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CITIZEN PETITION
On behalf of King Pharmaceuticals, Inc., pursuant to the Federal Food, Drug, and
Cosmetic Act (FFDCA) and 21 CFR § 10.30, the undersigned submits this petition to request
that the Commissioner of Food and Drugs confirm it will take the actions detailed below
regarding cardiovascular outcomes labeling for generic I drug products referencing Altace®
(ramipril) for the treatment of hypertension.

A. Actions Requested
On May 6, 2008, U.S. Patent No. 7,368,469 ("the '469 patent") issued from the United
States Patent Office. That patent concerns certain beneficial cardiovascular outcomes achieved
with Altace that are part of the labeling for King's Altace drug products. Specifically, the '469
patent concerns information relating to the Hemt Outcomes Prevention Evaluation ("HOPE")
trial and the Altace indication for reduction in risk of myocardial infarction, stroke, and death
from cardiovascular causes ("the HOPE indication"). King has reason to believe that one or
more generic applicants for ramipril products may seek approval of drug labeling that omits this
infonnation. 2 Such omission would render the generic labeling less safe or less effective than
Altace for the treatment of hypertension and thus violate applicable law and be detrimental to the
public health. Accordingly, King respectfully requests that the Commissioner:
(1) COnfll111 that FDA will follow the FFDCA and the agency's own implementing
regulations and thus ensure that it will continue to approve ramipril products for the treatment of
hypertension only with complete and accurate label information regarding the outcomes

"Gene..ic" is used throughout this petition to ..efe.. to applications filed unde.. FFDCA §§ 505(b)(2) 0 .. 5050).
Cobalt Pha..maceuticals is cu....ently ma..keting gene..ic ..amipril capsules with 180-day exclusivity, to expire on
June 7,2008. The approved labeling fo .. the Cobalt ..amip..il p..oduct also contains this info..mation. Additionally,
King has received a lette.. f..om Lupin Ltd. purpo..ting to be a Notification ofParag..aph IV Certification alleging that
the '469 patent is not inf..inged 0 .. is invalid.
.
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associated with treating hypertensive and non-hypertensive patients as described in the label
information obtained from the HOPE trial, and,
(2) confirm that FDA will require applicants for ramipril products to submit an
appropriate patent certification statement (i.e., a paragraph III or IV certification) to the '469
patent prior to final approval, because the label information describing the HOPE trial and HOPE
indication is not amenable to omission in conjunction with a statement under FFDCA §§
505(b)(2)(B) or 505(j)(2)(A)(viii).
B. Statement of Grounds

I.

Background
A.

Altace®

King is the holder ofNDAs 19-901 and 22-021 for Altace (ramipril) capsules and tablets
respectively. Altace is an ACE-inhibitor previously labeled for the treatment of hypeltension
and heart failure post myocardial infarction. On October 4,2000, King received approval for the
addition of labeling describing that Altace reduces the risk of myocardial infarction, stroke, and
death from cardiovascular causes. This infonnation in the Altace label is refelTed to as the
"HOPE" information, because it is based upon the Heart Outcomes Prevention Evaluation
(HOPE) trial.

B.

The HOPE (Heart Outcomes Prevention Evaluation) trial

HOPE was a large, multi-center, randomized, placebo-controlled trial in 9,541 patients
age 55 and older and at risk of cardiovascular events because of a history of coronary artery
disease, stroke, peripheral vascular disease, or diabetes accompanied by another risk factor.
Nearly half of the patients in HOPE were hypertensive (n=4355). The HOPE trial results,
published in the New England Joumal of Medicine,3 show that Altace significantly reduced the
rate of myocardial infarction, stroke or death from cardiovascular causes by 22% in all patients
studied.
Subsequent to review and consideration by the May 1,2000, Cardio-Renal Advisory
Committee, the HOPE supplemental new drug application was approved by FDA and the HOPE
information was added to the labeling for Altace. This information includes, among other things,
the beneficial cardiovascular outcomes obtained when hypertensive patients are treated with
Altace.
Studies similar to the HOPE trial have been attempted with other ACE inhibitors with
mixed results. The QUIET study involving the ACE inhibitor quinapril and the PEACE study
involving the ACE inhibitor trandolapril both failed to show the beneficial outcomes realized in
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NEJM, Jan. 20, 2000.
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the HOPE study.4 A third study, called EUROPA, involving the ACE inhibitor perindopril
showed results similar to HOPE.)

