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FDA Approves Combo Drug for HF in Blacks

BY ELIZABETH MECHCATIE

Senior Writer

GAITHERSBURG, MD. — The fixed-
dose combination of isosorbide dinitrate
and hydralazine is the first product ap-
proved specifically for treating patients in a
specific racial group—a development that
has been lauded as a significant advance that
could help save the lives of many African
Americans and criticized as scientifically un-
justified and generating a racial stigma.

The Food and Drug Administration’s
approval is “for the treatment of heart fail-
ure as an adjunct to standard therapy in
self-identified black patients to improve
survival, to prolong time to hospitalization
for heart failure, and to improve patient-
reported functional status.”

Those outcomes were evaluated in the
African American Heart Failure Trial (A-
HeFT), which compared the combination
with placebo in self-identified African
American patients with moderate to severe

heart failure (HF) who were on standard
HF treatments, and which was the basis for
the approval. The label notes that most pa-
tients were on a loop diuretic, an ACE in-
hibitor or an angiotensin receptor blocker,
and a B-blocker; many were also on a car-
diac glycoside or an aldosterone antagonist.

The “approval of a drug to treat severe
heart failure in a self-identified black pop-
ulation is a striking example of how a
treatment can benefit some patients even
if it does not help all patients,” Robert
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Temple, M.D., director of the office of
drug evaluation at FDA, Rockville, Md.,
said in a statement.

One week prior to the June 23 approval,
the nine panel members of the FDA's Car-
diovascular and Renal Drugs Advisory
Committee unanimously agreed that the
combination product should be approved.
Only two panelists recommended that the
approval not specify black patients.

The manufacturer, Massachusetts-based
NitroMed Inc., will market the combina-
tion as BiDil. Each tablet contains 37.5 mg
hydralazine hydrochloride and 20 mg
isosorbide dinitrate, which have been ap-
proved separately for treating hyperten-
sion (hydralazine) and angina (isosorbide
dinitrate) for more than 40 years.

If the approval had been for all patients,
NitroMed’s exclusive rights would expire in
2007. But because BiDil's approval is specif-
ically for self-identified African Americans,

Dr. Charles Curry lauded BiDil as an
unparalleled advance for black people.

the company will retain the rights until
2020 according to a published assessment
(N. Engl. J. Med. 2004;351:2035-7).

The treatment’s theoretical basis is
isosorbide’s activity as a nitric oxide donor,
and hydralazine’s activity as an antioxidant
that prevents nitric oxide degradation. Ni-
tric oxide insufficiency in the black popu-
lation is thought to partially explain why
hypertensive black patients tend to re-
spond better to diuretics than to ACE in-
hibitors or B-blockers, and why black pa-
tients with HF apparently do not respond
as well to these medications either, ac-
cording to the FDA briefing document.

A-HeFT compared BiDil with placebo
in black men and women with moderate
to severe HF who were on standard HF
therapies, including ACE inhibitors, an-
giotensin receptor blockers, aldosterone
antagonists, as well as digitalis and di-
uretics. Patients were titrated up to a tar-
get dose of 120 mg isosorbide and 225 mg
of hydralazine, 1 tablet three times a day.

A-HeFT’s primary end point, a com-
posite score of all-cause mortality, HF
hospitalization, and the change in a qual-
ity of life score at 6 months, compared
with baseline, was significantly lower
among those on BiDil. The relative risk of
mortality was reduced by 43%, and hos-
pitalization for HF was reduced by 39%,
with an improvement in quality of life
scores at 6 months.
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The study was prematurely terminated
in July 2004, when the reduction in mor-
tality was seen. At that time, 1,050 of the
targeted sample size of 1,100 patients had
been randomized: 40% were women, and
91% of those on BiDil and 86% on place-
bo completed the study.

The robust effect of the drug on mor-
tality, on top of optimum treatment, is ev-
idence that is “more than adequate” for rec-
ommending approval and is “a compelling
argument for this population, but only for
this population,” said the panel chair,
Steven E. Nissen, M.D., medical director of
the cardiovascular coordinating center at
the Cleveland Clinic at the advisory com-
mittee meeting. “We're using self-identified
race as a surrogate for genomic-based med-
icine, and I don’t think that’s unreasonable.”
In the absence of genetic markers to “de-
cide who’s going to respond to what drug
... we have to use the best evidence avail-
able to us today” from the A-HeFT trial.

