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In SA500 000 need ARV'’s
EACH year

300 000 dead
(advanced
disease with
coinfections
many in the
hospitals!

200 000 well
on ARV'’s
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Earlier Deferred

ART ART
Risk of Risk of HIV
IRIS disease progression

MORTALITY MORTALITY

When to start ART after recent diagnosis of OI?

Several recent and ongoing clinical trials
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Potential challenges

Potential benefits

IRIS

Co-toxicities
Drug-drug interactions
Absorption

Pill burden
Adherence counseling

Reduced HIV progression
Reduced mortality
Clearance of Ol

Prevent Ol recurrence
Prevent re-admission
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Death/AIDS Death/AIDS
42% 68% B

30

25

Death

20

40%

15

10

CAMELIA (mortality rate) STRIDE (percentage) SAPIT (incidence rate)
Immediate (~2 wk) ®Early (~8 wk)

* CAMELIA data represents all patients in trial, majority had CD4 < 50 (median CD4 =25)
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JOU Fna I WATC Hﬂ Published in AIDS Clinical Care

w November 5, 2012
MEDICINE THAT MATTERS

Balancing the Risks and Benefits of Early ART
Initiation in HIV-Infected Patients with TB

A secondary analysis from the SAPIT trial reinforces current recommendations

Naidoo K et al. The immune reconstitution inflammatory syndrome after
antiretroviral therapy initiation in patients with tuberculosis: Findings from the SAPIT
trial. Ann Intern Med 2012 Sep 4; 157:313

Summary and Comment by Mauro Schechter, MD, PhD

Dr. Schechter is a Professor of Infectious Diseases at Universidade Federal do Rio de
Janeiro, Head of the AIDS Research Laboratory at Hospital Universitario Clementino Fraga
Filho, and Principal Investigator of Projeto Praca Onze at Hospital Escola Sao Francisco
de Assis in Brazil. He reports no conflicts of interest.

Copyright © 2012. Massachusetts Medical Society. All rights reserved.
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\ MEDICINE THAT MATTERS

Comment

 When making decisions about when to start ART in
patients with recently diagnosed TB, clinicians must
balance the survival benefit against the risk for severe
IRIS.

» Although this study included only ambulatory
iIndividuals with sputum smear-positive TB, the results
support present recommendations to

Start ART within 4 weeks after TB treatment initiation
for those with CD4 counts <50 cells/mm3.

Deferring ART initiation until 8 to 12 weeks  after TB
treatment for most patients with higher CD4-cell
counts. Reduces the incidence and severity of IRIS
without increasing mortality.

Copyright © 2012. Massachusetts Medical Society. All rights reserved.
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Algorithm for the diagnosis of tuberculosis in seriously ill
HIV-positive patient

Seriously ill patient with cough 2-3 weeks and danger signs®

|
y ¥

Referral to higher level Immediate referral
facility not possible
v v
Parenteral antibiotic treatment for Parenteral antibictics for bacterial
bacterial infection b4 infection &2
Sputum AFB and culture ® Consider treatment for PCP =
HIV test b= Sputum AFBE and culture B
CXR ®  HVjesthe

b

HIV+ or unknown f

I
¥ ¥ + +

Mo Treat - AFB-positive ® AFB-negative &
tuberculosis tuberculosis #
Improverment Mo improverment
after 3-5 days after 3-5 days
L ¥
Reassess for other = B unlihehr\ - Reassess Start TB treatment
HiV-related disease for tuberculosis b Complete antibiotics
Refer for HIV and
tuberculosis u:arE/

The danger signs include any one of: respiratory rate =30/min, fever =39 °C, pulse rate =1 20/min and unable to
walk unaided.



Use of a WHO-recommended algorithm to reduce mortalityin @
seriously ill patients with HIV infection and smear-negative
pulmonary tuberculosis in South Africa: an observational

cohort study

Timothy H Holtz, Gaétan Kabera, Thuli Mthiyane, Tainos Zingoni, Sidhambaram Nadesan, Douglas Ross, Jennifer Allen, Sekai Chideya,

Henry Sunpath, Roxana Rustomjee Lancet Infect Dis 2011;
11: 53340
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49 participants

27% died before ART
Median CD4 =42

B 765 41% initiated ART
0

PCP 8 %

Chronic diarrhoea 8%
CM 6%
Toxoplamosis 4% 24% alive and still pre ART.