C.

HOPE patent

The '469 patent has claims relating to the HOPE label information. As required by law,
King has timely filed information on this patent for publication in FDA's Orange Book. Because
the patent infomlation is being submitted for listing after the submission of multiple abbreviated
new drug applications for ramipril, King is not eligible for any statutory 30-month stay as to
these applications. 6 Thus, FDA's role is limited to ensuring that generic ramiprillabeling
contains complete infonnation regarding cardiovascular outcomes and is therefore not less safe
or effective than Altace.

II.

Legal standard

Because of the critical importance of drug labeling, clear statutory and regulatory
standards have been created to ensure that generic drug labels are consistent with the labels of
the pioneer product. As FDA has stated, "[c]onsistent labeling for duplicate versions of a drug
product, insofar as this is possible, will avoid differences that might confuse health care
professionals who prescribe and dispense prescription drug products or might create omissions of
significant infonnation.,,7 FUlthelmore, "[c]onsistent labeling will assure physicians, health
professionals, and consumers that a generic drug is as safe and effective as its brand-name
cOUl1terpart. ,,8
The FFDCA generally requires that generic drug labels be "the same" as the pioneer
drugs that they copy, except for changes required because the pioneer and generic drug are
produced or distributed by different manufacturers. 9 FDA has, by regulation, interpreted this
provision to include "omission of an indication or other aspect of labeling protected by patent or
accorded exclusivity" under the FFDCA. 10 Such omission is pennitted only when the agency
finds that the "differences do not render the proposed drug product less safe or effective than the
listed drug for all remaining non-protected conditions ofuse."ll Thus, the required analysis does
not permit FDA to simply make a determination that a generic ramipril product could be safely
labeled only for hypertension, but rather requires a comparative assessment of whether a ramipril
label omitting HOPE would be, /0 any extent, "less safe or effective" than Altace for the
treatment of hypertension.
4 Bertram Pitt et aL, The Quinapri/lschemic Evenl Trial (QUiET): eva/llalion ofchronic ace inhibilor Iherapy in
palienls wilh ischemic hearl disease and preserved left venlricu/arjimclion, Am. J. of Cardiology, 87(9) (2001);
Eugene Braunwald et aL, Angiolensin-Converling-Enzyme Inhibilion in Siable Coronal)' Ariel)' Disease, The Peace
Triallnvesligalors, The New England Journal of Medicine 351 (20):2058-2068 (2004).
5 K M Fox et aL, Efficacy ofperindopril in reduclion ofcardiovascular evenls alllong palienls wilh slab/e coronOl)'
arlel)1 disease: randomised double-blincl, placebo-conlrolled, mllllicenire Irial (Ihe EUROPA sl1ldy), The Lancet
362: pp. 782-788 (2003) (Ex. I).
6 FFDCA § 505G)(5)(B)(iii).
7 54 Fed. Reg. 28872,28881 (July 10, 1989).
8 56 Fed. Reg. 17950, 17961 (Apr. 28, 1992).
9 FFDCA § 505G)(2)(A)(v).
10 21 CFR § 314.94(a)(8)(iv).
11 21 CFR § 314.127(a)(7).
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As described in detail below, FDA and its advisory committees have already determined
that a product labeled for hypertension that excludes the outcomes obtained from treating
hypertension is less safe or less effective for the treatment of hypertension than a drug that
includes the outcomes information (i.e., Altace). As discussed above, while the HOPE trial is
not directed specifically to hypertension, approximately half the patients in the trial were
hypettensive and the trial contains information relevant to the treatment of hypertensive patients.
Thus, the Agency's analysis is complete. Because King is not eligible for a 3D-month stay of
approval to litigate patent infringement, additional generic ramipril applications for hypertension
that contain the HOPE information are eligible for final approval on June 7, 2008. 12

III.

FDA must continue to approve all generic ramipril products indicated for
hypertension with the HOPE infor'mation included in the product labeling.