But Vivian Ota Wang, Ph.D., the direc-
tor of the ethical, legal, and social impli-
cations program at the National Human
Genome Research Institute at the Nation-
al Institutes of Health, Bethesda, Md., said
that although she supported approval, she
was not satisfied using self-identification as
being African American as a surrogate for
a biologic process, and did not support the
label targeting this group because the un-
derlying rationale of A-HeFT was a bio-
logic reason. Skin tone is “not a great
proxy” for biologic traits, she said.

The controversy over the impact of a
race-based HF indication were expressed
by speakers during the open public hear-
ing. None opposed the drug’s approval,
but several argued against approving it
specifically for black patients.

Charles Rotini, Ph.D., of the National
Human Genome Center at Howard Uni-
versity, Washington, said that group iden-
tity is confused with ancestry, and that
African Americans have a diverse ancestry.
He said it would be tragic not to approve
the drug, but “just as tragic” to approve it
for the black population only.

Charles Curry, M.D., president of the In-
ternational Society on Hypertension in
Blacks and former chief of cardiology at
Howard University, said he “vigorously”
supported approval and called BiDil “the
most important advance in the care of
black people we have seen in my lifetime.”
But he also expressed concern about lim-
iting a life-saving treatment to one group
of patients, noting that early trials were
conducted almost exclusively in white
men, but have benefited all populations.

“Would anyone restrict the results of
48 [Scandinavian Simvastatin Survival
Study] to Scandinavians?” asked Dr. Cur-
ry who, as an A-HeFT investigator and
member of the trial’s cosponsor, the As-
sociation of Black Cardiologists, received
funds from NitroMed.

Those expressing unconditional support
for the approval included the chair of the
Congressional Black Caucus and repre-
sentatives of the National Minority Health
Month Foundation and the NAACP.

In A-HeFT, headache, dizziness, and hy-
potension were higher in the BiDil pa-
tients, and worsening of HF was more
common in the placebo patients. Arthral-
gias were reported in 1.5% of those on

www.internalmedicinenews.com

BiDil, vs. 0.4% of those on placebo, about
a fourfold greater rate that falls “into a cat-
egory of some concern” about the po-
tential for a drug-induced lupus-like syn-
drome that has been associated with
hydralazine, said Jonathan Sackner-Bern-
stein, M.D., director of the HF program at
St. Luke’s-Roosevelt Hospital Center, New
York, noting that such events could be
monitored after approval.

Jay N. Cohn, M.D., was principal inves-
tigator of V-HeFT I, which compared the
drug combination with placebo added to
standard therapy in the early 1980s in male
patients with mild HE and a few years lat-
er, V-HeFT II, which compared the com-
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bination with enalapril, added to standard
therapy. The results suggested benefits,
but were not adequate for FDA approval.

In a retrospective analysis, Dr. Cohn
found that benefit seemed more favorable
in black patients, which, after discussions
with the FDA, led to the A-HeFT trial. The
FDA said a single positive study in an HF
population could be the basis for approval
as a treatment for HF in black patients, and
the trial began in May 2001. Dr. Cohn, the
inventor of BiDil, holds equity in and stands
to receive royalties from the sale of BiDil.

The findings confirmed the hypotheses
generated from V-HeFT I and II, said Clyde
Yancy, M.D., medical director of the Heart

Failure/Transplantation Program at the
University of Texas Southwestern Medical
School, Dallas, speaking for NitroMed.
The black population has a high rate of HE,
which appears at a younger age, often
with greater left ventricular dysfunction
and a less favorable prognosis, he noted.
The BiDil application may not be so
precedent setting as has been portrayed,
Dr. Nissen said, citing the recent approval
of the fixed-dose combination of losartan
and hydrochlorothiazide for reducing the
stroke risk in patients with hypertension
and left ventricular hypertrophy, with a la-
bel that says evidence suggests this bene-
fit does not apply to black patients.  m
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* Vs ibuprofen, ALEVE provided significantly greater relief of nighttime OA pain*

* Vs acetaminophen, ALEVE provided significantly greater relief of patient-reported morning stiffness’

Share the good news with your patients. Recommend A'.M

SAFE AND STRONG. ALL DAY LONG.

