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| OCT 06 2003 ‘

Kirkpatrick & Lockhart LLP
Attention: Michael H. Hinckle B
1800 Massachusetts Ave. N. Ww., Second Floor

Washington, D.C. 20036-1221 . N f o '14 % CRRT ST

o L o S e T i

Docket No O2P 0226/cp1 e

Dear Mr. Hinckle:

This is in response to your petition filed on May 17, 2002, and your amendment dated August 28,
2002, requesting permission to file an Abbreviated New Drug Application (ANDA) for the followmg
drug product: Methotrexate Sodium Oral Solution, 5 mg/mL The listed drug product to which you
refer in your petrtron is Methotrexate Sodium Tablets 2.5 mg, approved under NDA 08-085 held by

" Clonmel Healthcare Ltd. (formerly held by Lederle Pharmaceutrcals)

Your request involves a change n dosage form from that of the hsted drug product (1 ., from a tablet -
to an oral solution). The change you request is the type of change that is authonzed under the Federal
Food, Drug, and Cosmenc Act (Act) “

We have reviewed your petition under Sectlon 5050)(2)(C) of the Act and have determrned that itis )
approved. This letter represents the Food and Drug Admlnrstratlon s (FDA) deterrmnatlon that an
ANDA may be submrtted for the above referenced drug product ) T N

I

Under Sectron 505(])(2)(C)(1) of the Act the FDA must approve a petmon seekmg a dosage fonn -

~ that differs from the dosage form of the listed drug product unless it finds that investigations must be

%,

conducted to show the safety and effectrveness of the drffenng dosage form

The FDA finds that the change m dosage form for the spe01ﬁc proposed dmig product does not pose :
questions of safety or effectiveness because the uses, dose, and route of administration of the
proposed drug product are the same as that of the listed drug product.” The FDA concludes, therefore,
that investigations are not necessary in this instance. In addition, if shown to meet bioavailability
requirements, the proposed drug product can be expected to have the same therapeutrc effect as the
listed reference drug product S

In your petrtfgn you mdrcated that your product Would contaln propylene glycol A prehrnmary
evaluation of the amount of propylene glycol contained in your proposed product was conducted, and
it was determined that thlS ‘would not preclude the approval of this pet1t1on The review of inactive
ingredients is an 'ANDA review issue and will be addressed dunng the course of the review of the =
ANDA. The approval of this petition to allow an ANDA ‘o be submitted for the above-referenced
drug product does not mean that the FDA has determined that an ANDA will be approved for the

drug product. The determination of whether an ANDA wrll be approved is not made untll the ANDA : -

itself is.submitted and rev1ewed by the FDA
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On October 17, 2002, the Umted States D1
and Drug Administration (FDA) did not have the authonty to issue the Pedratrrc Rule and enj joined
FDA from enforcing it. (Civil Action 00- 02898(HHK) The government has decided not to appeal
the decision; however, intervenors in the case have appealed Because FDA is currently enjoined
from enforcing the Pediatric Rule, you are under no obligation to conduct pediatric studies on your
petitioned drug product at this time. Please be aware that if the decision to invalidate the Pediatric
Rule is not upheld on appeal an Abbreviated New Drug Application (ANDA), submitted under an
ANDA suitability petition?, may be subject to the requirements of the Pediatric Rule in the future If
the Pediatric Rule is reinstated and pediatric clinical studies are required for this product in the future,
you will be notified as soon as possible. Under those circumstances, the petrtroned product may not
be eligible for approval under the ANDA approval authorities.

To permit review of your ANDA submission, you must submit all information required under
Sections 505(3)(2)(A) and (B) of the Act. To be approved, the drug product will, among other things,
be required to meet current bloavatlabrhty requirements under Section 505 0)(2)(A)(1v) of the Act.
We suggest that you submit your protocol for this drug product to the Office of Generre Drugs
Division of Bioequivalence, prior to the submission of your ANDA. During the revrew “of y your
application, the FDA may requrre the submrss:on of add1t10na1 mformatron

The listed drug product to “Which you refer in your ANDA thust be the one upon ‘which you based thls’ o

petition. In addition, you should refer in your ANDA to the appropnate petmon docket number erted
above, and include a copy of this 1etter in the ANDA subrmssron S
A copy of this letter approvmg your petrtlon ‘will be placed on pubhc d1splay in the Dockets '

Management Branch Room 1061 Mall Stop HFA 305 5630 Flshers Lane Rockvrlle MD 208 52

Smc ely yours

. Gary J. Buehler
¢ Director )
.. Office of Generic Drugs o
Center for Drug Evaluation and Research ‘

1 The Pediatric Rule (rule) is codified at 21 CFR 314.55/21 CFR 601.27. '

2 An ANDA suitability petrtlon is a petition submitted pursuant to Section 505(}(2)(C) of the Federal Food, Drug, and
Cosmetic Act requesting perrmssron to submit an ANDA for a new drug which has a drfferent active mgredrent or whose
route of administration, dosage form, or strength differ from that of the listed drug Also'see 21 C.F.R.§ 314.93.

3 While it was in effect, the Pediatric Rule required that all applications for new active ingredients, new dosage forms
new indications, new routes of admlmstratron and new dosing regimens must contain an asseéssment of the safety and
effectiveness of the product in pedratrrc patrents unless thls requrrement is waived or deferred (21 CFR 3 14.55).
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Concurrence:

GﬁryBueh er ' o o - '“h S
Director A o I R S
Office of Generic Drugs S R .

cc:  Petition File ‘ - o
HFA-305/Dockets Management Branch e

HFD-1/CDER/Chron. File =~~~ =% - o

HFD-601/G. Buehler/Petltlon File -
HFD-613/Labeling Review Branch

HFD-615/Regulatory Support Staff \

HFD-650/Division of Bloequlvalence

GCF-1/L. Whlpkey

RD by M. Shimer 10/2/03 ' c ”
Edited by C. Parise 10/3/03
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