FDA and its advisory committees have recognized that blood pressure is a sun'ogate for
cardiovascular outcomes, namely stroke, myocardial infarction, and cardiovascular mortality. 13
As described in detail below, FDA and its Cardio-Renal Advisory Committees have clearly
established the importance of including cardiovascular outcome claims in all drugs labeled for
treating hypertension, even including those drugs for which outcomes data are unavailable.
Thus, for a drug like ramipril, for which outcomes data have contributed to the overall
conclusion that reducing hypertension can be related to improved cardiovascular outcomes,
omitting proven outcome claims is especially improper. Through the consensus reached at its
advisory committee meetings and the recently-issued draft labeling guidance on outcomes
claims, FDA has already considered this issue and effectively made the detennination that
omission of the HOPE labeling information would render a generic ramipril product labeled for
hypettension less safe and less effective for treating hypertension than Altace, foreclosing any
possibility of omitting the HOPE information from generic labeling.

A.

FDA and its Advisory Committees have already considered the importance
of cardiovascular outcomes labeling for antihypertensive drugs and
determined that inclusion of such information in drug labeling improves the
effective treatment of hypertension.

In the last several years, FDA has undertaken an effott to determine the label claims
appropriate for antihypertensive drug products. FDA convened two separate Cardio-Renal
Advisory Conunittee meetings---on June 15, 2005 and April 26, 2006-to discuss possible new
labeling for cardiovascular outcome claims for antihypettensive drugs. In addition, on March 13,
2008, FDA published draft guidance proposing a new approach to labeling for antihypertensive
drugs. The advisory conunittee meetings and FDA's guidance are in conCUl1'ence that: I) the
inadequate treatment of hypertension is a significant public health problem, 2) there is a
relationship between treatment of hypertension and improved outcomes in reducing the risk of
stroke, myocardial infarction, and cardiovascular death, 3) the failure to include information
12 Altace is also approved for the treatment of heart failure. This use is protected by patent until April 4, 2012. FDA
has previously determined that the benefit achieved fi'om treating healt failure is "independent" from that obtained
in treating the other conditions of use (hypertension/HOPE). See, discussion in section III.A.2., infi·a.
13 See, Draft Guidance, at 2; Advisory Committee Summary Minutes, at 4-5.
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regarding cardiovascular outcome claims in antihypertensive drug labeling contributes
significantly to the inadequate treatment of hypertension, and 4) hypertension may be treated
more effectively by including cardiovascular outcomes claims in the labeling of drugs to treat
hypertension.
These proceedings reflect a clear consideration and consensus detennination by FDA and
the broader scientific community that cardiovascular outcomes information should be included in
the labeling of drugs used to treat hypettension.
1.

FDA's June 15,2005 Cardio-Renal Advisory Committee Meeting

Labeling for antihypertensive drug products generally has failed to make claims about the
clinical outcomes associated with h'eating hypertension. FDA's 2005 advisory committee
meeting was convened to address this deficiency and review whether (and with precisely what
language) to include outcomes claims in all antihypertensive drug labeling. As Robelt J.
Temple, M.D., FDA's Acting Director of the Office of Drug Evaluation I, explained at the outset
of the meeting, "[w]e have been conscious for at least [14 years] ... of the unsatisfactory nature
of the treatment of hypertension.... It really is sort of stunning that one of the first things we
knew how to do to save people's lives in cardiology [i.e., decrease risk of cardiovascular events
by reducing blood pressure] isn't reflected in any of their labeling, so we, as rapidly as we can,
are h'ying to fix that.,,14
The 2005 advisory committee "was in complete agreement" about the impOltance to the
public health of including specific cardiovascular outcome benefits in hypettension drug
labeling. IS For instance, Steven E. Nissen, M.D., Chair of FDA's Cardio-Renal Advisory
Committee, stated:
First of all, I think [outcomes claims are] really a step forward. It is difficult, but very
important. ..We know as much about blood pressure lowering agents as any other class
of drugs for any other reason in any field of medicine ... and yet we don't say very much
about them in the labels ... So, the opportunity exists here to refocus the attention of
practitioners, the public, everybody on the fact that we have got a lot of infonnation that
says that controlling blood pressure is really, really impOltant, and can save a lot of lives
and a lot of morbidity. So, the more we can say that will create some noise, some
16
discussion around tllis, the more the public health is going to benefit.
Wllile the advisory committee was unanimous in supporting inclusion of outcomes
labeling, there was considerable discussion about the precise scope of language that should be
applied to all antihypettensive drugs based on inferences from the drugs for which outcomes data
have been generated. Cenh'al to this discussion was a consistent concern that any generallyapplicable antihypettensive outcome claims should not provide disincentives to conducting
costly clinical studies on specific drugs and thereby inhibit much-needed ongoing research about
clinical outcomes.

