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BACKGROUND
e A low CD4 count and a high viral load (VL) are associated with clinical progression to AIDS or death.

e Limited knowledge of the relative risk in patients with a low CD4 count and a suppressed VL Rates Of 11 OSt common OIS

e There may be different predictors of disease progression and death specific to these particular patients compared to
those with unsuppressed VL

AIMS

To compare the incidence of opportunistic infections (Ols) and death in immunocompromised patients with a CD4 count <
200 cells/mm3 between those with:

e VL ¢ 500 copies/mL whilst o7 combination antiretroviral therapy (cART): VL¢500 on cART
* VL 2500 copies/mL whilst 077 cART: VL2500 on cART

e VL 2 500 copies/mL whilst offall ART: VL2500 no ART (including ART-naive patients and those who had discontinued
treatment)

Figure 1

INCLUSION CRITERIA

Patients were included who had:

® > 1 month’s prospective follow-up with a CD4 count < 200 cells/mm3 after Jan 1997
* a VL measured within 6 months before the CD4 count "
A given month for a given patient contributed to the person-years of follow-up (PYFU) if the most recent CD4 count n (%) Mycobact NH HIV (o)/\% PCP Total Ol
measured was < 200 cells/mm3 with a VL measured within the previous 6 months. 1B lymphoma wasting events
METHODS VL<¢500 on cART 9 (11%) 16 (20%) 6 (8%) 2 (3%) 8 (10%) 80

® cART was defined as at least 3 drugs including a PI, NNRTI or abacavir VL>500 on cART 29 (10%) 29 (10%) 32 (11%) 30 (10%) 11 (4%)

® PYFU were split into the 3 groups according to most recent VL and treatment

* PYFU contributed by a patient were not necessarily consecutive and a patient could be included in more than one group
e Incidence rates of Ols and death were calculated as number of events per 100 PYFU

e Multivariable Poisson regression models were used to determine the predictors of Ols and death, adjusted for repeated
events per patient

RESULTS
® 4,924 patients were included: 3,164 patients with VL<500 on cART, 3,537 with VL=500 on cART and 1,601 with VL=500 no

ART Incidence rate ratios of Ols and deaths

® 7,686 PYFU were included: 3,225 PYFU with VL<500 on cART, 3,624 with VL=500 on cART and 837 with VL=500 no ART
¢ 70% of PYFU were from white males, 41% homosexual, 25% injecting drug users and 25% heterosexual
¢ 53% of PYFU were after an AIDS diagnosis. PCP prophylaxis had been previously used in 90%

e CD4 counts were lowest in PYFU with VL2500 no ART (46% < 100 cells/mm3) and highest in VL<500 on cART (80% = 100
cells/mm3)

e Viral loads were highest in VL=500 no ART (83% = 10000 copies/mL compared to 63% in VL=500 on cART)

e Patients started cART a median time of 1.7 (IQR: 0.7-4.2) years prior to first VL<500 on cART and 1.0 (IQR: 0.3-2.6) years
prior to first VL=500 on cART

e Of 3,624 patients with VL2500 on cART, 1,345 (38%) had previously had VL suppression a median time of 8 (IQR: 4-19)
months before first VL=500 on cART

® 462 patients (29%) with VL2500 no ART had never started cART and 265 (17%) had never started any ART. Among those
that had, the median time since stopping cART was 1.0 (IQR: 0.5-5.2) months

e The overall incidence of Ols and death was found to be lowest in the VL<500 on cART group: 5 events per 100 PYFU p<0.001
compared to 13 events per 100 PYFU in VL=500 on cART and 53 events per 100 PYFU in VL2500 no ART. The 5 most
common Ols that occurred are displayed in Figure 1

e Figure 2 shows the incidence rate ratios of Ols and deaths. After adjustment for the variables listed in the figure, the

Incidence rate (events per 100 PYFU)

VL3500 no ART 20 (12%) 14 (8%) 16 (10%) 8 (5%) 20 (12%)

Figure 2

rate of Ols in VL2500 on cART was significantly higher and almost twice that of VL<500 on cART. The patients off V<500 VL>500 VLysoono Vi<sooon VLysooon V0500
treatment had a rate 4 times that of VL<500 on cART. Overall death rates in VL=500 no ART were nearly 10 times that of on cART  on cART ART CART CART no ART
the rate in VL<500 on cART. However, the rate in VL=500 on cART was slightly lower Opportunistic infections Deaths

e Figure 3 shows that it was a lower rate of non HIV-related deaths in VL=500 on cART that had resulted in the unexpected
lower overall death rate ratio. The rate of HIV-related deaths in VL2500 on cART was higher than that in VL<500 on cART *Multivariable analyses adjusted for current CD4 count, VL, calendar time of follow-
after adjustment, although not significantly up, age, whether or not ART-naive, ethnicity, risk group, hepatitis B and C status,

* A sensitivity analysis was carried out excluding deaths that occurred within 3 months of stopping treatment. In VL2500 whether or not received Ol prophylaxis, and for death rates, prior AIDS diagnosis.
no ART this reduced the HIV-related death rate ratio to 11.8 and the non HIV-related death rate ratio to 3.4

o A further sensitivity analysis defined 4 groups VL<50 on cART, VL50-499 on cART, VL=500 on cART and VL=500 no ART
taking only PYFU where the viral load assays used had a limit of detection < 50, leaving a total of 6655 PYFU. Similar
patterns were observed with VL<50 on cART having the lowest rate of Ols. HIV death rates were similar between the first :
three groups all on cART. The non HIV death rate was lowest in VL>500 on cART Figure 3

