly
addresses how to identify the listed drug or drugs on which a 505(b)(2) spplicant is to rely.
However, because, under 21 CFR 314.54(a), a 505(b)(2) applicant seeking approval for a change
to a listed drug need only supply information sufficient to support the change proposed, it
follows that the more similar a proposed drug is to the listed drug cited, the smaller the quantity
of data that will be needed to support the proposed change. Accordingly, to avoid unnecessary
duplication of research and review, when & section 505(b)(2) application has been submitted and
no pharmaceutically eqmvalmt drug product has previously been approved, the S05(b)(2)
applicant should choose the listed drug or drugs that are most similar to the drug for which
approval is sought.

" FDA's regulations at 21 CFR 320.1(c) define pharmaceutical equivalents as:

&ugpmducuhﬁqnﬁcd&ugafmthummﬂnﬁulmﬁmoﬁhi&mwmdmg
ingredient, L.e., the same salt or ester of the same therapeutic moisty, or, in the case of modified
xemmfmwmumammowumhfmm;umammm
residual volume may vary, that deliver identical amounts of the active drug ingredient over the
identical dosing period; do not necessarily contain the same inactive ingredicnis; and meet the
identical compendial or other spplicable standard of identity, mmwm

including potency and, whers applicabis, content mformaty, digintegrationt ﬁm
dissolution rates.

2 A 505(b)(2) application may be submitted for a pharmaceutical equivalent to a previously approved drug product
whes, for example, theSOS(b}(Z)mamlexcimmMmﬂm;u&wm and therefore cannot be
approved in an ANDA. FDAWW«%MWAMFDA&ﬂWhﬂIﬂW&X@WMm
eligible for approval under section $05(j) (21 CFR 314.101(d)9)). -

1 smly,xfaubkund;mdamwwm&:ﬂummmmmmuwwwubmmW
listed for the cagsule, mMAmwncﬁummvﬂfmuwadmﬁciwﬂnW%um
reference listed drug. It should not circumvent the patents on the tablet by citing the capsale as the reference listed
mmauag.mmqmmmwmmmquammmﬂmzussmwmm
tablet dosage form.



Smularly, if all the information relied on by FDA for approval {excluding information submitted
in the 505(b)(2) application itself) is contained in a single previously approved application and
that application is a pharmaceutical equivalent or the most similar alternative to the product for
which approval is sought, the 505(b)(2) applicant should certify only to the patents for that
application. This is the case even when another apphcauon also contains some or all of the same
information. This approach ensures that patent certification obligations for 505(b)(2)
applications and for ANDAS are parallel. Each application will cextify only to patents listed for
drugs on whose finding of safety and effectiveness FDA relies for approval (including patents for

hhm-mamnmna} gr‘rmvalmtn or, if ﬂmm isno ?hnmnomvhnﬂ gqum-!.nt, forthe most similar

alternauve), not to patents snbmxtted fer applications on whi¢h FDA could ‘have relied but did
not,

IV.  Application of I;egal\l?rmwork to Rsliant’s NDA

Abbott does not question whether Reliant's decision to certify to the patents on the ﬁrst NDA
was appropriate; it merely asserts that additional patent mﬁcaticns were also required. It is
worth noting, however, that once FDA rejects. Abbott's atamtory meerymaaoa reqmnng
certification to all future formulations  relying on the same underlying investigations, Reliant's
choice of listed drug was clearly proper. Reliant's section 505(b)(2) application for fenofibrate
capsules did not seek approval for a pharmaceutical equivalent to an apptoved drug product,
Accordingly, Reliant certified to all patents for the listed drug on which it relied for approval. In
approving Reliant's NDA, FDA has relied only on studies Reliant conducted, as well as on the
finding of safety and effectiveness for fenofibrate capsules ap})rowd in the first NDA (NDA 19-
304). The fenofibrate capsules approved in the first NDA are the approved products that are
most similar to the fenofibrate capsulea described in Reliant's NDA. Reliant's product differs
from the Abbott product approved in the first NDA only in smngth In contrast, Reliant's
product differs from the Abbott product approved in the second NDA (NDA 21-203) in both
strength and dosage form. In addition, Reliant used the 200-mg capsules approved in the first
NDA as its comparator drug for its bioavailability study, and the first NDA. did not, itseif, rely on
studies in anygrevxo y approved NDA or on a previous Agency finding of safety and
effectiveness.'* Nor did Reliant need to reference any other ﬁadmg of safety and effectiveness
to support its own approval or ln‘belmg. For all of these reasons, it was. -appropriate for Reliant to
rely on the ﬁndmg of safety and effectivencss for the first NDA. There were no gaps in Reliant's
NDA that the previous finding of safety and effectiveness for the first NDA could not fill.
Therefore, no additional patent certifications by Reliant were req;mred. A

