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Attention: M ichael H. Hinckle . 
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1800 Massachusetts Ave. N.W., Second Floor 
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Dear M r. Hinckle: ,, _l. .__,.~ _,_,.. 
, ‘. ‘ ‘ 8 ,. ,. _ ._ -,_ ‘i ,_ ,,*; “I .., ,‘f‘.. . _,.” ., :~.“-, ,“I *  .<.: ). “. %  ‘/ . i.. 

This is in response to your petition filed’on May i7,2002, and your amendment dated August 28,’ ’ 
2002, requesting perm ission to file an Abbreviated New Drug Application (ANDA) for the following 
drug product: Methonexate S.odium.$al Solut+n; 5 mg/mL. The listed drug produ&t to ‘wh[ch you 
refer in your petition is Methotmxate Sodi‘um’Tablets,~2.5 ?~g;g, approved:under~k’08-085 held by 
Clonmel Heal&are Ltd. (formerly heid’~y~~~ehe;-ie”PharmaceGtids;ls). 

,_ .” 5.. .;;._,: ._ /__ ,. (.S , I ,,, i 
Your request involves a change in dosage for!rn from  that of theiisted “drug product (i.e., from  a tablet ” 

1 _ ;. ., 

to an oral solution). The change you request is the type of change that is authorized under the Federal 
Food, Drug, and Cosmetic Act (Act). 
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We have reviewed your petition under Section 505@(2)(C) of the Act andhave deter&red that it’&  ” 
approved. This letter represents the Food and Drug Administration’s (FDA) determ in&ion that an AmA  may be submitted &  lK’& ib6i;er;efc;;gd ~x~~~;+“&~c~. I .., j ,, i . ^  . . . . Y -.ljr ._ ‘-.~: ,.“. .,/ .I _‘. ,, .* 

-.. _ ,\-I‘ ,.i. ;/ ._. :,;- .‘_, >* .I ; I_ “. )‘ “ i-%  “3~ r., “; + . 1: ; /, ,; _,, ..I j ; , -I -. I 
Under Section 505(j)(2)(C)(i) of the Act, the @DA must approve a petition seeking a dosage form  
that differs from  the dosage form  of the listed drug product unless it”&& that investiggtions must be 
conducted to show the safety and effe&veness‘of the-differing dosage form . : _,-*_ _i; ,-- (._ ._i : ./, __L / , ~; . . _” - , e;, j : ‘.< ,..: :,..:‘,-’ ;,* ,, w T  9; -) ., . 3”. %  .,,, -- A., ,. ,,:.; i: “*a~ ” ,I >:‘y:‘i:,‘“&‘“,;~ ,,,. I ,“1-$.,’ :. I; -,;. _,, -,, __ /,_ .., ;-2 “!’ 
The FDA finds that the-change in dosage’ form  for the, specific proposed drugprodu6t do,es not pose ’ 
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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 di-ug’produtit ca&e”expe&d to have’ the same therape& effect as the ^ 
listed reference drug product. ,.” .- _* I : ,-“; _.) ‘.v,“.:i, . .j ,” .“?, .: ,.: _- ‘ 7’ II , ,._ “;. .” ,:7 . _ ‘L . :. /, .:_ i<, ,_ = ,, .’ .:.: _/‘s_l. ., ..” :.:,: ‘.*i/“_,_ ,; :’ ,.’ -,: 

In your pet&?%, you indicated that your product would &&in propylene glycol. A  prelim inary ” - ‘. ’ 1 
’ evaluation of the amounts, of propylene glyd‘ol’&t&%d in your’propd~~~ij;~du~t-wliis”cdnducted, and ’ . 

