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Box: Cohorts participating in COHERE Collaboration

The regimen consisted of 3, 4 or >5 drugs in 36693 (74%), 11971 (24%) and
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b) Immunological response

1257 (2%) patients, respectively (low-dose ritonavir counted as a separate
AMACS (Greece) HIV-MIP-Mothers & HIV-MIP-Infants (Spain) drug). The most common Pls received were ritonavir (24%), nelfinavir (19%), ov0r —oros eis 13is ——ie30 3040 4050
® World wide, around 15% of HIV-infected individuals requiring therapy :::: 22;“;:;‘“;::;:’:?) :gg;‘:\amly) indinavir (14%) and lopinavir (13%); 23% and 19% of individuals received 055 5560 60+
are children and an increasing proportion of adults are aged >50 years ANRS CO3 AQUITAINE (France) MIT (taly) efavirenz and nevirapine, respectively. oo
® The majority of individuals in cART-outcome studies have been aged ANRS CO4 French Hospital’s Database on HIV  ITLR-Mothers & ITLR-Infants (ltaly) The baseline characteristics of patients according to age are shown in Table 2 § o9 — ——
between 18 and 50 years — thus, despite 10 years experience of cART, AANRS CO6 PRIMO (France) KOMPNET (Germany) and Figure 1. Treatment regimens were broadly similar, although very young £ 08 ===
initial treatment responses in children, adolescents and older HIV- ANRS CO8 COPILOTE (France) Madrid Cohort HIV Children (Spain) children seemed slightly more likely to receive regimens including NNRTIs or § 2 1/7/
infected individuals have been poorly documented ATHENA (Netherlands) MOCHIV-Mothers & MoCHIV-Infants (Switzerland) ‘other’ regimens. The frequency of laboratory monitoring was similar across all E é
® As these two groups are likely to contribute significantly to the global z:sci?zz:;'mpe) "N";::':;:::::ss;"::;'::::ams oK) age groups, with a median of 4 CD4 counts in the first year of cART ss
HIVl epidemic mlthe future, it is essential that accurate information is CHIPS (UK and Ireland) PISCIS (Spain) Initial virological response g
available on their treatment outcomes Co-RIS (Spain) San Raffacle (italy) e ) ) H
® The aim of this analysis was to study the influence of age (from infancy Danish HIV Study (Denmark) Swiss HIV Cohort Study (SHCS, Switzerland) Overall, 53.7% of individuals achieved a confirmed VL response to cART by H
to seniority) on the initial virological and immunological responses to ECS (Europe) St. Pierre (Belgium) one year (Figure 2a); the probability of an initial virological response was lower 15 2 25 3 as 4 45 5
CART, and on longer-term clinical outcomes EuroSIDA (Europe) The Italian MASTER Cohort (Italy) in those aged 6-12 and 13-17 compared to those aged 30-39 years, and was Time since CART (years)
Frankfurt HIV Cohort Study (Germany) VACH (Spain) higher in those aged 50-54, 55-59 and >60, in both unadjusted and adjusted
GEMES-Haemo (Spain) analyses (Figure 3a)

METHODS

The COHERE Study

® COHERE is a collaboration of 33 cohorts from 30 European countries
(see Box); participating cohorts contribute data on over 246000 adults,
6410 children and 28000 infected and pregnant mothers and offspring

Table 1: Characteristics of 49,921 antiretroviral-naive individuals included in
analyses, COHERE 2006

Initial immunological response

Overall, 59.2% of individuals achieved a confirmed CD4 response by one year
(Figure 2b). Compared to those aged 30-39 years, the chance of an
immunological response was higher in younger individuals and was reduced
in those aged >60 years (Figure 3b); these differences were particularly

Figure 3: Unadjusted (blue) and adjusted (purple) relative hazards for
confirmed a) virological and b) i I I r in the different age
groups. Estimates are adjusted for year of starting cART, pre-cART CD4 and
VL, AIDS, gender, origin and initial cCART regimen, COHERE 2006

Total number of patients 49921 (100%) marked for the 6-12 year age group, who were 61% more likely to experience
® Two regional coordinating centres (ISPED, Bordeaux and CHIP, Median (IQR*) age (years): 37 (31,43) a confirmed immunological response than those aged 30-39 years. a) Virological response b) Immunological response
Copenhagen) oversee the collection of data and quality assurance Female gender: 14228 (29%) Differences between the other age groups were relatively small

® Each cohort submits information on a restricted dataset using the HIV Mode of infection: I“‘_"“:_“’is:"“’" ;::‘1“’ 3:2 Clinical outcomes . .
. - d njecting drug use