* In a randomized, double-blind, placebo-controlled, 7-day study of 301 patients. Other measures of relief were comparable. *In a randomized, double-blind, placebo-controlled, 7-day study of
303 patients. Based on patient assessments on Day 2. Other measures of relief were comparable. * Course of therapy defined as 2 tablets/day for 10 consecutive days.

References: 1. Data on file. Bayer HealthCare LLC. 2. Bansal V, Dex T, Proskin H, Garreffa S. A look at the safety profile of over-the-counter naproxen sodium: a meta-analysis. J Clin Pharmacol.
2001;41:127-138. 3. DeArmond B, Francisco CA, Lin J-S, et al. Safety profile of over-the-counter naproxen sodium. Clin Ther. 1995;17:587-601.

25454


Used Mac Distiller 4.0.x Job Options
This report was created automatically with help of the Adobe Acrobat Distiller addition "Distiller Secrets v1.0.5" from IMPRESSED GmbH.
You can download this startup file for Distiller versions 4.0.5 and 5.0.x for free from http://www.impressed.de.

GENERAL ----------------------------------------
File Options:
     Compatibility: PDF 1.2
     Optimize For Fast Web View: Yes
     Embed Thumbnails: No
     Auto-Rotate Pages: Individually
     Distill From Page: 1
     Distill To Page: All Pages
     Binding: Left
     Resolution: [ 600 600 ] dpi
     Paper Size: [ 855 1107 ] Point

COMPRESSION ----------------------------------------
Color Images:
     Downsampling: Yes
     Downsample Type: Average Downsampling
     Downsample Resolution: 150 dpi
     Downsampling For Images Above: 225 dpi
     Compression: Yes
     Automatic Selection of Compression Type: Yes
     JPEG Quality: Low
     Bits Per Pixel: As Original Bit
Grayscale Images:
     Downsampling: Yes
     Downsample Type: Average Downsampling
     Downsample Resolution: 150 dpi
     Downsampling For Images Above: 225 dpi
     Compression: Yes
     Automatic Selection of Compression Type: Yes
     JPEG Quality: Low
     Bits Per Pixel: As Original Bit
Monochrome Images:
     Downsampling: Yes
     Downsample Type: Average Downsampling
     Downsample Resolution: 300 dpi
     Downsampling For Images Above: 450 dpi
     Compression: Yes
     Compression Type: CCITT
     CCITT Group: << /Columns 32 /K -1 /Rows 8 >>
     Anti-Alias To Gray: No

     Compress Text and Line Art: Yes

FONTS ----------------------------------------
     Embed All Fonts: Yes
     Subset Embedded Fonts: Yes
     Subset When Percent Of Characters Used is Less: 100 %
     When Embedding Fails: Warn and Continue
Embedding:
     Always Embed: [ ]
     Never Embed: [ /Symbol /Courier /Courier-BoldOblique /ZapfDingbats /Helvetica-BoldOblique /Helvetica-Bold /Times-Bold /Courier-Bold /Helvetica /Times-BoldItalic /Times-Roman /Times-Italic /Helvetica-Oblique /Courier-Oblique ]

COLOR ----------------------------------------
Color Management Policies:
     Color Conversion Strategy: Convert All Colors to sRGB
     Intent: Default
Working Spaces:
     Grayscale ICC Profile: Adobe Gray - 20% Dot Gain
     RGB ICC Profile: sRGB IEC61966-2.1
     CMYK ICC Profile: U.S. Web Coated (SWOP) v2
Device-Dependent Data:
     Preserve Overprint Settings: No
     Preserve Under Color Removal and Black Generation: No
     Transfer Functions: Preserve
     Preserve Halftone Information: Yes

ADVANCED ----------------------------------------
Options:
     Use Prologue.ps and Epilogue.ps: Yes
     Allow PostScript File To Override Job Options: Yes
     Preserve Level 2 copypage Semantics: Yes
     Save Portable Job Ticket Inside PDF File: No
     Illustrator Overprint Mode: Yes
     Convert Gradients To Smooth Shades: Yes
     ASCII Format: No
Document Structuring Conventions (DSC):
     Process DSC Comments: Yes
     Log DSC Warnings: No
     Resize Page and Center Artwork for EPS Files: Yes
     Preserve EPS Information From DSC: No
     Preserve OPI Comments: No
     Preserve Document Information From DSC: No