8% loss to follow-up

Murphy,-Sunpath Int J Tuberc Lung Dis 2010;14:903
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Barriers to good care

e Poverty/Economic

— Transportation « Political-Migration

— Food Insecurity

— Disability Grants e Sociocultural

— Poor social support -- Perceived stigmatization
e |nstitutional resulting in delayed

presentation
— Traditional healers

— Long walit times
— Negative staff

experiences — Traditional beliefs about

— Linkage to care after HIVIAIDS | |
testing — Influence of charismatic

— Poor health literacy churches

— Limited substance
abuse treatment and Kagee J Health Pscyhol, Global
mental health facilities Public Health 2010

Western Cape
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Pulmonar tuberculosi 147 (39
Extrapulmonary tuberculosis (incuding meningitis) 96 (25)
Cryptococcal meningitis 40 (10)
Chronic diarrhea (>14 days) 35 (9)
Bacterial pneumonia 11 (3)
Toxoplasmosis gondi 9 (2)
Pneumocystis jirovecpneumonia 5(1)
HIV-associated kidney disease 4 (1)
Other cause for admission in ART-eligible patiént 20 (5)

Undiagnosed 1

15 (3)



Timing of ART Iinitiation N=382
Median days from admission with Ol to ART initiation 14 [11-18]
—no. [IQR] 1
Days from admission with Ol to ART by category, no.
(%0)
0-7 days 15 (4)

8-14 days 181 (47)
15-21 days 105 (26)
>21 days 62 (16)

24-week Virologic Outcomes
206 (57)
Intent-to-treat (ITT) viral suppression <400 c/mL no., {%) 206 (93)
As-treated (AT) viral suppression <400 ¢/mL no., £6)

24-week Immunologic Outcomes
Median CD4 count improvement (cells/ul) (IQR) 100 (48-188)



24-week Vital Outcomes N (%)
Overall mortality (%) 97 (25)
Mortality prior to discharge in the step-down facility 20/102

Mortality after discharge 77/102
Among patients who died, median days to death, (IQR) 33 (9-95)

24-week Program Outcomes
Loss to follow-up (%) 19 (5)
Changed service provider ( 19 (5

Serious IRIS Events

IRIS events, no. (%) 17 (4)
Tuberculosis 14/17
Cryptococcal meningitis 2117
Hepatitis B virus 1/17

IRIS-associated deaths 5 (1)
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Inpatient ART team —Multidisciplinary team

Trained HIV Counselor

- Rapid HIV education and antiretroviral therapy aimce training

- Assistance with disease disclosure and identiioadf treatment supporter

Psychologist

- ldentify concurrent mental illness including acateess reactions, anxiety, mood disorders and HI
associated neurocognitive disorders

Social worker

- Provide patients with help managing the financ@sts of illness including hospitalization and lo§s
employmer

- Discharge planning with emphasis on developingsupan the home

Nurse

- Patient care and education, medication administraind chart maintenance

Doctor (Generalist / Family medicine trained in HIV medidne/ID specialist)

- ldentify antiretroviral therapy start date

- Manage drug toxicities and immune reconstitutioiffaimmatory syndrome

- ldentify need for palliative care

Dietician

- Nutritional assessment with focus on patients w&itbw body mass index, or chronic diarrhea

\/-




Acute hospitaliza tion =
- HIY tesHng

- CDd4d cell comnt measurerment
- 01 diagnosis and initiaten of O txreatment
Favlr ART critexia:

-fAge =18 yveans

- Imitial recspon<e to O therapy

- CD4 cownt of =210 cellz/ul or <350 with TH
- Ability 1o tale me dications by south

btep-down center forecearvly ART

- Fvaluation hy early ART team me mhers
(=ee Figure 2)

-Rapid HI'V eduwcation and adherence
i

Earlvy ART imitiation:

- Patient masnitored for early ART toxdciily,
druz-drugz interacien or IRLS

- Ongoing nuiribdonal, psychological and peer
SUpP OXT

Duipatdent clinic follow-up :

-Weeks 2,.6,10,14, 18 and 24 afier ART
-%iral lonad amd CID4 cell count e aSUre HeH
at wesls 24
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In SA500 000 need ARV'’s
EACH year

300 000 dead
(advanced
disease with
coinfections
many in the
hospitals!

200 000 well
on ARV'’s
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