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Approach  to  TB  pericarditis-­2001

32 year old woman

• HIV infected CD4 198

• DOE and JVP peripheral 
edema

•
• Constitutional illness

• large pericardial effusion 
with shaggy pericardial 
border 

ü Empiric dx of TB pericarditis
ü 6 months anti-TB therapy
ü Bactrim prophylaxis
?? Corticosteroids
?? Tx pericardiocentesis
?? ART



TB  pericarditis-­HIV  uninfected

HIV Uninfected

• Paucibacillary condition

• Spread via lymph nodes

• Viable antigens presented 
by CD4 cells trigger 
inflammation, granuloma 
formation, cytolysis and a 
fibrinous exudate rich 
with profibrotic cytokines

HIV Uninfected

• Mortality 8-15%

• Constrictive Pericarditis 
25%

• Consensus on 
Corticosteroid use growing



Impact  of  HIV  on  TB  pericarditis?  



Pericardial disease and HIV in 1 
hospital, Dar es Salaam, Tanzania

Cegielski JP. Lancet 1990;335:209-212

• Growing  number  of  
publications  from  E.Africa

• Incidence  of  TB  pericarditis  
rising,  driven  by  HIV

• Autopsy  data  from  patients  
who  die  with  advanced  HIV  
reveal  pericardial  TB  is  
frequent  (15-­30%)



Unanswered  questions
in  2001

1. How  does  HIV  influence  the  clinical  characteristics  and  
presentation  and  natural  history  of  pericardial  TB?

2. Does  HIV  alter  the  immune  response  within  the  pericardium  of  
patients  with  TB  pericarditis

3. How  does  HIV  alter  the  diagnostic  considerations  of  TB  in  patients  
with  suspected  pericarditis

4. Is  6  months  TB  treatment  long  enough  for  TB  pericarditis  in  pts  with  
HIV?

5. What  is  the  role  of  adjunctive  steroids?  



What  is  the  role  of  adjunctive  steroids  in  
patients  with  and  without  HIV

1. Systematic review of the evidence from the literature

2. Conducted a Pan African survey across hospitals and 
clinicians about  their current practice









1)-CLINICAL EQUIPOISE and 2)-Inconclusive evidence from
small studies

Need Large Simple Randomized Control Trial 



Ntsekhe et al, QJM 2003

1)-Clinical equipoise  2)-Inconclusive evidence from
small studies 3] Potential for important benefits



Initiative for  the Investigation andManagement ofPericarditis In Africa

2004



Investigation of  theManagement ofPericarditis In Africa

2004

Prospective  Registries 
Collect data to allow the 
appropriate design of RCT

Large Simple multi center Pan 
Africa Randomized Control Trial

Set up research network to conduct 
a large simple RCT 

2009

2009 2014

Phase 1

Phase 2



IMPI 
SITES

IMPI PROJECT

23 sites in 9 countries

Consecutive patients with TBP

Demographic 

Clinical details 

Assess  management & 
outcomes 

Phase I ’Registry 2005-2009
Phase II RCT        2009-2014



IMPI investigators. BMC Infect Dis 2006;6:2



IMPI investigators. BMC Infect Dis 2006;6:2

200 pts 

• 64% of patients treated empirically

• 21% of those with centesis had an alternative non-TB 
diagnosis (bacteria, TB plus bacteria, other)

• 40% advanced HIV 

• 60% treated with corticosteroids

• Those with HIV less likely to receive steroids, or 
pericardiocentesis
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Figure  1:  Survival  during  follow-­up  in  the  whole  study  population  and  by  clinical  HIV  
status                  (P  =  0.001  for  the  difference  in  survival  experiences  between  groups  
defined  by  clinical  HIV

17%

25%

40%

6/12  mortality

Larger effusions
Hemodynamic compromise
Impaired LV function

HIV+

CP 
25% Hiv -
15% Hiv+



2009

• Network  of  research  sites  

• Research  infrastructure  and  capacity

• Feasibility  assessment  complete

• Shoe  string  budget  raised

• Ready  to  conduct  RCT





• Improve  the  composite  of  
death,  cardiac  tamponade  and  
constrictive  pericarditis  over  2  
years

• Each  component  of  the  
composite

• OIs,  Malignancy,  IRIS,  CD4  
counts

• Over  24  months

Research  Question?

• In  a  population  of  1400  
patients  with  and  without  HIV

• Will  a  tapering  dose  of  
adjuvant  Prednisolone  120mg
added  to  TB  Rx  and  ART  (as  
per  local  guidelines)

• Compared  to  TB  Rx  alone  plus  
ART





Investigation of  theManagement ofPericarditis In Africa
IMPI RCT

2009 2014
• 1400 patients over 41/2 years

• Interesting obstacles…..
Kenya 2013, Maputo 2012, Sierra    
Leone Ebola 2013, Nigeria (regulatory 
hurdles)

• 98% follow up for all enrolled pts

• >85% adherence to study drugs





• <38.3  yrs

• >66%  HIV  infected

• <21%  on  ART  at  enrolment

• 74%  at  6  months

• CD4  count  150 [71-­283

• >60%  pericardiocentesis

• 16%  had  definitive  
microbiological  diagnosis

• 73%  biochem or  TB  
elsewhere



Death, tamponade, constriction





Prednisolone
3=fold increase
Kaposi Sarcoma
V. Low incidence (.7/100)
CD4 <50



Conclusions?

• Despite  the  promise  of  earlier  studies  corticosteroids  do  not  
reduce  overall  mortality

• Corticosteroids  reduce  the  incidence  of  by  50%  Constrictive  
Pericarditis  keep  patients  out  of  hospital

• In  pts  with  advanced  HIV  with  no  access  to  ART  steroids  may  
increase  opportunistic  malignancies



Outstanding  questions?

• Is  6  months  therapy  adequate?

• Should  pericardiocentesis  be  routine  or  only  performed  
in  those  with  tamponade



ENKOSI!  Kea  Leboha!  Baie  Dankie!




