it was determ ined that, thi+s,wc&d not preclude the approval,of this petition. The review of inactive _ __ 
ingredients~is an’ANDA review issue and will be addressed during the course of the review of the ” 
ANDA. The approval of thispetition tb allow an ~~i~“~e’sUb;~~tt~a’~o;- the above-referenced 
drug prod& does not mean that the FDA has determ ined thit an ANDA wiil% j’e~z$@ -&&~ for the 
drug product. The dete er an ANDA will be approved is not made until the ANDA 
itself is, submitted and r -: :?‘” ~~“*dN~‘~ I I.‘=* _ ” : ,,, : . : ‘- :’ [., ‘.“z:,i,, i; - /-” ,..;.:; ‘;j, ,:;;‘;:~ .i,: 2 < $’ *.y;‘ ,,; 
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*n October 1 7; 2o02, ihe U;ited .$tat6$“Ijii&ct‘.eG+z for the Dlstridt.o;~~~~~~~~~-~i~~ >g&&&, $$& .I 1.‘ : ‘_ c  : z -  (. : 

and Drug Adminis tration (FDA) did not have the authority  to issue the Pediatric  Rule and enjoined 
FDA from enforcing it. (Civ il‘ &ion 60-@2~@‘(HI&Q.’ The government has decided not to appeal 
the decis ion; however, interveners in the case have appealed. Because FDA is  currently enjoined 
from enforcing the Pediatric  Rule; you are under no obligation to conduct pediatric  s tudies  on your 
petitioned drug product at this  time. Please be aware that if the decis ion to inva lidate thePediatic  
Rule is  not upheld on appeal, an Abbreviated New Drug Application (AMA), submitted‘under an 
ANDA suitability  petition2, may be subjec t to the requirements of the Pediatric , Rule in the future.s If 
the Pediatric  Rule is  reins tated and pediatric  c linica l s tudies  are-required for this  product in“& future, ’ ~ , _,,. ,. ,. ., 
you will be notified as soon as poss ible. Under those c ‘ircumstances, the petitioned product may not _ 
be eligible for approval under. the ANDA approval authorities .’ 

. . ,._. ,. _. XI 
To permit review of your ANDA submis s ion, you must submit all information required under ’ .” : ,, -. 
Sections 505(j)(2)(A) and (B) of the Act. ‘To‘be‘approved, the drug piodu~twill, among other things , ” ” - “- 
be required to meet current bioavailability  requirements under Section 503#(2)(Aj(iv) of the Act. 
W e suggest that you submit your protocol ‘for this  drug product to the O ffice of Generic  Drugs, 
Div is ion of Bioequiva lence, prior to the submis s ion of your ANDA. During ‘me’review~ofyour 
application, the FDA may require the submis s ion of additional information. . ,I 

,- 1% _“, , ( ,, “_ ,_, ,, ,.,*.. ,;*, . . . 1 )I ̂  . I,, _.,I . I .,, .,,. _. -. : , ). ,, , ,, ‘. 
The lis ted dmg prodicj ;dwhic-u- refer’iiyo;r.ANDA mus”be .ihe o;e-;n*‘$hiL-h-+&; Gased,&&. _. 

petition. In addition, you should refer in your AmA to the appropriate petition docket number c ited 
above, and inc lude a copy of.this  letter in the ANDA submis s ion. ’ .’ - 
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A copy of this  letter approving your petition-will be p&&d on public .disp lay  in the ‘Do&%” Management Branch, doom iij~l,‘M~ii s top HFp;‘~~b’5, 5630 F‘ishers ~~k;“~ocl;v lii~,‘~,’ 208ji. .’ 
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_j _: Dire&tbr ‘_ _. Ij.:’ , %  1 1 ” , ,_, _’ ,- ; . . ; 
‘O ffice &e~e& Drugs “. ’ > “> . .._. I -c  ; ‘; ’ 

( 

: I 
.I .~ ,/ Center for Drug Evaluation and Research 

2 An ANDA suitability  petition is  a petition submitted pursuant to Section 505(j)(2)(C) of the Federal Food, Drug, and 
Cosmetic Act-requesting perr&sion to submit an ‘A?-$DA for a new dmg‘ivhich has a different~active‘ing?e&eni,‘or <hose : .. 
route of administration, dosage form, or strength differ from that of the listed drug. Also’s& 21 ‘C.P.R.$ 3.14.93. 
3 W hile it was in effect, the Pediatric Rule required that all applications for new active in&edients, new dosage forms, 
new indications, new routes of admm~stration, and new dosing regimens must contain an assessment of the safety’and ’ ’ 
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