OTHERS ----------------------------------------
     Distiller Core Version: 4050
     Use ZIP Compression: Yes
     Deactivate Optimization: No
     Image Memory: 524288 Byte
     Anti-Alias Color Images: No
     Anti-Alias Grayscale Images: No
     Convert Images (< 257 Colors) To Indexed Color Space: Yes
     sRGB ICC Profile: sRGB IEC61966-2.1

END OF REPORT ----------------------------------------

IMPRESSED GmbH
Bahrenfelder Chaussee 49
22761 Hamburg, Germany
Tel. +49 40 897189-0
Fax +49 40 897189-71
Email: info@impressed.de
Web: www.impressed.de

Adobe Acrobat Distiller 4.0.x Job Option File
<<
     /ColorSettingsFile ()
     /LockDistillerParams false
     /DetectBlends true
     /ParseDSCComments true
     /DoThumbnails false
     /AntiAliasMonoImages false
     /MonoImageDownsampleType /Average
     /MaxSubsetPct 100
     /MonoImageFilter /CCITTFaxEncode
     /GrayImageDownsampleType /Average
     /GrayImageFilter /DCTEncode
     /ColorImageDownsampleThreshold 1.5
     /ColorConversionStrategy /sRGB
     /CalGrayProfile (Adobe Gray - 20% Dot Gain)
     /NeverEmbed [ /Symbol /Courier /Courier-BoldOblique /ZapfDingbats /Helvetica-BoldOblique /Helvetica-Bold /Times-Bold /Courier-Bold /Helvetica /Times-BoldItalic /Times-Roman /Times-Italic /Helvetica-Oblique /Courier-Oblique ]
     /ColorImageResolution 150
     /UsePrologue true
     /ColorImageDepth -1
     /sRGBProfile (sRGB IEC61966-2.1)
     /PreserveOverprintSettings false
     /CompatibilityLevel 1.2
     /UCRandBGInfo /Remove
     /EmitDSCWarnings false
     /CreateJobTicket false
     /DownsampleMonoImages true
     /DownsampleColorImages true
     /MonoImageDict << /Columns 32 /K -1 /Rows 8 >>
     /ColorImageDownsampleType /Average
     /GrayImageDict << /VSamples [ 2 1 1 2 ] /Blend 1 /HSamples [ 2 1 1 2 ] /QFactor 0.9 >>
     /CalCMYKProfile (U.S. Web Coated (SWOP) v2)
     /MonoImageDepth -1
     /PreserveEPSInfo false
     /AutoFilterGrayImages true
     /GrayACSImageDict << /Blend 1 /QFactor 1.2 /HSamples [ 2 1 1 2 ] /VSamples [ 2 1 1 2 ] >>
     /SubsetFonts true
     /ColorImageFilter /DCTEncode
     /AutoRotatePages /PageByPage
     /ASCII85EncodePages false
     /PreserveCopyPage true
     /EncodeMonoImages true
     /PreserveOPIComments false
     /ColorImageDict << /VSamples [ 2 1 1 2 ] /Blend 1 /HSamples [ 2 1 1 2 ] /QFactor 0.9 >>
     /AntiAliasGrayImages false
     /GrayImageDepth -1
     /CannotEmbedFontPolicy /Warning
     /EndPage -1
     /TransferFunctionInfo /Preserve
     /CalRGBProfile (sRGB IEC61966-2.1)
     /EncodeColorImages true
     /EncodeGrayImages true
     /ColorACSImageDict << /Blend 1 /QFactor 1.2 /HSamples [ 2 1 1 2 ] /VSamples [ 2 1 1 2 ] >>
     /Optimize true
     /ParseDSCCommentsForDocInfo false
     /GrayImageDownsampleThreshold 1.5
     /MonoImageDownsampleThreshold 1.5
     /AutoPositionEPSFiles true
     /MonoImageResolution 300
     /GrayImageResolution 150
     /AutoFilterColorImages true
     /AlwaysEmbed [ ]
     /ImageMemory 524288
     /OPM 1
     /DefaultRenderingIntent /Default
     /EmbedAllFonts true
     /StartPage 1
     /DownsampleGrayImages true
     /AntiAliasColorImages false
     /ConvertImagesToIndexed true
     /PreserveHalftoneInfo true
     /CompressPages true
     /Binding /Left
>> setdistillerparams
<<
     /PageSize [ 576.0 792.0 ]
     /HWResolution [ 600 600 ]
>> setpagedevice