4 Where 2 505(bX2) lmﬁaummhm:dyonmmwofa&tmmﬁwnvmfwswdtusthmu
505(b)(2) NDA which, itself, reliod on & previous finding of nmwmmmms{bxz)mmw
cemfymthepuMoftbsSOS(bXZ)WAuMon.uwﬁum&hﬁp;hnuﬁfmywmzm}\mmmt
approved 505(b)(2) NDA relied for approval. This is analogous to the-requirement that an ANDA applicant
referencxngmmmmm(awmhwmmm;m%ﬁwmmn)cmfyw
the patents for the spproved NDA upon which the suitability petition or ANDA spproval was based,

13"The New Jersey district court's unpublished opinion in Marion Merrell Dow, Inc. v. Hoechst-Roussel Pharms.,
Inc., Civ. No. 93~so14 1994 WL 424207 (D.N.J. Msy 5, 1994) does nox dictate 8 contrary.result, First, that
opmionuhcnmuydimiﬂh!bhﬁmthemm In the Marion Merrell Dow case, Hoechst-Roussel was
seekingappmvnlfondmgpmdwtwtﬁamm ‘pharmacentical equivalent. To circumvent patent protection
onthenpprovedphumcwucnequmhngﬁmm—kom&ﬂdwcmﬁywwmon:hﬁphm«m
equivalent. wnmmwwmm:wuwwywmmzmm
more limited patent protection. mmm,wmmmmmmmwmmmmm

10



V. Conclusion

FDA rejects Abbott's argument that the statute requires Reliant to certify not only to patents for
NDA 19-304, but also to patents on any additional NDA that has relied on the studies contained
in NDA 19-304 for approval. Under the langusge and logic of the statute and relevant
regulations, Reliant is under no obligation to certify to patents submitted for an NDA (such as
NDA 21-203) that was not.a pharmaeemmi equivalent or the most sxmzlmz approved alternative
to Reliant's drug product and on which Reliant did not rely. Ifthe same patent protections apply
to both NDA 19-304 and NDA 21-203, those patents must be listed for both NDAs, thus
protecting Abbott's patent rights. If the patent protections differ, Reliant need certify only to the
patents protecting the drug product relied on to support its appraval. To divorce patent
certification obligations ﬁ'om reliance and require Reliant to certify to patents on additional drug
products on which FDA did not rely for approval would upwﬁw delicate balance struck by the
Hatch-Waxman Amendments. Such an approach would permit Abbott to gbtain new patents on
future products and potentially use them to protect its fenofibrate capsules Jong: after the patent

and exclusivity protection on that product has expired. For all of these reasons, your petition is
denied.

Sincerely,

Steven K. Gﬂson, MD., MP H
Acting Director
Center for Drug Evaluation and Research

most similar to its own. Therafore, Mcanhematxumtbm(nmmwrummum)wﬂamwma
505(b)(2) process to circumvent pateat certification obligations that would bave spplied hed the application been
submitted under section 505(j) of the Act. Moreover, mumﬂmﬂawepmmwmomnm
analysis of the statutory language, was issued before FDA's regulations regarding patent certification obligations for
505(b)2) applicants were finalized (see 59 FR 50338 (October 3, 1994)), Thus, the decision makes no attempt to
interpret the relevant regulations, which make clear that a S05(b)(2) applicant can rely on 3 finding of safety or
eﬁ'ecuvenm&ramwdymmmmgmwwnmﬁﬁuwmmwﬁvmaum In
addition, the Marion Merrel] Dow opinion erroneously interprets the word drug in section S05(bX2)(A) to mean
dmgsubm,notdmgprodm Aamplaimdubow.whmmum 505(b)2)(A) is.read in the coniext of the eatire
statutory schieme, it becomes clear that drig in that context means drug product, not diug substance. Thus,
505(b)(2) applicants are obligated to certify to patents listed for auy drug product they reference (including patents
chmu&e&qu&uzmeW:ofmwmwmuNﬁAfmﬁwdmgpm)
However, 505(b)(2) applicants are not obligated to certify to patsats for other drug proditois on whose findings of
ufetyandeffecﬁvmtheydcnotuekbreiy mwmdwymttmNDAhoMuorpm
om:nmmmypmmuammmmm substance spproved in an NDA is, as previously
explained, required o be listed for that NDA and must be certified 1o by & 505(b)(2) spplicant secking o rely on that
previous approval. In this case, if thers are any patents thst claim the drug substance, fenofibrute, on which the
underlying investigations establishing the safety and effectivencss of both the first and second NDAs were
conducted, those patents are required (o be listed niot only for the 'second NDA, but also for the first NDA, which
contains that drug substance, Az we stated in footnote 1, mﬂupmuamwmmmwdfwtheﬁm
NDA, ucanbemmedmzAthumtmmemwcmmmmemmmA.
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 ATTACHMENT 3



