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Predicted Risk of Coronary Heart Disease (CHD) with Tipranavir Exposure Compared to Conventional Pl in the RESIST Trial
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BACKGROUND

o The use of Tipranavir (TPV/r) is indicated in treatment-experienced patients

 In two pivotal, phase Ill clinical trials — RESIST-1 and RESIST-2 — treatment-experienced patients with substantial
resistance to existing Pls were randomized to receive an optimized background regimen with either ritonavir-boosted
tipranavir (TPV/r) or another conventional ritonavir-boosted PI (CPI/r)

o TPV/r showed superior treatment responses compared to CPI/r*

o Elevation of lipid levels have been observed more frequently after use of TPV/r (soomg/200mg BID) than after use of other low
dose ritonavir boosted Pls

* Based on data collected in the RESIST trials, we estimated the potential added risk for coronary heart disease (CHD) associated
with TPV/r use compared to CPI/r

METHODS

e In treatment experienced patients, mean 5 and 10-year CHD risk was modelled according to metabolic factors observed at baseline
and after 8 weeks of starting medication in the RESIST trials

* Primary emphasis was made to the observations at week 8, as most patients remained adherent to randomized drug
assignment at this study visit

® The CHD risk estimates were calculated using the Framingham risk equation, a parametric statistical model controlling for
multiple cardiovascular risk factors?

o There are data to suggest that the incremental CHD risk associated with metabolic changes induced by Pls occurs
without any substantial delay3, and that

¢ The Framingham score fairly reliably predicted the risk of myocardial infarction in HIV-infected individuals#

 The following measured covariates were introduced in to the Framingham prediction model:
* Age
® Sex
* Diabetes
e Prior cardiovascular disease
o The ratio of serum Total Cholesterol: HDL Cholesterol (TC:HDL)
* While the following co-variates were unavailable:
* Blood pressure
* Smoking
 Therefore, in the primary analyses (A) the prevalence of smoking and the average blood pressure are imputed and takes the
average values observed in the D:A:D study3:
A. Mean systolic blood pressure 120 mmHg, and smoking prevalence 45%
e Different average values were considered in sensitivity analyses in men for the following scenarios:
Systolic blood pressure 120 mmHg , smoking prevalence 100%
Systolic blood pressure 130 mmHg, smoking prevalence 45%
Systolic blood pressure 130 mmHg, smoking prevalence 100%
Systolic blood pressure 140 mmHg, smoking prevalence 45%
Systolic blood pressure 140 mmHg, smoking prevalence 100%
Systolic blood pressure 120 mmHg, smoking prevalence 45%, diabetes prevalence 100%
Systolic blood pressure 140 mmHg, smoking prevalence 100%, diabetes prevalence 100%, age 60
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e The numbers needed to treat to harm one person (NNTH) treated with TPV/r over and above the number of patients experiencing a
CHD event on CPI/r were calculated from the absolute CHD risk difference between the study arms:

e NNTH = 1/absolute risk difference

RESULTS

e In the RESIST trials, 746 and 737 individuals were randomized to TPV/r and CPI/r, respectively [Table 1]
o Week 8 data were available for 630 (TPV/r) and 613 (CPI/r) individuals

o Over the first 8 weeks of exposure, changes in lipid levels were observed [Figure 1, | and 1]

o The TC:HDL ratio increased from 5.1(4.1-6.3) to 6.0 (4.7-7.6) in the TPV/r arm, while from 5.0 (4.1-6.2) to 5.2 (4.1-6.5) in
the CPI/r arm (p-value for difference between arms at week 8: <0.0001) [Figure 1, I1]
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Figure 1
Lipid Profile at Randomization and at Week 8
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Figure 2

Predicted mean risk of CHD in the RESIST Trial
based on risk factor profile at randomization

Figure 3

Predicted mean risk of CHD in the RESIST Trial
based on risk factor profile at week 8
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RESULTS (continued)
® The predicted risk of CHD over a 10-year period is illustrated in Figures 2-3:
o Figure 2 shows the predicted risk of CHD based on baseline parameters, and illustrates that — at baseline — this predicted
risk is quite similar for both arms
¢ However, at 8 weeks of exposure the modelled CHD risk differ [Figure 3]
 The predicted average risk of CHD over a 5-year period in the primary analysis (A) is 2.88% overall in the TPV/r arm versus 2.24% in the
CPI/r arm [Figure 3], for a NNTH estimate of 155 (1/(0.0288-0.0224))
e That is, to observe one additional CHD event over a 5-year period over and above what would be expected after treatment
with CPI/r, 155 patients would need to be treated with TPV/r
* However, the absolute risks vary greatly by gender:
¢ 3.15% for men, and 1.49% for women in the TPV/r arm versus 2.38% and 1.08% in the CPI/r arm, and thus NNTH is
considerably lower for men (131) than women (245)
© On top of the predictions from the primary analysis, Figures 4 and 5 also includes the sensitivity analyses (B-H) for 5-year predicted
CHD risk and NNTH in men

* Among the selected scenarios, the highest absolute risk and thus the lowest estimate of NNTH (41) are observed in the analysis to the
right [Figures 4 and 5, scenario H], illustrating the risk in diabetic men aged 6o who smokes and have hypertension

CONCLUSIONS

* In two large pivotal clinical trial studies conducted in highly treatment experienced patients, TPV/r demonstrated superior treatment
response to standard of care Pl containing regimens*
* Adifference in lipid parameters is observed in the RESIST studies by week 8, which translates in to an increased predicted risk of CHD
in the TPV/r arm compared to the CPI/r arm
¢ However, in absolute terms, the incremental risk of CHD is modest and should be balanced against the beneficial effects of
treatment in preventing progression to AIDS:
o The differences in predicted absolute risks between the TPV/r and CPI/r arms results in estimated NNTH in the range of 8o-
150 for the men in the study over a 5-year period, and considerably higher NNTH (i.e. lower absolute risks) for the women in
the study
* In certain subgroups of patients that present at baseline with well-known cardiovascular disease risk factors, and thus a higher a priori
risk of CHD, the estimated NNTH is lower
 In aggregate, these findings suggest that in failure patients requiring a boosted Pl regimen, the potential added harm on risk of CHD
induced by TPV/r versus CPI/r is present but limited in absolute terms in most patients
* However, there are groups of patients in whom the absolute risk of CHD over a 5-year period is as high as 15% irrespective of study arm
® Thus, prudent evaluation of underlying cardiovascular disease risk factors - and consequently absolute risk of CHD - is important to
assure appropriate risk assessment and patient management

COMMENTS

© The estimates of CHD risk presented here need to be interpreted with care:

o Risk estimates were based on the application of a conventional CHD risk equation (the Framingham score), designed for use
in the US general population?

o Although validated in HIV-infected individuals4, a more accurate prediction model may be required for this population

e Further, the underlying assumption for the present analyses is that the lipid levels observed in week 8 remains stable
throughout the ensuing prediction period
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Table 1

Baseline Characteristics in the RESIST trials

Baseline date
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Figure 4
Predicted mean 5-year risk of CHD according to
study drug and risk profile
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Figure 5

Predicted NNTH for 5-year CHD risk —
TPV/r versus CPI/r

Scenario

Download poster at: www.cphiv.dk





<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