Cohort Data Exchangfe Protozol (HICDEP), including data on patient Heterosexual 20233 @1%) A new AIDS event or death developed in 6355 individuals (13%) following s ™ H

degnolgrapf;liil, Et;;e OdCé“RTH D4 counts and HIV RNA measurements Perinatal 652 (1% initiation of CART (Kaplan-Meier estimate of 8.1% by 1 year). Older g % % 3 W

and clinical (s and death) events Other 2355 (5%) individuals were more likely to develop such an event. Adjusted hazard ratios e D * i T, Il o W oy
Statistical methods Unknown 3360 %) [95% confidence intervals] were 1.19 [1.05-1.34] and 1.34 [1.19-1.51] for 2. q B 3 “ ! TR

. . - > - H ]

® Included patients were antiretroviral-naive when starting cART (defined Gounkry ef origin: i:r'i‘;:" ::is ::ﬂ:; those aged 55-59 years and 260 years, compared to those aged 30-39 years ED E

as the concomitant use of thrge antiretroviral drugs) between 1998-2006 Other 2785 (6%) Figure 1: Median (IQR) pre-cART CD4 counts (blue) and VL (purple) in all age 02 02

and had 21 CD4 count and viral load (VL) pre-cART and over follow-up Unknown 9707 (19%) groups, COHERE 2006 "I wn wm ww 6w mw ww w T I wr wm ww 6w uw sw =
® Time to confirmed (2 consecutive) VL<50 copies/ml (initial virological ) | 2500 7 Age group (years) Age group (years)

response), confirmed CD4 increase >100 cells/mm? (immunological Medfa" (1QR) pre-cART CD4 count (c_e"S’mm ) 20 1,338) o

response) from pre-cART levels and a new AIDS-defining event or death Median (IQR) pre-cART VL (log,, copies/ml) 49 (4.3, 54) 2000 -

were described using Kaplan-Meier plots and analysed using Cox Previous AIDS diagnosis 12997 (26%) ‘g % T % f f % % f 5 %

proportional hazards regression. Children <6 years of age were Year of starting GART  1998-1999 15278 31% 1500 &

excluded from these analyses due to lack of comparability of pre-cART ear of starting o 20002001 13447 E27°/:; 3 % SUMMARY AND CONCLUSIO

CD4 counts between very young children and older children/adults 20022003 12280 (25%) é 1000 3 g
® Patient foIIow-gp in the ab§§n0§ (?f an endpoint was censored on the - - - 2004-2006 8916 (18%) E 2z ® Despite differences in pre-cART clinical status, responses to cART were

date of the patient’s last clinic visit. 1QR - inter-quartile range 500 % ; ; generally good at all ages. Older individuals experienced slightly better
@ Covariates considered included age group, gender, country of origin, Table 2: Selected characteristics of individuals in the different age groups. + { R R R | VL responses, but poorer CD4 responses, possibly due to age-related

year of starting CART, pre-cART CD4 and VL, AIDS and initial cART COHERE 2006 ge grotp T T T T T o o o immune impairment; this poorer CD4 response appears to be

regimen; a series of sensitivity analyses considered the robustness of
the findings to the choice of the definitions of response

Age group (years)

<2 25 612 1317 1829 30-39 4049 50-54 55-59 >60
Number of patients 223 184 219 201 9134 22410 11588 2693 1656 1613
(% of total) (05 (0.4) (04) (04) (183) (449) (23.2) (54) (33) (32)

Year of starting CART (%)
1998-1999 30 31 2 14 32 34 26 28 27 27

Age group (years)

Figure 2: Kaplan-Meier plot showing time to confirmed responses in the
different age groups, COHERE 2006
a) Virological response

associated with a poorer clinical outcome in this group.

® CD4 responses were best in young children, although the poorer VL
response in these individuals may increase the risk of acquired
resistance

® These findings may be helpful for clinicians initiating antiretroviral
therapy among individuals of different ages; closer follow-up of

