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15 November 2005

The United States Food & Drug Administration
Division of Dockets Management (HFA-305)
5630 Fishers Lane, Room 1061

Rockville, MD 20852

BY COURIER
Re:  Docket No. 2005P- (Citizens Petition for RAMIPRIL)
Dear Sirs :

The captioned drug product is approved as an immediate release solid oral dosage
form (a capsule). Enclosed find the original and three copies of a CITIZEN’S PETITION seeking
approval for a new dosage form (a tablet).

Please let me know if you require any further information. Many thanks in
advance for your help. With my very best regards, |

PHARMACEUTICAL PAENT ATTORNEYS, LLC
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A Y s’i”{i
J: Mark POHL
!1rect +1 (973) 984 0076
Mark. Pohl@LicensingLaw.Net
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Cc w/enclosure :
Arianne CAMPHIRE, Ph.D., Office of Generic Drugs
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Mark Pohl, Esq.

PHARMACEUTICAL PATENT ATTORNEYS, LLC
55 Madison Avenue, 4™ floor

Morristown, NJ 07960-7397

Direct Dial (973) 984-0076

THE UNITED STATES
FOOD & DRUG
: ADMINISTRATION
In re ramipril 1.25, 2.50, 5.00 :
And 10.00 milligram instant-release :
oral tablets ‘
CITIZEN’S PETITION

This is a Citizen’s Petition submitted pursuant to the Administrative
Procedure Act, United States Code, Title 5, The Federal Food, Drug & Cosmetic Act,
United States Code, Title 21, § 505G} 2)(C), and the Code of Federal %Regulations, Title

21, § 10.30 (2005).

: Action Requested :
This Petition requests the Commissioner of the Food & Drug Administration

make a determination that:
A. the drug product ramipril instant release oral tablets, in the strengths of 1.25,
2.50, 5.00 and 10.00 milligrams is suitable for consideration in an Abbreviated

New Drug Application.
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| In re Ramipril instant release oral tablets

Statement of Grounds for Relief

The Rcfergnce Listed Drug

The reference listed drug product is Altace® brand ramjpi‘il instant release
oral capsules in the strengths of 1.25, 2.50, 5.00 and 10.00 miliigméns. The réference
listed drug is éaﬁ angiotensiﬁ‘converting enzyme (ACE) inhibitor. /S‘fee 1998 version of
FDA a.pprovﬂd.l;ah@ling text fpr‘Altace@ brand ramipril tablets at page 1, column 1 (16
December 1998) (copy attached). The reference listed drug is the subj;act of New Drug
Application No. 01-9901, approved on 28 J anuary 1991, At the presemt time, the Holder
of that New Drug Application is King Pharmaceuticals, Inc., of Bri‘swlg Tennessee.

The NDA approval for the reference listed drug has ‘n@yt'been withdrawn
due to safety nor efficacy concerns. To the contrary, it was appz;ayed for use on 28
January 1991,: and since that time has enjoyed a record of safety and effectiveness which

supported its approval for additional labeled indications. See Robert TEMPLE, M.D.,

Letter (4 O,ctober 2000) (approving the reference listed drug for a new iabeled indication);
see also New Drug Application No. 01-9901 Supplement No. 010 (22 August 1995)
(approving a new labeled indication for the reference listed drug). r

The reference listed drug is currently approved for use in, inter alia, the
reduction of the risk of myocardial infarction, stroke, and death from cardiovascular
causes . Id. | |

The reference listed drug is approved for sale as an immediate release
capsule. The reference listed drug is approved for sale in four strengths: 1.25, 2.50, 5.00

and 10.00 milligrams. See United States Food & Drug Administ?ation, Electronic
Orange Book entry for Altace® brand ramipril instant rellease/ oral capsules (15

November 2005) (copy attached).

CITIZEN’S PETITION — page 2




In re Ramipril instant release oral tablets

The Proposed. New Dosage Form
An ‘Abbreviated New Dmg Application may be filed- f@r the approval of a

new drug product that is the same as the reference hstedV,drug,\ iSee 21 US.CAS§
355(G)(2XA) (2005). An Abbmvia’ted New Drug Application may;aiaé be filed for a new
drug product which is the s‘;a;me‘ as the reference listed dmg ‘»e#c;cpt for a difference in
dosage form, 1f the 'Commiss%én'er ‘grants permission to ﬁlej such an Application by
making an admimié&ativé ﬁnﬁing that the difference in \d{)sage fonnkigs suitable. See 21
U.S.C.A. § 355()(2)(C) (20()5); 21 CF.R. § 314.93(b). T,he CbmrﬁiSsgiQner has authority |
to approve-a Citizen’s Petition seekingwa‘ chénge in dosage form See21 C.FR. §10.25,
1030 (2005). B

Petitioner respectfully requests the Commlssmner makc adetermination
that ramipril immediate release oral tablet drug product is smtable for eonsnderatxon in an
Abbreviated New Drug Application, in the same strengths fo’r whwh ,t;je reference listed
dfug is available in'capsule’form.

