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Docket No. 2006P 00564/CP1

‘Comments in Omaosméon to Pediatrlc Wawer Req st for Ramipril Tablets

Dear Sir or Madam:

We are submitting these com _-fv ALS i

which was submitted on February 22,

LS "Eopposmon to the Pedlatrlc Wawer Request
2006 by King & Spalding LLP (“*Petitioner”) in

connection with the above-cited petition (the “Waiver Request”). Petitioner seeks a
determination that an abbreviated new drug appheatlon (ANDA) ‘may be submitted for a

change in dosage form from capsule

5 to tablets, based on th

eference listed drug Altace

(Ramipril Capsules, 1.25 mg., 2.5 mg., 5 mg., and 10 mg.) (NDA 19 901), and requests a
waiver of the requirement to perf@rm pediatric studies as requu*ed by the Pediatric

Research Equity Act (“PREA™). For

the reasons detaﬂed in t_,;e:dlscussmn that follows,

we ask that the requested waiver be demed
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Discussion

‘Ramipril, the drug for wh?ich Petlttoner seeks a pedla,trw watver is an angiotensin
converting enzyme (‘ACE”) inhibitor which is indicated for (1) reductlon in risk of
myocardial infarction, stroke and death from cardlovascular causes in patients 55 years or
older; (2) treatment of hypertensmn (aione orin combrnatton with thiazide diuretics); and
(3) treatment of heart failure post myocardlal 1nfarct10n As stated in the labeling of the
proposed reference listed drug, Altace safety and cffectweness in pedtatrlc patients have
not been established. However, ACE inhibitors are routinely used in substantial numbers
of pediatric cardiac patients. Indeed FDA has specifically 1denttﬁed Ramipril (among
other ACE inhibitors) as a drug fcrt whtch additional information may provide benefitin
pediatric patients, and therefore requested Altace’s sponsor ng Pharmaceutlcals Inc. to
perform pediatric studies."

Under the Federal Food, Drug, and Cosmetic Act (“FDCA?”) as amended by the
PREA (FDCA § 505B(a)(1)), a penscn who submits an application under section 505 of
the Act for a new dosage form of a drug must conduct studies adequate to evaluate the
proposed product’s safety and effectlveness and to. establ;tsh approprtate dosing in all
relevant pediatric populations, unless FDA waives the requtrenr ent. In order to obtain a
waiver under the statute, a petltloner must show that: necessary studies are impossible or
highly impracticable; there is evi ence Strongly suggesting the ptcduct would be
ineffective or unsafe in all pedlatrtc age groups; or the product does not represent a
meaningful therapeutic benefit over existing theraples for pediatric populatxons and is not
likely to be used in a substantlat urnber of pedl.atrtc patients. FDA has made it clear that g
the burden of establishing eligibility for a waiver is on the requester, and that all such
requests must specify the partlcular statutcry basis for a walver and provide supportmg
evidence that a waiver is approprlate under the 01rcumstances Ifa change from an
approved drug proposed in an ANE)A suitability petltlon tnggers the need for pediatric
clinical studies under PREA (as would a change in dosage form), and FDA does not
waive the requirement, the proposed product will not be ehglble to be approved inan -
ANDA and the sultablhty petltion must be denied. :

‘ The Waxver Request falls tq 1dent1fy much less cffer any ewdence to support any
basis for FDA to grant the requested wauver under the crlterla prescrlbed by PREA.

! See Lachman Consultant Sﬁ rvices, Inc Pediatric Watver Request Docket No.