Characteristics of individuals in study 20002001 31 22 20 30 27 28 26 21 26 24 ‘*““’“2 0206 063 1348 —— 1830 —— 3040 —— 4050 virological response in younger patients and immunological response in
. - . - . . . . 2002-2003 24 28 30 31 23 23 27 26 27 26 ——50-55 55-60 60+ . :
Of 67659 individuals starting cART, 49921 eligible individuals were included in 20042006 16 19 29 25 18 15 21 19 20 23 older patients may be appropriate
the analyses (Table 1); other individuals were excluded due to lack of baseline Female gender % 56 41 45 63 45 28 2 18 18 2 E! ® Due to problems with determining a comparable immune response in
CD4 count and VL (n=14629) and lack of subsequent follow-up (n=3113) Mode of infection % 5 ———— very young children, children aged <6 years were excluded from formal
Initial CART regimens were: In_;;::/:::ex:;l - - : i :A: Z: ?: 39 ?5 32 $ e _analyses, ongoing work aims to |dent|fy common measures of )
- Non-ritonavir boosted P regimen, n=14027 (28%) ] Hmmsgml . . . % s ar w  m P H immunosuppression that can be used in all age groups, thus allowing a
Ri T bosstad P! g g 5705 (19%) o, berimatal 98 94 89 28 0 N N N X N H more formal comparison of outcomes in the very young
- Ritonavir-booste: regimen, n=" b H . ) )
NNRTI-regimen n—187g10 (38%) Otherfunknown 2 6 11 28 11 11 12 43 4547 8 ® Although our analyses may be biased by differences in the
h gimen, 747 1° o Regimen 'y"eu:’bm‘ed O E interpretation of CD4 counts in children/adults, and the use of different
- Other combinations, n=7479 (15%) Ritonavir-boosted PI 14 10 15 14 18 18 23 24 22 21 £ VL assays, results were generally robust to the choice of definitions
NNRTI 24 44 52 44 38 38 37 35 38 39 2 used in analyses
Other 31 19 14 18 14 15 16 16 16 16 &

COHERE Steering Committee: Executive Commitee: lan Weller (Chair, University College London), Dominique Costaglola (Vice-chair, FHDH), Bruno Ledergerber (Vice-chair, SHCS), Jens Lundgren (Head, Copenhagen Regional Co-ordinating Center), Genevieve Chene (Head, Bordeaux Regional Co-ordinating Center); Cohort Giot Josiane

0 05 1 15 2 25 3 35 4 45 5

Time since CART (years)

ACKNOWLEDGEMENTS
Working group for the studyof age: Caroln A Sabi (roec sede, Clette J St (st Ankensln Arinko Monkorte (CONAY. Maruel Etagey (SHGS), Cars Gotiano IR, Lue Gal (LR, iyl Gesen (ATHENA), Dlar Gibh (GHIPG), Marguerke Guust (FHEH), A1 k! GHIPS). et Lapor (COPILOTE), Gkt Lowdn (AGUITAINE) Nics Panaci (AMAGS) Kckoud orter (GASGADE), Francls Ralf (COPILOTE), Clss Troma (ECS), Cao T tatan Master Colort Sarsh Walker (GASCADE, Jonane Warazmusd EPF) e Winlrgerst (KOMPNET)
(SEf

ROCO), Fransois Dabis (AQUITAINE). Murielle Mary Krause (FHDH), Cecile Goujard (PRIMO), Catherine Leport (COPILOTE), Frank de Wolf (ATHENAY), Peter Reiss (ATHENA), Knoloud Porter

(CASCADE), Maria Dorrucci (CASCADE), Caroline Sabin (UK CHIC), Diana Gibb (CHIPS), e Dol Ao (Cos R1S), Nk ol (Dansh HIV GOt Glar Thormo (ECS). Amanda Mocroft (EuroSIDA), Ol Kik (EUIGSIO). Sehomo Siaszowsk (Frankiur), Santage Pores-Hoyos (GEMES Habme. Josus Almad (HIV-VIP), Andres Antinot ((GG), Aonoti &rminio Monore (CONA, MIT) Pir Angs\o Tovo (ITLR), Bemd Salzberger (OMPNET), Gerd Fatkenheuer (OMPNET), Jose Ramos (Madrid Cohort), Manuel Battegay (MoCHIV, Swiss HIV Cohort Study), Cristina Mussini (Modena Cohort), Pat Tookey
(NSHPC), Jordi Casabona (PISCIS), Jose M Miro (PISCIS), Antonella Castagna (San Raffaele), Stephane de Wit (SL. Plere Cohort), Carlo Torti (talian Master Cohort), Ramon Teira (VACH), Myriam Garrido (VACH); European AIDS Treatment Group: Nikos Dedes; Project Leaders: Caroline Sabin, Andrew Phillips, Hansjakob Furrer, Ole Kirk, Matthias Eqger, Francois Dabis, Marie-Louise Newell, Jonathan Stere, Amalio Telenti
‘Sources of funding: Agence Nationale de Recherches surle Sida et les Hepaites Virales (ANRS), Dutch HIV Monitoring Foundation, Danish Augustinus Foundation




<<
  /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>
    /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.)
    /DAN <>
  >>
  /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


