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Clinical scenario 1

O 36-year-old male
ﬂ Presents with cough, fever & weight loss
Ir ) ’l HIV test positive (new diagnosis)
Sputum Xpert Ultra - MTB detected, rifampicin

resistance not detected

Commenced on TB treatment (HRZE)

When will you initiate ART?

UKZN INSPIRING GREATNESS



Timing of ART initiation in adults withTB

Person with pulmonary TB
H CD4+ <50 —~>  Start ART within 2 weeks

H CD4+ >50 —~>  Start ART within 2-8 weeks
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Timing of ART initiation in adults with TB

Meta-analysis of RCTs comparing early ART (1-4 weeks after TB treatment) and delayed ART (8-12
weeks after TB treatment)

Events/Total, n/N

Risk Ratio Risk Ratio
Study, Year (Reference) Early ART  Delayed ART Weight, %  M-H, Fixed (95% CI) M-H, Fixed (95% CI) Reduction in morta||ty
CD4* T-cell counts <0.050 x 10° cells/L H .
Amogne et al, 2015 (27) 27/111 10/39 15.2 0.95 (0.51-1.78) — with earl)’ ART if CD4+
Blanc et al, 2011 (25 [CAMELIA]) 48/237 70/238 71.8 0.69 (0.50-0.95) —.—
Abdool Karim et al, 2011 (24 [SAPIT])  3/37 7/35 7.4 0.41 (0.11-1.45) . <50 CeIIS/HL
Manosuthi et al, 2012 (28 [TIME]) 4/46 5/38 5.6 0.66 (0.19-2.29)
Subtotal 431 350 100.0 0.71 (0.54-0.93) -
Total events 82 92
Heterogeneity: X2 = 1.62 (P = 0.66); I* = 0%
Test for overall effect: Z = 2.52 (P = 0.01)
CD4* T-cell counts >0.050 x 10° cells/L
Amogne et al, 2015 (27) 20/212 7/116 23.9 1.56 (0.68-3.59) —_— H H
Blanc et al, 2011 (25 [CAMELIA]) 11/95 20/91 53.9 0.53 (0.27-1.04) —— NO dlfference n
Abdool Karim et al, 2011 (24 [SAPiT]) 12/177 8/180 20.9 1.53 (0.64-3.64) & H H + >
Manosuthi et al, 2012 (28 [TIME]) 2/33 0/39 1.2 5.88 (0.29-118.36) 4 / mortal Ity If CD4 50
Subtotal 517 426 100.0 1.05 (0.68-1.61) <
Total events 45 35 Cel IS/H L
Heterogeneity: X2 = 6.84 (P = 0.08); I? = 56%
Test for overall effect: Z = 0.22 (P = 0.83)
0.1 0.2 05 1 2 5 10
Test for subgroup differences: X2 = 2.36 (P = 0.12); I = 57.7% Favors early initiation Favors delayed initiation

Uthman Ann Intern Med 2015
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Clinical scenario 2

° @ 36-year-old male
E Hospitalised with headache & fever
HIV test positive (new diagnosis)

CSF Xpert Ultra - MTB detected, rifampicin resistance
not detected

Commenced on TB treatment (HRZE) & prednisone
When will you initiate ART?

UKZN INSPIRING GREATNESS



Timing of ART initiation in adults with TB

@ Person with TB meningitis
Irrespective

H of CD4+ =>  Start ART after 8 weeks
count
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Timing of ART initiation in adults with TB meningitis

A - All patients

RCT HIV-positive adults with TBM, Vietnam 8
£ 2
Immediate ART (within 7d) vs. deferred ART g ©
(after 2 months) 5 8-
o o
>
. . . g &
Immediate ART was not associated with » ©
improved survival at 9 months - : | | | |
0 3 6 9 12
Some evidence that immediate ART was o PR S RS
associated with increased risk of grade 4 Wiode arier g o5 - i
Deferred ART 126 63 48 40 18

adverse events

Torok CID 201 |
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Clinical scenario 3

® 36-year-old male
ﬂ HIV test positive (new diagnosis)
Ir ’l Reports cough, fever & weight loss

Sputum sent for Xpert Ultra

Commenced on FDC (same-day initiation)

Was this the correct management?
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Same-day ART initiation

' | Client identified as being HIV+ I

l

' On day of diagnaosis:

&« Confirm HIV status
= Arrange for same day clinic appointment if possible
- Provide pre-ART counseling and assess patient willingness and
readiness to initiate ART by asking if s/he feels ready to start
treatment as soon as possible. )
- Perform complete clinical assessment.
Is client clinically free of symptoms of an Opportunistic In_fect:on and
ready ond committing to lifelong ART? -

,//'

* INITIATE ART ON DAY OF DIAGNOSIS in IDENTIFY TYPE OF BARRIER(S)
accordance with NDoH guidelines

- Patient to return for review of blood . READINESS CLINICAL,
work in 1 week BARRIER(S) BARRIER(S)

NEXT STEPS FOR CLIN!CAL BARRIERS:

e ( Diagnose and manage medical
conditions (e.g., Cryptococcal
meningitis, TB, or other Ol) in
accordance with NDoH guidelines

o Timing of ART initiation in
accordance with NDoH guidelines

NDoH Memo Sep 2017
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Clinical scenario 4

