Two types of immune driven deterioration

-Paradoxical TB-IRIS
- Patients on treatment

-Unmasking TB-IRIS
- Patients not on treatment
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A definition of TB-IRIS

Case definition specific for tuberoulosis-associated IRIS { Colebunders et al 20067
For patierits reccking treatment for tuberaslosis and starting ART:

Suspected tubgowoss-associoted (A5 cose

iazes must mest the fol eeing thres aitena:

e Aninitial clinical respores to tuberoulosis treatrment, based ona combination of some of the following factars: cessation of
fever relief of pulmorary ssrmpboms decrease in brmph node sze, termination of sigre of meningeal irntation { depending on
preseniting spmiptomes |

e New persistent feverswithout ancther identifiable cavse andfor one or more of the folesing: worsening o emengeno: of
desprioea, stridog an inarexse in kmph node sze, desdopment of absossses, development of abdominal pain wath ulrasound
eadence of abdominal adenopathies, unecplained CHS ssrmptoms

v Adequate adhersnce to ART and tuberaslosis treatment

Confmed tuberouloss-ossod oted (RS c e

azes must mest the folowing thres aitena:

»  Radiokgical eqaminations showing s orsening o emergence of intrathoracic bkmphadenopathy, pulmonary infiltrates, plewnal
effusiors, abdomina kroph nodes, hepat ceplenormegaly

¢ & good virdlogical resporss and/or incrzaze in (Id+ krophocgte count, andfor coreersion of tubenculin skin test from negatiee
to poative, and! or adequate adherence o ART and tubsrculosis tre atrment

e A clear scdusion of other conditions that could ecplain the chnical manifestationsof the patient, sudh as tuberodosis reatment
failure orother concomitant infections, tumours, or allengic reachons
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Paradoxical TB-IRIS is common but usually mild

Estimates of incidence range from 8-43%

Risk factors; low CD4 counts, high viral load,
short interval between initiation of TB treatment

and HAART

Low mortality (0-12%)
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Pulmonary paradoxical TB-IRIS relatively common

Presentation Week 4
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Varying clinical manifestations in one patient

Neurological paradoxical TB-IRIS more of a challenge

Imperial College Meintjes et al 2010
London



But can have varied clinical manifestations
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Treatment of paradoxical TB-IRIS

Evidence from SA RCT (Meintjes et al , CROI
2009) that prednisolone can reduce incidence of
hospitalisation and drainage procedures

Local aspiration of site of infection may rapidly
relieve symptoms
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Unmasking TB-IRIS

Unmasking TB-IRIS typically within first 3 months
of starting HAART

True incidence unknown; ethically hard to study

Potentially fatal

Treatment involves initiation of TB therapy
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Diagnosing TB in Immunosuppressed patient

Time since ART Persontime TB TB incidence rate (per 95% confidence
imitiation (months)  (years) cases 100 person years) interval

0-3 138.00 24 1739 11.565-25594
36 130.65 11 842 4.65-15.20

B-3 126.44 7 553 264-1161
9-12 122 67 7 .71 2.72-1197
12-18 236.84 13 L.43 3.18-9.45

18-24 214 20 8 373 1.87-747

=24 206.34 11 £33 2.95-3.63
Owerall 1175.17 81 6.29 5.54-8.57
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A definition of unmasking TB-IRIS

Unmasking tuberculosis-associated IRS {provisional)

Wi proposze that the folowing could suggest a diagreoss of oremasking tuber oobosis-

aszoaated RIS

»  Fatient & not recerang treatment for tobenculosis when ART iz initiated 20d then
pri=entswith actres tubsrodozizwathin 3 monthzof sarting ART

AN oz of the follosang ortenia st be mct:

+  Heghtened inkersity of clinical manifestations parbculady if thene iz eadence of a
miarked inflamrratory cormmponent to the presentation Baamples include tubsrodons
ke phadenites or tuberculoss absorsses with prominent aosts inflamimatory features,
prisentationwith pulmonary tuberookosis that is complicated be respiratory faikons
dusz b adulk respiratory distress syndromie, and those who present wath a maroed
s skemic inflarnmabory symdnome related to tubsroudosis. See ocamples in igune 2

«  Dnoe estabbzhed ontuberoskonis treatment, 3 dinical course that iz complicated by a
paradoxical readion
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