There is no reason to question the safety and e”t’fectivf:ng%ss of the proposed
drug product dés,age form for its labeled uses. As noted abave;, the reference listed drug
has enjoyed a record of saféty and effectiveness which SUppﬁﬂeci its approval for
additional labeled indications. |

These proposed drug products will contain the séme active drug substance

as the reference listed drug, have the same route of administra;tion (ora;i) as the reference

listed drug, will have the same delivery mechanism (immediate rele@se), and have the

same dosage strengths (1.25, 2.5, 5 and 10 milligram). The labeling of ;f;he proposed drug
product will also be the same as the cui*rently~approved labeling for the reference listed

drug, except for changes which are required because of the diffsrénce in manufacturer

- CITIZEN’S PETITION — page 3




o ' In re Ramipril instant releasc oral tablets
and the difference in dosage form proposed under this Petiﬁon. The; proposed products
will differ from the referem;ze listed drug only in their dosage form )

- Approval of -this Ciﬁien’s Petition is respéc:tﬁaﬂy éelieved warranted
because the Food & Drug Administration, routinely approves Smta?&ﬂ;ty Petitions asking
for a change from 'Qne immediate release oral dosage form to {anothéx;‘ immediate release
oral dosage f;errh where there is no. other change in labeling, rout:_eé;of administration,
| active drug s;ibsxancé, dosage strength, et cefera. For the‘fo;zegoiﬁgfgreasons, Petitioner
respectfully . beiiei‘zeé that fhe propoéed dosagés are suitable fof épproval under an

Abbreviated New Drug Application.

‘ Request to Waive Pediatric Assessment \
~ An assessment of the safety and efficacy. of the product in pediatric

patients is rec’;uircd' for any app}igation for a new. active 'iﬁgmdignt? dosage form,
indication, route of administration or dosing regimen. See ZIUSC § 355B(A)(4)(ii)
(2004). | ’N o

This Petition ,does not fequest any change in active i;#agredient, dosage
strength, indicatién, route of gdministraiion, nor dosing regimen. The dosing regimen —
the amount of drug the patient wili be administered, and Awhén,, and :fo;r what symptoms,
and with what co-administered \therapeatics - will remain the same as ti;e dosing regimen
currently-approved for the reference listed drug. This Petition propése:s changing the
form from capsule to tablet, not changing the drug dosing regimen which those tablets are

used for. Petitioner therefore respectfully believes that this Petition: does not require

pediatric assessment.

CITIZEN’S PETITION — page 4




In re Ramipril iﬁstm% release oral tablets

In the altérnative, Petitioner requests waiver of pediatric assessment,

because the Agency has: waived and deferred the pediatric asscssme% for the reference

listed drug. See. Robert TEMPLE M. D., Letter at page 2 (4 chber 2000) (“We are
waiving the. pedxamc study reqmremem for this actwn on this apphcatmn 7). Petitioner

therefore respectfully believes that a full waiver of pediatric studies is warranted.

Environmental Imp_ac
Petmoner respectfully bcheves that it need not. submﬁ environmental

impact informa{;wn, because such information is categorically: exc;lad;ed« fom Suitability

Petitions. See 21 C.FR. § 25.31.

Economic Impact
Petitioner respﬁctﬁlliy baheves that it need not submlt -economic unpact

" information unléss reques‘ted to dp so by the Commi\ssiqner,*« SegznZl C.ER. § 10.30(b).

Action Requested
Petitioner respectfully requests the Connmsszonex makﬁ a determination

that:
A. the drug product ramipril ihstant release oral tablets, in the ;,s,t}:engths of 1.25,
2.50, 5.00 and 10.00 milligrams is suitable for consideration in an Abbreviated
New Drug Application. L
B. this dosage form is either exempt from the requirement for pediatric

assessment, or that is subject to assessment and the requirement is waived.
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In re Ramipril instan release oral tablets

: Certification '
- The undersxgned certifies that, to the best o‘f its. knowlﬁdge and belief, this

Citizen’s Petition includes all information and views upon’whmh 5tﬁcc§lf‘etition relies, and
| includes representative data and information known to Petitiomer~wh§ch are unfavorable
to this Petition.

Respectfully Submitted, .
PHARMACEUTICAL PATEN’I‘ ATT@RN EYS,LLC

By: /ﬁ/

Mark Pohl, Esq.

55 Madison Avenue, 4™ floor
Morristown, NJ 07960-7397
Direct Dial (973) 984-0076

Enclosures
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Inre Rzirhipril instant release oral tablets
1 Enclosures
1) FDA aﬁproved labeling text for Altace® brand ramipril tablets (16 December
1998). | |

12)  Robert TEMPLE, M.D., Letter (4 October 2000).