2005 CRDAC Meeting Transcript at 14 (Statement of Dr. Robert Temple) (emphasis added).
Summary Minutes, 2005 CRDAC Meeting, at 6.
16 2005 CRDAC Meeting Transcript at 252-53 (statement of Dr. Steven E. Nissen) (emphasis added).
14

15
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Ultimately, the committee reached a consensus that a limited general statement
should be used for all antihypettensive drugs, followed by more detailed infonnation
about studies conducted on particular drugs and/or a class of drugs. I? As Dr. Temple
summarized, "We will put the specific outcome data that any drug has, and say whether it
doesn't toO.,,18 Dr. Nissen further elaborated: "It is really important, because it is an
incentive to do trials, and it is informative. It's how we leam, so I think you have got to
make sure that is properly emphasized.,,19

2.

FDA's April 26, 2006 Cardio-Renal Advisory Committee Meeting

Following the June 2005 advisory committee, FDA developed a draft of a labeling
guidance in Spring 2006.2° This draft was presented to the Cardio-Renal Advisory Committee
for review at the April 26, 2006 meeting. The committee provided detailed feedback on the
specific wording of the draft guidance and discussed several issues at greater length. Of
particular significance, the committee reafflllned the 2005 advisory conunittee's emphasis on the
need to include drug-specific clinical outcomes data whenever available.
The 2006 advisory committee began with an extended discussion about the need for
drug-specific outcomes data in addition to a general statement applicable to all antihypettensives.
Notably, Dr. Temple refened to the HOPE trial as an example of the type of trial that must be
included alongside any general statement.
You expressed some reservation about companies getting particular claims when
they haven't shown that other members of the class, say, when it is generic
already, doesn't do it [i.e., produce the same clinical results]. A good example is
the result of the HOPE study, a study of ramipril, just as far as we know-we
don't know whether it is different from other ACE inhibitors or not, that shows
improved outcomes in high-risk patients.
I must say, I have always thought that desire for companies to have their place in
the sun by doing really superb outcome studies-they are not seeding studies17 This conclusion is consistent with statements on behalf of King made during the open public hearing portion of
the 2005 CRDAC Meeting. See 2005 CRDAC Meeting Transcript at 211-18 (statement of Charles Pamplin, M.D.)
(supporting use of antihypertensive drug labeling to link treatment of hypertension in general with improved
cardiovascular disease outcomes while emphasizing the need to specify in labeling precisely what is known or not
known about outcomes associated with specific drugs and classes of drugs).
18 2005 CRDAC Meeting Transcript at 407 (statement of Robert J. Temple).
19 2005 CRDAC Meeting Transcript at 407 (statement of Steven E. Nissen). See also 2005 CRDAC Meeting
Transcript at 268 (statement of Steven E. Nissen) ("I just want to point out that none of this [a general statement
about outcomes claims] precludes including specific trial information in a drug label, where you have done a trial. I
mean that is always going to be the case."); id. at 389 (statement of Thomas Fleming) (replying, "[d]efinitely, yes,"
to a formal inquiry about whether labeling should distinguish among antihypeltensive drugs based on whether a
specific drug or class of drugs contributed to the available outcome data); id. at 410 (statement of Robert J. Temple)
("[A]fter the general statement ... there would be something that would describe what studies are or are not
available for the particular [drug]."); id. (statement of Steven E. Nissen) (stating that including drug-specific clinical
outcomes data "creates an incentive to do [clinical] trials, which I think is [a] good thing to be doing, and I think that
is the right thing to do, because we are not so certain that we are never going to be wrong here.").
20 FDA, Draji Guidancefor Indust/)J, Labelingfor Outcome Claimsfor Dl'lIgs to Treat Hypertension (Spring 2006),
available at: http://www. fda.gov/ohrms/dockets/ac/06/briefing/2006-4215B2-0 1-02-FDA-Backgrounder.pdf.
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that would be a misdesignation of these kinds of studies-is one of the benefits of
competition. They do that because they can claim it.
I don't know, and nobody knows, whether a cheaper generic ACE inhibitor would
do the same thing but they went to the cost and expense of showing something
important and they got it in the label. Are you saying you think that is an
unfOltunate practice? I have always thought of it as sort of a capitalistic benefit, if