CONCLUSIONS Incidence rate ratios of HIV and non HIV-related deaths

e Achieving full VL suppression in immunocompromised patients with a CD4 count < 200 cells/mms3 is important for
reducing the risk of Ols

e Use of cART in patients with unsuppressed VLs also reduces the risk, suggesting a beneficial effect over and above what
can be explained by suppression of VL and increases in CD4 count

e Patients on cART have a much lower risk of death than those not receiving cART, regardless of VL suppression

e Part of this difference in risk of death was due to terminally ill patients being taken off cART and part was due to non
HIV-related deaths

¢ Non HIV-related death rate was lower in those with an unsuppressed VL on cART compared to a suppressed VL - further
investigation into competing risks and specific causes of death is needed to explain this

THE EUROSIDA STUDY GROUP (National coordinators)

Argentina: (M Losso), A Duran. Austria: (N Vetter). Belarus: (I Karpov), A Vassilenko, VM Mitsura, O Suetnov. Belgium: (N Clumeck) S De Wit, B Poll, R Colebunders. Bulgaria: (K Kostov).

Croatia: () Begovac). Czech Republic: (L Machala) H Rozsypal, D Sedlacek. Denmark: () Nielsen) | Lundgren, T Benfield, O Kirk, ) Gerstoft, T Katzenstein, A-B E Hansen, P Skinhgj,

C Pedersen, L Oestergaard. Estonia: (K Zilmer), Jelena Smidt. Finland: (M Ristola). France: (C Katlama), J-P Viard, P-M Girard, JM Livrozet, P Vanhems, C Pradier, F Dabis. Germany: VL VL VL VL VL VL

(JRockstroh) R Schmidt, J van Lunzen, O Degen, H) Stellbrmk S Staszewski, | Bogner, G. Fatkenheuer. Greece: (J Kosmidis) P Gargalianos, G Xylomenos, ) Perdios, G Panos, A Filandras, <500 2500 2500 no <500 on 2500 on 2500
H Samb Hungary: (D Bant . Ireland: (F Mulcahy). Israel: (I Yust) D Turner, M Burke, S Pollack, G Hassoun, S Maayan. Italy: (A Chiesi), R Esposito, | Mazeu, on cART on cART ART cART cART no ART

C MLISSInI C Arici, R Pristera, F Mazzotta, AGabbutl VVullo M Lichtner, A Chirianni, E Montesarchio, M Gargiulo, AD Cotugno, G Antonucci, F lacomi, P Narciso, C Vlassi, M Zaccarelli,

A Lazzarin, R Finazzi, M Galli, A Ridolfo, A d’Arminio Monforte. Latvia: (B Rozentale) P Aldins. Lithuania: (S Chaplinskas. Luxembourg: (R Hemmer), T Staub. Netherlands: (P Reiss). A 2

Norway: () Bruun) A Maeland, V Ormaasen. Poland: (B Knysz) | i i, AHorban, E D Prokopowicz, A Wiercinska-Drapalo, A Boron-Kaczmarska, M Pynka, M Beniowski, HIV related deaths Non HIV rEIated deaths

E Mularska, H Trocha. Portugal: (F Antunes) E Valadas, K Mansinho, F Maltez. Romania: (D Duiculescu). Russia: (A Rakhmanova), E Vinogradova, S Buzunova. Serbia: (D Jevtovic). Slovakia:

ml\gokrtéf)It);tanjkov(éA'?pTin:(J]Gpoon;élez-LahLo;l)VSholiian;, IitMaItin‘-iCa(;bfndero, Pll]_al;aRrgvs,:Clo;it,AJPLAlZJMCoCnejero:QT;EI,JI\?‘(EIaEeg, ]f?ﬂ f:iFré,PD;mén{g‘o,MGrtéTrFelzji(G :\Aateo, *Multivariable ana[yses adjusted for current CD4 Count’ VL, calendar time of follow-

ambeat. Sweden: (A Karlsson),PO Persson,L Flamholc. Switzerland: (B Ledergerber) R Weber, P Francioli, M Cavassini, B Hirschel, E Boffi, H Furrer, M Battegay, L Elzi. Ukraine: 5 9 a q -

(E Kravchenko) N Chentsova. United Kingdom: (S Barton), AM Johnson, D Mercey, A Phillips, MA Johnson, A Mocroft, M Murphy, ] Weber, G Scullard, M Fisher, R Brettle. ups age’ Whethel’ qr not ART'naIVe, _EYthlty, rISk groupy he.patltls B and C _Status’
whether or not received Ol prophylaxis, and for death rates, prior AIDS diagnosis.

Virology group: B Clotet (Central Coordinator) plus ad hoc virologists from participating sites in the EuroSIDA Study.

Steering Committee: F Antunes, B Clotet, D Duiculescu, ] Gatell, B Gazzard, A Horban, A Karlsson, C Katlama, B Ledergerber (Chair), A D’Arminio Montforte, A Phillips, A Rakhmanova,

P Reiss (Vice-Chair), ) Rockstroh

Coordinating Centre Staff: | Lundgren (project leader), O Kirk, A Mocroft, N Friis-Mgller, A Cozzi-Lepri, W Bannister, M Ellefson, A Borch, D Podlekareva, | Kjer, L Peters, ) Reekie, ] Kowalska.

Download poster at: www.cphiv.dk

[l e ESIDA

COPENHAGEN HIV PROGRAMME





<<
  /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


