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Months after TB diagnosis

N under FU with known HIV diagnosis at each timepoint:

EE 515 481 395 339 281
CNE 158 162 161 157 151
SE 202 181 183 171 162
AR 106 103 a6 a3 69
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Months after TB diagnosis

339 281
157 151
171 162
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Side effect

Skin rash/Fever
Gl symptoms (N,V,DD)
Hepatitis

Leukopenia, anemia
Peripheral neuropathy

CNS dysfunction

Possible causes

Antituberculosis Antiretroviral
drugs drugs

PZA, RIT, INH NVP, EFV, ABC, AMP
PZA, RIT, RBT, INH ALT, RIT, AMP; IDV

PZA, RIT, RBT, INH NVEP, Pls, Immune
reconstitution

RBT, RIT AZT
INlg| D4T, DDI

INIg| EFV
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Tabhle 3. Multivariate analvsis for risk factors for TB-associated
immune reconstitution disease (TB-IRD) among patients with
prevalent TB receiving antiretroviral treatment (ART) in= 160). B CD4 cell count < 500 |

OCC4 cell count < 1000

RE of IRD 95% Cl P

F'ng{.*' 1.03 Du9i-1.13 {1590
Se

Female 1.00

fTE-IRD (%)

o

Baseline CD4 count™® (1.983 0.970-0.997 0.018

Risk

TB site 1 h
Fulmonary n i_‘

TH diagnosis to ART
-L'J-I:E'L'J‘,.-' [4_-]1-]1’.-5:. 0-30 3-60 61-40 291120 =120
= G Time from T8 diagnosis 1o ART (days)
G140 1.20-365 0.0310
31—l l.88-595 L0y Patients with IRD
0-30 9.94-4856 < 0.001 Total no. in stratum
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AIDS or death - AIDS or death

Clinical stage (COC classification) Transmission group

f AlDS

o death %0

Injection-drug use

eterosexual contact
lale homosexual contact
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AIDS or death

Viral load (logy g [copies/mL]) - AIDS or death

CD4 cell count (cells/ul)  0-49

-f AlDS

of death (%

100-199

or death (%
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CAPRISA ®

CENTRE FOR THE AIDS PROGRAMME OF RESEARCH IN SOUTH AFRICA

Addressing challenges in treating
TB-HIV co-infected patients

The SAPIT Trial: Starting Antiretroviral therapy
at three Points In TB

Salim S. Abdool Karim

Director: CAPRISA
Pro Vice-Chancellor (Research): University of KwaZulu-Natal
Professor in Clinical Epidemiology, Columbia University

\ On behalf of :

_ & _ Kogieleum Naidoo, Anneke Grobler, Nesri Padayatchi, Andrew

. W ) Gray, Jacqueline Pienaar, Tann.lﬂla Genlgiah, Gonasagrie Nair,

“}_ Sheila Bamber, Aarthi Singh, Munira Khan, Wafaa El-Sadr, - - S8
e Gerald Friedland and Quarraisha Abdool Karim

UNIVERSITY OF
KWAZULU-NATA
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Study design and intervention

Design: Open-Label Randomized Controlled Trial

Randomized to one of 3 arms:
* Arm 1: ART initiated during intensive phase of TB treatment
» Arm 2: ART initiated after intensive phase of TB treatment

* Arms 1 & 2 combined: Integrated TB-HIV treatment

= Armm 3: Sequential treatment - ART initiated after T8

TB treatment: Standard TB regimen
Cotrimoxazole prophylaxis: provided to all patients
ART: Didanosine (ddl) + Lamivudine (3TC) + Efavirenz

Once-a-day treatment integrated with TB-DOT

. %H ! <#:% 7818CDG7+G4l I8G CAPRISA




Outcome at halt of sequential arm:
Mortality rates

Integrated Sequential
Treatment Arm Treatment Arm
n=429 n=213

Number of deaths 25 27

Person-years of 466 222

follow-ug
Mortality rate per 100
person-years 5.4 12.1

C%H Nl <#:%  7818CDG7+G4l I8G RC-‘.I’HIH:\
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<> Early integrated <> Late integrated <> Sequential antiretroviral
antiretroviral therapy antiretroviral therapy therapy

| Intensive Integrated therapy

phase of TB

| therapy
«>

Continuation Sequential therapy
phase of
TB therapy

After TB therapy

]
2
-
=
n
L
o
=
]
[3:]
o
o
k=
o

| | |
10 12 14

Months after Randomization
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ART adherence &
TB and AIDS treatment outcomes

Integrated Sequential
arm arm

ART Adherence > 95% pill count| 90.4% (311/344) | 87 .1% (115/132)

Viral load <1000 at 12 mths # | 91.0% (201/221) | 80.0% (72/90)

TB treatment successful 78.4% (258/331) | 73.3% (121/165)

Mortality in MDR-TB patients 20% (3/15) T1% (57

* Note: 83% Integrated arm vs 62% Sequential arm
patients had initiated ART - data provisional

a{“._'-. PRISA
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The NEW ENGLAND JOURNAL of MEDICINE

EDITORIAL

When to Start Antiretroviral Therapy in HIV-Associated

Tuberculosis
M. Estée Torsk, M.D., Ph.D., and Jeremy J. Farrar, M.D., Ph.D.
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6. Abdool Karim SS, Naidoo K, Grobler A, et al. Integration of
antiretroviral therapy with tuberculosis treatment. N Engl ] Med
2011;365:1492-501.

7. Havlir DV, Kendall MA, Ive P, et al. Timing of antiretroviral
therapy for HIV-1 infection and tuberculosis. N Engl ] Med 2011;

365:1482-91.

8. Blanc F-X, Sok T, Laureillard D, et al. Earlier versus later start
of antiretroviral therapy in HIV-infected adults with tuberculo-
sis. N Engl ] Med 2011;365:1471-81.

9. Abdool Karim SS, Naidoo K, Grobler A, et al. Timing of

initiation of antiretroviral drugs during tuberculosis therapy.
N Engl ] Med 2010;362:697-/700.
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Combination of Pls-Rifamycins
2011 Guidelines
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Group 2: Injectable

agents

Group 3:
Fluoroguinolones

Ciroup 4: Oral
bacteriostatic agents

Group 5: Agents with
unclear efficacy: not
recommended
for routine use

Aminoglycosides: streptomayin, ) %

amikac Rarmycin

[-"'r.:l'?-'pepti[.l.......;1[:r+.:nrﬂ.',-'r.:ir1. - . 9 49 66 2
viomycin, enviomycin
Ofloxacin, levofloxacin,
r:{::-:ir'|{1::-::;:r..:?:1’, _;;1tiirr'|:.:1:-::;1r.:in 1 2 9 4 6 '< 29
I 4 9 <
Thioamides: ethionamide, C <
pr{:ti{:n;irni[l{-j
: 6 9. 9 91
699 77 9 <
Thiacetazone 9 9 9 49
49
P 9

Clofazimine <
Amoxicillin with clavulanic

i 49 * ("91@"9-

Macrolides: clarithromycin,

azithromvyein
Linezolid | BB (I 6

Cycloserine

Rifabutin
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