05P- O460/CP1 at 2 (Nov» : 2005)

2 See FDA, Draft Gutdanc;e F or Industry, How to Comply with the Pediatric
Research Equity Act (September 2005) 9-11.
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Instead, Petitioner merely asserts, thJ
required” for the proposed product
study for certain uses of the referen
anticipated to be submitted to FDA i
request for pediatric review.” Waiv
requested waiver must be denied on

To begin with, as the Waiiyex
pediatric assessment to be performe
waived by FDA. A change from a ¢
proposed change, FDA may only

criteria are satisfied. Petttloner’
be denied.

sre

- Petitioner also is ﬂatly 1ncorr

PREA waiver because FDA has pre

listed drug, Altace In fact, the waiy

to a single, then-new 1ndtcat10n (for|

death from cardtovascular causes) which is explicitly limi
“in patients 55 years or older.” By (v

performed, pediatric studies for one
which Petitioner apparently mtends

because FDA “has affirm:
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ata pedtatrtc assessment “would not reasonably be

ely waived pediatric

1n response to the agen' Standmg written
er Request at 3. Contrary to those assertions, the
both factual and legal grounds

Request 1tself recogmzes PREA expressly requlres a
d fora proposed change in dosage form unless

_,apsule to a tablet is clearly such a change, and is
routinely treated as such by FDA 0}

¢ PREA reqmrements are triggered by a

"ant,azwatver based on evidence that the statutory

quest provrdes no such evrdence and therefore must

product merits a
ies on the reference
r Request applied only
infarction, stroke, and
d in Altace’s labehng to use
ontrast, FDA has req sted, and Altace’s sponsor has
or more of Altace S other’approved 1ndlcat10ns (all of
to mclude in its own product Iabelzng) ~

ect in assertlng that it

vrously waived pedlat
rer cited in Petitioner’s
reductlon in risk ofm oc

Additionally, the fact that Altace’s sponsor is performmg such studies would prov1de no

basis for granting a walver to any ot
labeling for Altace.’

her party in the absence of approved pediatric

- Finally, FDA has an ample basrs to conclude that none of the statutory waiver

criteria applies to the drug product at issue. (Jwen the eat |

See, e.g. Letter to Lachman g

| ed nse of Ramlprtl ,and

onsuitant Servrces from Gary Buehler 2004P-

0405/PDN1 (July 28, 2005) at 2 and note 1 (penttonvre used because it “offered no

~ basis, and the Agency finds npne for concludmg th

ny these [PREA-

spemﬁed waiver] mrcumstanees exist”, notwithstan ing argument that FDA had
already requested pediatric sthdtes on the reference listed drug) Letter to Bedford

Laboratories from Gary Buel
pediatric waiver on ground_

\2@04P 0085/PDN1 at 2 and note 1 (refusmg
tion failed to assert a statutory basis and FDA

found that none apphed no vihths,andmg arguments based on mnovator s pediatric

studies and exclusivity status




Division of Dockets Management ~

March 1, 2006
 Page 4

‘other ACE 1nh1b1tors in pedlatrlc patlents as well as F DA S pri
additional information on Ramlprll may produce benefits for
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r determination that -
diatric population,

there certamly is no reason to think that either that the proposed5 oduct would be unsafe

or ineffective in all pediatric populdtlons or that it woulc

substantial number of pedlatrlc patients. The requested ch
form is likely to offer a meaningful beneﬁt to pediatric p
$1ver1 that children ap
the effects of ACE inhibitors and therefore may require low
precise titration than adults, the optron of sphttmg tablets could p

difficult to swallow Addrtronally,

in dosing for pedlatrlc pat1ents

A
circumstances. i

Conclusion

Although Petltloner s proposed product clearly i is sub3€:c

Warver Request offers no basis for I
criteria, and in fact no such basis ex
Waiver Request and, accordlngly” al
surtable for subm1ssron under an AI

- RAD/tee

See, e.g. Li, I.S. eta Isthe
Effective in Treating Hyperte
http: //hyper ahalournals or,q/c
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 to be used i ina :

rom capsule to tablet
who often find capsules

> be especially sensitive to

- sta ng doses and more
rovide needed flexibility
PRF A walver clearly cannot be granted under these

o PR.EA Petrtroner S
he applicable statutory
t FDA deny Petitioner’s
- proposed product is not

DA to grant a waiver i
sts. We therefore rec
sofdetermme that Petrtume‘
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Extrapolated Adult Dose of Fosrnaprll Safe and
nsive Children? (abstract avarlable at e

gr/content/abstract/élfl/ 3/289