® 36-year-old male
Ifﬂﬂl HIV positive, on TDF/FTC/EFV (FDC)

Presents with cough, fever & weight loss

Sputum Xpert Ultra — MTB detected, rifampicin
resistance not detected

How will you assess this patient and manage their
antiretroviral therapy!?
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Changing profile of people with very advanced HIV disease

Western Cape public sector cohort

OFirst CD4+ count O Previously ART ineligible
Previously ART eligible, not started ART BART experienced
100% -

- Most people with
. CD4+ <50 cells/pL
3 80% -
3 ¢ are now ART
S 70% - i
9 experienced
& 4,3%
a 60% -
c 5,6%
= 50%
g
S 40% -
= 51% 3.9%
S 30% | [08%
= 52,6%
Q 45,0%)
2 20% - : 38,1%
= ’ 335%  [353%  1337%
31,7%] 31,0% 26.7%
10% -
0%
2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 Osler CID 2018

UKZN INSPIRING GREATNESS



Changing profile of people with possible TB

@4'*6@ Rapid urine-based screening for tuberculosis in HIV-positive
""" patients admitted to hospital in Africa (STAMP):
a pragmatic, multicentre, parallel-group, double-blind,
randomised controlled trial

m Ankur Gupta-Wright, Elizabeth L Corbett, Joep ] van Oosterhout, Douglas Wilson, Daniel Grint, Melanie Alufandika-Moyo, Jurgens A Peters,
Lingstone Chiume, Clare Flach, Stephen D Lawn*, Katherine Fielding

HIV-positive medical admissions, Edendale Hospital, KZN, Oct 2015 — Sep 2017
90% had one or more TB symptom (cough, fever, night sweats, or weight loss)

Median CD4+ count 236 cells/pL (30% <100 cells/pL)

Overall, 72% were ART experienced (most were currently on ART)

Gupta-Wright Lancet 2018
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Clinical scenario 4

® 36-year-old male
Ifﬂﬂl HIV positive, on TDF/FTC/EFV (FDC)

Presents with cough, fever & weight loss

Sputum Xpert Ultra — MTB detected, rifampicin
resistance not detected

Important to evaluate for virological failure - check VL
results (current & historical)
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Timing of ART switch in adults with TB and virological
failure

* No specific evidence to guide timing of ART switch in context of TB
and virological failure

* Same principles apply as with initiating ART in naive patients —
treating TB is the first priority, ensure tolerating TB treatment, reduce

risk of shared toxicities, reduce risk of paradoxical IRIS

* Aim to switch ART regimen within 2-8 weeks depending on clinical
condition and CD4+ count
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Clinical scenario 5

O 36-year-old HIV-positive male
On TB treatment 8 weeks (diagnosed by CXR, Xpert
|1' ) ’l negative)
On TDF/FTC/EFV 6 weeks

Pre-treatment CD4+ count 40 cells/pL

Presents with worsening cough & dyspnoea

Is this IRIS?

UKZN INSPIRING GREATNESS




TB-IRIS

* TB-IRIS remains a clinical diagnosis

* Important to revisit original TB diagnosis, e.g. check for sputum
culture result, review CXR

* Important to consider alternative diagnoses/problems
* Poor adherence
* TB drug resistance
* Other opportunistic infection (e.g. PCP, bacterial pneumonia)
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Will IRIS be more common with dolutegravir?

* Some evidence from European cohort studies that IRIS (especially
TB-IRIS) more common with INSTIs than NNRTIs or Pls

* This observation not supported by evidence from RCTs of DTG, but
small number of events overall and most trials excluded people with
more advanced disease

* No specific concerns reported from national roll-out programmes of
DTG (Botswana, Brazil)
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Treatment of TB-IRIS

* No indication to stop ART with paradoxical TB-IRIS

* Prednisone use is supported by RCT data and can be used in
treatment of paradoxical TB-IRIS

* Key point is not to rush to diagnosis and treatment without
thorough clinical assessment

UKZN INSPIRING GREATNESS



Prevention of TB-IRIS

UD PredART

* RCT of 4-week course of prednisone vs placebo in ART-naive adults at high risk of
TB-IRIS (CD4+ count <100 cells/uL, within 30 days of starting TB treatment)

* Prednisone reduced incidence of paradoxical TB-IRIS - 32.5% vs. 46.7%, relative risk
0.70 (95%Cl 0.51-0.96)

* Prednisone reduced need for corticosteroids as treatment — |13.3% vs. 28.3%,
relative risk 0.47 (95%CI 0.27-0.83)

* No evidence of harms associated with prednisone use
Meintjes CROI 2018
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Summary

* Good quality evidence to guide timing of ART initiation in ART-naive
adults

* Many HIV-positive adults with TB are now ART experienced - either
returning to care or viraemic on ART. Thorough assessment and

careful management required to achieve good outcomes

* Promising results around use of prednisone to prevent TB-IRIS, but
precise role uncertain

UKZN INSPIRING GREATNESS




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /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 /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /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 true
  /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

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  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 /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