you like. 21
Dr. Temple's conunents are consistent with statements made by the 2005 advisory
committee members regarding the need to maintain incentives for drug sponsors to continue to
produce the types of information that assist health care professionals and consumers in
understanding how best to use drug products safely and effectively.
At the 2006 meeting Dr. Temple also distinguished certain types of cardiovascular drug
claims that are unrelated to the outcomes associated with lowering blood pressure and therefore
not relevant for inclusion in discussing clinical outcomes of treating hypertensive patients.
Specifically, Dr. Temple explained that data about reducing risk of stroke, myocardial infarction,
and cardiovascular death-the principal clinical outcomes associated with treating
hypertension-are distinct from data about treatment of related but independent conditions such
as heart failure. "The general theme in [the draft guidance] is that lowering blood pressure
affects stroke, M.l. and cardiovascular death. The particular things that some drugs do and other
drugs do, like treat heart failure successfully, would not be a part of this general statement.,,22
Dr. Temple's clarification is consistent with FDA's contemporaneous response to an
inquiry about labeling for Altace submitted by King in January 2005. 23 King proposed that FDA
not pennit Altace clinical study information, including treatment of patients with heart failure
post myocardial infarction and the HOPE trial, to be omitted from generic ramiprillabeling. In
its response, FDA said it would pennit the omission of the healt failure indication in generic
labeling because doing so would not render generic ramiprilless safe or effective than Altace for
the remaining, nonprotected conditions of use (i.e., the treatment ofhypettension, and the
reduction in risk of myocardial infarction, stroke and death fi-om cardiovascular causes).24 FDA
justified this conclusion in large part on a finding that "the benefit with the excluded use [hemt
failure] is independent of that of the other uses [hypertension and the HOPE outcomes
claimsJ,,,25 In contrast, the HOPE information is intertwined with hypettension and cannot be
removed without impacting the safe and effective use of ramipril for hypertension.
Consistent with the conclusions of the 2005 advisory committee, Dr. Temple indicated
that it was important to include drug- and class-specific outcome data in antihypertensive drug
21 2006 CRDAC Meeting Transcript at 28-29 (statement of Robert 1. Temple).
222006 CRDAC Meeting Transcript at 37 (statement of Robelt 1. Temple).
23 See Letter from Thomas K. Rogers, King Pharmaceuticals, Inc. to Douglas ThrockmOlton, Director, FDA
Division ofCardio-Renal Drug Products (Jan. 26,2005).
24 Letter from Norman Stockbridge, Acting Director, FDA Division of Cardiovascular and Renal Products, to Felicia
Bullock, King Pharmaceuticals, Inc. (Oct. 31, 2005), at I. FDA did not address the question of omitting the HOPE
study because, at the time, only the heart failure indication was protected by patent or exclusivity.
25 lei. (emphasis added).
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labeling in addition to the proposed "general statement applying to all antihypertensives that
everybody is comfortable applies to all antihypertensives.,,26 Accordingly, Dr. Temple stated that
FDA did not seek to alter the drug-specific or class-specific information already contained in
antihypertensive drug labels. "Nothing in the proposal would take those things out of labeling...
. The HOPE study would still be there. All of those specific things would still be existing.,,27
Rather, "[the label] would characterize the evidence related to a drug or the class for the three
things that we think are common to all antihypertensives. Just, it is sort of in the interest of
greater truth. [The proposed labeling] tells you whether there is actual data or whether it is a SOlt
of class effect.,,28
The advisory committee also emphasized that including specific clinical trial information
about antihypeltensive drugs is impOltant not just to ensure that each product has full and
accurate information for safe and effective use, but also to enable health care professionals to
compare and select among drug products by having complete and accurate infOllTIation about
each individual product, where targeted studies provide a basis for more extensive labeling. For
instance, conunittee member Thomas Pickering, M.D., Ph.D., noted, "I think having more
extensive labeling would help physicians to decide which is the most appropriate drug to
choose.,,29 Failing to provide specific labeling about each class, drug product, and formulation
would undermine practitioners' ability to select among drug products.

3.