CONFIDENTIAL DISCLOSURE AGREEMENT

BY THIS CONFIDENTIAL DISCLOSURE AGREEMENT (haremaﬁer “the Agreement”)
Medi-Flex, Inc., having a place of business at 11400 Tomahawk Creek Parkway, Leawood,
Kansas 66211 (hereinafter “Recipient”), and Cardinal Health, Inc., having a place of business at
7000 Cardinal Place, Dublin, Ohio 43017 (hereinafter “Prowder") agree as follows:

1. Provider agrees to provide Recipient with certain pmpneta.ry and conﬁdentxal information
related to Provider’s Abbreviated New Drug Application (“ANDA”) 77—27 1 and the generic
chlorhexidine gluconate 2% and isopropyl alcohol 70% prodnct(s) covered therein (hereinafter
"Confidential Information"). -

2. All Confidential Information shall be ciearly identified as “confidenti ?’ when disclosed. If
the initial disclosure of information is not in written or other tangible form, the Provider must
reduce it to written or tangible form within thirty (30) days from the time of disclosure and
clearly mark the written form as “confidential.”

3. Recipient shall use the Confidential Information solely for purposes of evaluating possible
patent infringement and determining whether a patent infringement action should be brought.

4. Recipient agrees to accept the Confidential Information and employ all reasonable efforts to
maintain the Confidential Information secret and confidential, such efforts to be no less than the
degree of care employed by the Recipient to preserve and safeguard ifs own confidential
information. The Confidential Informauon shall not be disclosed, revealed, or given to anyone
by the Recipient except employees, outside counsel, and independent consultants and experts
who have a need for the Confidential Information in connection with the evaluation of whether
to bring a patent infringement action. Such employees, outside counsel, and independent
consultants and experts shall be advised by the Recipient of the confidential nature of the
Confidential Information and that the Confidential Information shall be treated accordingly.

5. The obligations of the Recipient specified in Paragraph 4 above shall not apply, and the
Recipient shall have no further obligations thh respect to any Confidential Information to the
extent that such mfonnatxon

(a) at the time of disclosure is generally available to the public, or thereafier becomes
generany available to the public through no breach of the Agreement by Recipient; or
(b) was in the Recipient’s possession prior to the time of disclosure by the Provider; or
(c) is independently developed by the Recipient without the use of Provider’s
Confidential Information; or

(d) is provided to the Recipient by a third party that is not under an obligation of
confidentiality to the Provider; or

(e) is required to be disclosed by law or court order.

6. The Recipient.agrees to return all written or tangible items containing Confidential
Information to the Provider or destroy such items when its use of the Confidential Information
under Paragraph 3 is complete. One copy of the items containing Conﬁdennal Information may
be retained by the Recipient, however, for archival purposes.



7. The Confidential Information shall remain the property of the Pro?idef and nothing herein
shall be construed to grant Recipient 3 license or intellectual property rights in the Confidential
Information.

8. This Agreement may only be modified or waived in writing by an authorized representative of
the Reciplent and Provider. If any provision of the Agz:eemcnt is found to be unenforceable,
such provmon will be limited or deleted to the minimum extent. necessary 50 that the remaining
terms remain in full force and effect,

Acknowledged and agreed to by:

For the Recipient:

Signature

Name and Title (piease prfnt)

Date

For the Provider:

Signature

Name and Title (please print)

Date

b2



