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Division of Dockets Management 
Food and DrUo Administration ~ . 1 

5630 Fishers Lane. Room 1061 (HFA-3O .j ) 
Rockville, 1Vlaryland 20852 

Re: Docket No .2006P-0084/C'YI 
Comments in Oppositioli to Pediatric Waiver Req u~st for Rainipril Tablets 

Dear Sir or Madam: 

We are submitting these conlzxlents in opposition to the Pediatric W'aiver Request 
which was submitted on Februarv 22 . 2006 by King & Spaldilia LIT (`°Pdtitioner") in 
connection %~ith the above-cited petitior-) (the ``Waiver ReqL]--St") . Petitioner seeks a 
determination that an abbreviated new drug application (ANDrh ) may be subn-iitted for a , 
change in dosage form froin capsules to tablets, based on the reference listed drug A1tacF 
(Raril Capsules, 1 .25 mg., 2 .5 mg ., S rag ., and 10 mg .) (TJDA 19-901). and requests a 
waiver of the requirement to perforrn pediatric studies as required by the Pediatric 
Research Equity Act ("PRL:A'') . ~~o~- the reasons detailed in the discussi~n ttiat follows, 
we ask that the requested waiver be denied . 
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Discussion 

Rainipril, the drug for ~vllieh Petitioner seeks a pediatrk~ Nv~i~iivcr, :s an angiotensin 
converting enzyrne (--ACE") inhibitor is indicated for (1) reduction in risk of 
myocardial infarction, stroke and death from cardiovascular causes >n patients 55 years or 
older; (2) tr,eatment oi hypertension (a1orEe or in combination «~ith ihiazicfe diuretics) ; and 
(3) treatment of heart failure post myocardial infarction . As stated in the labeling of the 
proposed reference listed dru :.~ . Altace, s~tfety and ei:fectix-eness in pediatric patients have 
not been established . Hos,vever, ACE inhibitors are routinely used in sulbstantial numbers' 
of pediatric cardiac patients . Indeed, FDA has spewilically identifiied Ranlipril (among 
other ACE ir}hibitors) as a drug for'NN-hic~~ additional information ii~_~y provide benefit in 
pediatric patients, and therefore requested Altace°s sponsor King Pha.miaceuticals, Inc . to 
perform pediatric studies .' 

Under the Federal Food, Drug . and Cosmetic Act ("FDC'A") Lis amended by the 
PREA (FDC;A § SO5B(a)(1))q a person ivho submits an application under section 505 of 

` the Act for a new dosage form of a drug must conduct studies adequdtr, to evaluate the 
proposed product's safety and effectiveness and to establish appropriate dosing iii a11 
relevant pediatric populations, unless FDA waives the recjuirejnen1 . In order to obtain a 
waiver under the statute. a petitioner must sho\v that : ncc:e.,sary studies are inipossible or 
highly impracticable, there is evidence sTrongly su-~esting the produc~ -,xould be 
ineffective or unsafe in all pediatric . a~ c groups. or the prc>ciuc;? does not represent a 
meaningful therapeutic benefit over exis ;;ing therapies 1_0r pediatric populations and is tiot 
likely to be used in a substantial number ofpcdiatric patients . FDA has made it clear that 
the burden of establishing eligibility ['or a vvaiver is on the requester. and that all such 
requests must specif,," the particular statutory basis 16r a waiver and provide supporting 
evidence that a wai`-er is appropriate under the circui~stallc:es.~' If ~l ~:har~ge fiom an 
approved drug proposed in an AIe1I7A suitability petition triggers the need _for pediatric 
clinical stu6ies under PREA (as would a change in dosage form). and, FDA does not 
waive the i equiretnenC9 the proposed product -Nvill not be eligibie to be approved in an 
ANDA and the suitability petition must he denied. 

The Waiver Request fails to identify'. much less offer 'LIny evidence to Support. arty 
basis for FDA to grant the requested \\aiver under the criteria prescrihed by FIZ;E,h . 

See Lachman Consultant Service,-,, Inc ., Pediatric Waiver Request. Docket No, 
05P-0460,/CPI at 2 (Nov, l~ ?(~~'5) . 

See FDA, Draft Guidance Ii or Industry . Ho« to Comply \N-ith cAt Pediatric 
Research Equity Act (September 20055) . 9-1 i . 
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Instead, Petitioner merely asserts that a pswdiatrze assessment ̀ `i~~~rlc~ not reasonably be 
required" for the proposed product because FDA ̀`has atfirinativeIy waived pediatric 

'' studv for certain uses of the reference listed drug," and because a oecliatric study "is 
anticipated to be submitted to FDA 'in response to the ageric,y's outstanding written 
request for ptidiatric revie~\, ."' Waiver Request at 3 . Contrary to those assertions, the ' 
requested waiver must be denied on both factual and legal arounds. 

To begin ~N-ith, as the ~'aivc,i° Request itself recognizes ., 1'R _FA expressly requires a 
pediatric assessment to be performed for a proposed chan~;e in dosage iorn unless 
waived by FDA. A change from a capsule to a tablet is clearly such a change, and is 
routinely treated as such by FDA . Once I lie I'REA reqLaircments are triggered by a 

' proposed ch-anbe . FDA may only grant a waiver based on evidence that the statutory 
criteria are satisfied . Petitioners request prov-ides no such evidence, and therefore must 
be denied . 

Petitioner also is flatly incorrect in asserting that its proposed product nnc;rits a 
PREA waiver because FDA has prex~iously ~Nvaived pediatric studies on the reference 
listed drug, A,ltace . In fact, the waiver cited in Petitioner's Waiver Request applied only 
to a single, then-nevN- indication (for reduction in risk of rr1~~ot;ardiai irtf~lrctioil, stroke. and 
death from cardiovascular causes) which 'is explicitly limited in Altact°s labeling to use, 
"in patients 55 -years or older . " BBy contrast . FDA has requested, and Altac:e"s sponsor has performed, pediatric studies for one or more of Altace's other approx!ed indications (all of 
which Petitioner apparently in~er~ds to include in its own product labelino) . 
Additionally, the fact that Aliace"s sponsor is performing such studies wOUid provide no 
basis for granting a ~~~aiver to any other party i1~ the absence of approved pediatric 

` labeling for Altace.' 

Finailv-, FDA has an ample basis lo conclude that none of the statutory ~~~aiver 
criteria applies to the dru2 product at issixc . Given the established use of Rainipril and 

See, e .~. Letter to Lachznan Consultant Ser~~ices from Gary Buehler, 2004F-
0405/pDNI (July, %'8, 2005) ,,it 2 and note I (petition refused because ii "offered no 
basis. and the Agency finds none, for concluding that any 6f these f PREA-
specified waiver] cir°cum stances exist" . notNN-71thstanding argument that FDA had 
alreadl, requested pediatric studies on the reference listed drUll),' Letter to Bedford 
Labomtories from Gary Bueh;ler . 2004i'-0U85iP:DIVI at 2 and note I (refusing 
pediatric waiver on grounds petition failed to assert a statutory basis and FDA 
found x:hat none applied, notwithstanding, arguments based on innovator's pediatric 
studies and exclusivity status) . 