3)  -United States Food & Drug Administration, Electronic Orange Book entry for

Altace® brand ramipril oral capsules (15 November 2005).
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Praprietary-Name Search Nﬁ”@

l1ofl

http://www.acce™ata.fda. gov/scripts/cder/ob/docs/temptn.ctm

Proprietary Name Search Results from "OB_Rx" table for glery on "Altace.”

Appl TE Code RLD Active
No Ingredient Route Name

019901 AB No RAMIPRIL ~GAPSULE; ORAL 1.25MG ALTACE

FRTR—

019901 AB

Yes RAM!PRA'JLV CAPSULE; ORAL 10MG  ALTACE

019901 AB  'No RAMIPRIL CAPSULE; ORAL 25MG  ALTACE

019901 AB  No RAMIPRIL CAPSULE; ORAL 5MG  ALTACE

--Dosage Form;  Strength Proprietary Applicant

KING PHARMS

e s e

KING PHARMS

L ——

KING PHARMS.

g YRR

KING PHARMS

[Rp— R

FDA/Center for Drug 'Evéluatiqn\anq Research
Office of Generlc Drugs
Division of Labelfmgand:!”mggamysqppoﬂ
Update Frequency: ’
Orange Book Dafa - Manthly
Generic Drug Produst lnfér%’viéﬁcn & Patent Information - Daily
Orange Book Data Updated Through October, 2005
Patent and Generic Drug Product Data Last Updated: November 15, 2005

11/15/2005 4:55 PM
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- Pockvie 3’5"@‘&’?"“‘“‘"‘
NDA 19-901/5-028 ocT 4 200
' King Pharmaceuticals, Inc.

Attention: Mr. Thml( Rogers, Il
501 Fifth Street .
Bristol, Temcgsw 37620

Dear Mr. R@gers

 Please refer-to your saﬁp!cmentai new drug application dated Jamazy 14; 20@0 received

January 18,2000, submitted under section 505(b) of the Federal Food, Dmg, and Cosmetic Act
for-Altace (ramimi} 1 25 2. 5 5, and 10 mg Capsules

| We-acknowledge receipt of your. s»bmmsmns dated Jamary 18 and 31
February 4,7, 17;and 26, March 9, 10 (two) and 27, Aprt! 19 aﬁd 20 May 11, July 17,

September 26 (m), 27, and 28 20”

This. suppicmemai new drug appiwaﬁon provides for the new use. uf Mmafapsules for
reduction in risk ‘of myocardial mfmwn, stroke, and death from cmovasanlat causes.

We have completed the mvxew of this suppiemcntai application, as amesﬁtd, and have

" concluded that adequate information has been presented 1o demonstrate that the drug product is

safe and effective for use as recommended in the agreed upon labelinig text. “Accordingly, the
supplemental appl«eauon is approved effective on the date of this letter.

" The final printed labeling (FPL) must be :demxcal to the submamd draﬁ iabeimg (packagc insert

included in your September 28, 2000 suhmxsswn)

Please submit 20 pawr eepxes of the: FPL as soon as it is avmlab!c, m no msc more than 30 days
matenal Altemanvaiy, you may submxt thc FPL electromcatiy accorﬂmg w%e guidance for
industry titled Providing &ﬁgulamry Submissions in Electronic Format~ H&u (January 1999).
For administrative purposes, this submission should be designated “FPL for approved
supplement NDA 19-901/8-128.” Apyroval of this submission by FDAis nei required before
the labeling is used.



- NDA I9-901IS~028 _ o o~
- Page2 ) » .

In addition, please submit three copies af the introductory promamml fmtenats that you
propose to use for this product. All pwpescd materials should be submitied in draft or mock-up
form, not final'print. Please send one copy to the Division of Cﬁtﬂm tenal Drug Products and
two copies of both ﬂwpmmotmnal materials and the package insest dmﬁy to:

Division of Drug’ Mark:tmg, Advemsmg, and Commumsauam, m’B—%
'Food and Brug. Mmmmmn ‘ | |

5600 Fishers Lane ‘ : \ o

Rockville; Maryland 20857

 Be advised that, as of April 1, 1999 all apphcatwns for new ac%m ingredients, new dosage
forms, new mdwat-xms, new routes ofa&mxmstratwn, and new do; ng; iens are required to
contain an: asmsmg:m of the safety and effectiveness of the product in pediatric patients unless
this requirément is wﬁwﬂ or deferred (63 FR 66632). We. m wai%rmg th&ipedxalm study

' requirement for lhxs dction on this. apphcatmn |
Please submit one market pacleaga of the dmg pmduct when it is amiahie.

We remind you that yon. must camply mth the reqmrements for an aﬁprwed NDA set forth
Under 21 CFR 314.80 and 314.81.

If you have any questions, please call:
Ms. Sandra L, Birdsong

Regﬂatory Px@sect Manager
(301) 594~5312
. Sihcergly, - ! ;
o Wi;.oh;;t Te;xxpic, M. D
Director
“Office of Drug. Eva!naum I

Center for Dmg Eva!xm:en an& Research
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