FDA's March 2008 Draft Guidance

On March 13,2008, FDA announced the availability of a draft guidance for labeling of
antihypertensive drugs based on input from the 2005 and 2006 advisory conunittee meetings. 3D
FDA stated that its draft guidance was supported by a "broad consensus in favor of labeling
changes" that would include outcomes information for antihypertensive drugS. 31 Moreover,
FDA explained that this consensus includes recognition that inadequate treatment of
hypertension is a significant public health problem and that effective use of antihypertensive
drugs could be enhanced by including information regarding cardiovascular outcomes in drug
product labeling. 32
In the guidance, FDA reconunends that all drugs labeled for use in treating hypeltension
include labeling that details the established outcomes of treating hypeltension-reduction in risk
of fatal and nonfatal cardiovascular events, primarily strokes and myocardial infarctions. The
guidance further details that higher risk patients, such as diabetics, benefit from more aggressive
anti-hypeltensive treatment. Consistent with advisory cOlmnittee members' concerns about
maintaining incentives to conduct specific studies of clinical outcomes, as well as the need to
provide sufficient data to enable practitioners and consumers to choose among antihypertensive

Id. at 39-40 (statement of Robert 1. Temple).
2006 CRDAC Meeting Transcript at 38 (statement of Robert J. Temple).
28 [d. at 42 (statement of Robelt J. Temple).
29 Transcript at 35 (statement of Thomas Pickering).
30 FDA, Draft Guidance for Indusfly on Hypertension Indication: Drug Labelingfor Cardiovascular Outcome
Claims; Availability, 73 Fed. Reg. 13546 (Mar. 13,2008).
31 2008 Draft Guidance, at 2.
32 2008 Draft Guidance, at 1 (emphasis added).
26

27
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drug products, the draft guidance states that both a general statement conunon to all
antihype11ensive drugs as well as drug-specific outcome data should be included in labeling.
Based on COlIDnents from the 2006 advisory conunittee,33 the guidance includes a table
classifying antihypertensive drugs and indicating which drugs "have specific outcome data in
either placebo-controlled or active-controlled as either primary or secondary treatment.,,34 Of
significance, the table identifies ramipril as one of the antihypertensive drugs with specific
outcomes data, thus acknowledging that the HOPE trial provides the type of outcomes
information contemplated by the guidance.

B.

The HOPE label information is precisely the type information that FDA and
the broader scientific community have concluded is critical to safe and
effective treatment of hypertension because it contains, among other things,
the beneficial cardiovascular outcomes achieved when treating patients with
Altace.

The HOPE label information informs prescribers of the beneficial outcomes achieved
when hype11ensive and non-hypertensive patients are treated with Altace. The HOPE label
contains critical data on the reduction in stroke, myocardial infarction, and death from
cardiovascular causes for patient populations with varying absolute risk. Such information
identifies the particular patient populations expected to benefit from more aggressive treatment.
The FDA has already concluded that the HOPE trial demonstrates the beneficial cardiovascular
outcomes achieved by treating hype11ensive and non-hypertensive patients with Altace by
including ramipril in the draft guidance on hype11ension outcomes claims as a drug for which
"specific outcome data" has been obtained. 3)
FDA and its advisory conunittees have recognized the importance of including
cardiovascular outcomes in drugs labeled for treating hype11ension, even drugs without available
outcomes data. The HOPE trial conclusively establishes the beneficial outcomes of treatment
with Altace. Tlus is in contrast to similar studies with other ACE inhibitors that have not
demonstrated beneficial outcomes. As such, the HOPE data is especially important information
for prescribers treating patient populations with varying absolute risk. If HOPE were to be
omitted from labeling, none oftlus drug-specific outcome data would be available to prescribers.

C.

Generic ramiprillabeling that includes only the hypertension indication, but
omits the HOPE information, would be less safe or less effective than Altace
for the treatment of hypertension.

In making the required analysis as to whether a generic ramipril product that omits the
HOPE label information would be less safe or less effective than Altace for the treatment of
hype11ension, FDA must complete a comparative assessment of the relative safety and efficacy
of two disparately labeled drug products. If a proposed generic ramiprillabel that omits the

See, e.g., 2006 CRDAC Meeting Transcript at 77-80.
2008 Draft Guidance, at 6.
35 Draft Guidance, Table I, at 5.
33
34
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HOPE information is, to any extent, less safe or less effective than Altace for the treatment of
hypertension, FDA may not lawfully permit omission of the HOPE information from that label.
It is true that, prior to completion of the HOPE trial, Altace was safely and effectively
marketed for several years for the treatment of hypertension in the absence of the HOPE label
information. This is of no consequence since the approval of the HOPE supplement and the
addition of the HOPE label information served to further inform the treatment of hypertension by
adding outcomes, and thus increase the safe and effective treatment of hypertension, as
contemplated by FDA and the advisory committees described above. Conversely, omission of
the HOPE outcomes infonnation would decrease the safe and effective treatment of ramipril for
the treatment of hypeltension.

