Advanced HIV care and COVID-19 Learning Series 2
Session 4: Non-tuberculous bacterial infections in advanced HIV
disease - time for an adapted approach?

Dr Sam Phiri
Programs Director, Partners in Hope
Lilongwe- Malawi
Professor, Department of Medicine, University of North Carolina, Chapel Hill, USA
Professor, Department of Global Health, University of Washington, Seattle, USA
Senior Clinical Lecturer, University of Malawi College of Medicine School of Public Health and
Family Medicine, Lilongwe, Malawi

2/10/2021

1

Disclosures
• Received honoraria from GSK for Subject Matter Expertise Technical
Advice
• Received honoraria from MSD for Subject Matter Expertise Technical
Advice

2

We should routinely use additional
prophylactic antibiotics in people with
advanced HIV disease
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We know bacterial disease is a major problem in patients with
advanced HIV disease in Africa – but hard to diagnose!
• People with AHD frequently have severe bacterial infections

• including bloodstream, respiratory, central nervous system, gastrointestinal infections

• Severe bacterial infections are estimated to cause more than one third of hospitalizations
among adults and children living with HIV worldwide
• AHD burden of mortality & morbidity from severe bacterial infections is poorly studied in
Africa largely because appropriate diagnostic facilities are lacking. This lack is
unfortunately not only also true for studies – but also diagnostic confirmation in daily
routine is close to impossible !!
• Cotrimoxazole prophylaxis protects against some but not all severe bacterial infections

• WHO recommends lifelong cotrimoxazole prophylaxis for PLHIV regardless of CD4 cell count in settings
where severe bacterial infections or malaria are highly prevalent

• Immediate ART reduces risk of severe bacterial infections (O'Connor, Jemma, et al.)

• Early ART has wider impact than that on bacterial infection but- reduction of bacterial infection may
account for some of the survival benefit we have seen with early ART
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Support for the proposition’s rationale comes from Mordor…

• The MORDOR study found
bacterial prophylaxis with
Azithromycin was reducing
mortality in children in a trial in
Tanzania, Niger and Malawi
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The Shire in the Warm Heart of Africa

“An effect of azithromycin on respiratory and gastrointestinal infections,
including on a background of HIV exposure or infection, leading to a
reduction in the rate of pneumonia and diarrhea as immediate causes of
death, is certainly plausible. “
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Let us simply look at the REALITY…(Hakim et al 2017)
All-cause mortality
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• What was done: Patients received a
bundle of prophylaxis beyond CPT
• Fluconazole Prophylaxis
• Tuberculosis
preventive
Therapy
(INH/Vit. B6)
• Albendazole
• Azithromycin for 5 days

12.2%

0.10

11.0%

8.9%

Enhanced prophylaxis

0.05

• Significant survival benefit from enhanced
bundle of anti-microbial prophylaxis
• Rate of death with enhanced prophylaxis
was lower than that with standard
prophylaxis

14.4%

0.00
0

8

16

24

32

40

48

Week since randomisation (ART initiation)

Number at risk (deaths)
Standard
899 (67)
Enhanced
906 (55)

816
839

(27)
(16)

786
816

(13)
(8)

768
807

(7)
(6)

754
797

(7)
(6)

739
787

(6)
(7)

7

637
689

Main cause of death

• Enhanced prophylaxis reduced deaths from cryptococcosis and unknown causes (P <
0.05) but not tuberculosis, SBI, potentially azithromycin-responsive infections, or other
causes (P > 0.3)
• Lack of impact on bacterial infections raised questions about using 5 days of azithromycin
within enhanced prophylaxis particularly given concerns about antimicrobial resistance
• But: a third of all deaths
from unknown causes
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Shall we conclude to stop TPT as there was no reduction in mortality?

Let us look at the REALITY…(Hakim et al 2017)
If you order a bundle – you expect to get a bundle. If the order is changed you
may be in for disappointment:

•
•
•
•

Causes of death were multifactorial – because these were very sick patients
So most had several secondary causes adding to mortality
Many patients died at home/had unclear cause of death
That is why we do not really know what part of the bundle prevented the death…

Development of antimicrobial resistance is a risk…
• We acknowledge risk of resistance development and its general increase
globally

• But no studies have shown this to happen in individuals receiving 3-5 days of
azithromycin
• In the real world Azithromycin is frequently dished out as part of part of
Helicobacter treatment in patients with questionable gastric ulcers, for upper
respiratory tract infection in patients who may well have viral causes and lately for
almost anybody with COVID infection – whether symptomatic or not…
• Let us try to get that right first – because for the short-term use in a selected
patient population of AHD we have at least some data…and these patients are very
vulnerable and at high risk of death!
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REALITY package and azithromycin
• Azithromycin may modulate the inflammatory milieu through reductions in subclinical
infections, enteropathy, and microbial translocation, or through direct
immunomodulatory effects
• well recognized that inflammation can drive mortality independent of immuno-suppression

• Theoretically, azithromycin has additional benefit for prevention of MAC and
toxoplasmosis, however their epidemiology in Africa is not well described and no
studies exist on the benefit of prevention of these infections in Africa
• REALITY enhanced antimicrobial prophylaxis was cost-effective
• REALITY could not distinguish between individual contributions of INH, fluconazole,
azithro and albendazole to the mortality and morbidity benefits from enhanced
antimicrobial prophylaxis.
• Therefore, we should not take antimicrobial prophylaxis out of a package until we
have more evidence - on potential effects or side effects like resistance
development

Conclusion
• Cotrimoxazole Preventative Therapy and TB Preventative Therapy are the undisputed
basis of anti-microbial prophylaxis for patients with AHD
• Additional to this, azithromycin and albendazole as given in the REALITY trial should be given to
adults with AHD when CD4 <100 cells/microL
• plus fluconazole pre-emptive treatment based on positive CrAg screening (and exclusion of CM)

• We have the evidence from a very strong “bundle intervention trial” – and we
should not have the hubris to pick and choose only what pleases us in REALITY !
• I therefore urge you to clearly vote FOR prophylactic antibiotics for this very
vulnerable patient population where potential antibiotic resistance in the future
needs to be balanced against an imminent risk of early death today
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