This result of the required comparative assessment of safety and efficacy is mandated by
FDA's thoroughly considered review of whether cardiovascular outcome claims in hypertension
drug labeling would decrease the inadequate treatment of hypertension in the United States. In
broad consensus with two expert advisory panels, FDA has formalized its conclusion that
inclusion of outcomes labeling claims will increase the effective treatment of hypertension.
The HOPE label information provides the cardiovascular outcomes inf0l111ation the FDA
and its expelt advisors considered and detennined was necessary to increase the effective
treatment of hypertension. In the HOPE trial, hypeltensive and non-hypertensive patients treated
with Altace experienced reduction in the risk of myocardial infarction, stroke, and death from
cardiovascular causes. The HOPE label information clearly conveys that the 4,355 hypertensive
patients in HOPE experienced a significant reduction in cardiovascular risk versus those patients
that did not take Altace. Any ramiprillabel that omits this infOlmation would be less safe and
less effective than Altace for the treatment of hypertension.
IV.

Conclusion
The rationale suppOlting the requests herein may be summarized as follows:
•

•

•
•

FDA, in conjunction with the broad expert consensus of two Cardio-Renal Advisory
Committees, has determined that the inadequate treatment of hypertension is a significant
public health problem.
FDA and the advisory committees have considered tlus public health problem and
determined that making outcomes claims explicit in drug labeling will increase the
effective treatment ofhypeltension; FDA has formally announced tlus position in its draft
guidance.
The HOPE label information describes the beneficial cardiovascular outcomes obtained
by treating hypertensive patients with Altace.
Therefore, omitting the HOPE information would omit the outcomes information that
FDA has determined increases the effective treatment of hypertension. Such omission
would render a ramipril product less safe and less effective than Altace for the treatment
of hypeltension.
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In conclusion, King respectfully requests that FDA confinn that when it approves
additional generic ramipril products, it will do so with complete labeling that includes the HOPE
outcomes claims for hypertension in a manner consistent with the broad consensus reached by
two expert advisory committees and FDA in its recent draft labeling guidance. These recent
activities and the conclusions therein mandate a determination that omission of the HOPE
outcome claims for hypertension would render a generic ramipril product less safe or less
effective than Altace for the treatment of hypertension. In accordance with the law, FDA should
confirm that it will not permit such omission, and that submission to FDA of a paragraph III or
paragraph IV celtification statement to the '469 patent is required for generic ramipril products
prior to final approval.

C. Environmental Impact
The actions requested in tIllS petition are subject to categorical exclusions under 21 CFR
§ 25.31.

D. Economic Impact
Pursuant to 21 CFR § 10.30(b), an economic impact statement will be submitted upon
request of the Commissioner.

E. Certification
I certify that, to my best knowledge and belief: (a) tIllS petition includes all information
and views upon which the petition relies; (b) tIllS petition includes representative data and/or
information known to the petitioner which are unfavorable to the petition; and (c) I have taken
reasonable steps to ensure that any representative data and/or infonnation which are unfavorable
to the petition were disclosed to me. I fl.11ther certify that the information upon which I have
based the action requested herein first became known to the patty on whose behalf this petition is
submitted on or about the following date: May 6, 2008, the date on which the '469 patent was
issued. If I received or expect to receive payments, including cash and other forms of
consideration, to file this information or its contents, I received or expect to receive those
payments from the following persons or organizations: none. I verify under penalty ofpeljl.11'y
that the foregoing is true and conect as of the date of the submission of this petition.

~~\"bm':d'
Thomas K. R:"';L
Executive Vice President
Regulatory Affairs
Cc:

Robert 1. Temple, MD, Director, ODEI & OMP
Norman L. Stockbridge, MD, PhD, Director, DCRP
Elizabeth H. Dickinson, Esq., Office of Chief Counsel
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