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Can TB Treatment be Made Easier?
TB treatment is Complex
–at least 6 months and multiple pills

Shorten TB treatment to 4 months
• OFLOTUB  study (gatifloxacin) FAILED
• RIFAQUIN study (moxifloxacin/rifapentine ) FAILED

• ReMoxTB study ( moxi instead of E or H) FAILED

• S31/A5349 (Hi Dose RPT/INH/PZA/MOX) Success!

But does it work in HIV /TB?



Study 31/A5349
Shorten TB Treatment to 4 months

Pettit et al CROI 2021



Study Population

214 (8%)were HIV positive
Median CD4 was 344



Results-Baseline 



Efficacy and Safety



Study 31-Conclusions

• 4 month Rif-Moxi combination non-inferior to 
standard 6 month treatment

• Combination Rif –Moxi efficacious in HIV 
subgroup

• Major milestone in TB Rx



Short Course 
MDR/XDR Treatment



Results

Howell et al CROI 2021



High Dose Rifampicin in TBM

• Should we use higher doses of rifampicin than we 
do in standard treatment?

• Rifampicin concentration may be low in the CNS.

• Data suggests link between dose and survival

• In Pulmonary TB high dose rifampicin reduces 
time to culture conversion in sputum



Study Design

Inclusion Criteria

Study Design

HIV Pos=55/60 patients
Median CD4 50 

Cresswell et al CROI 2021



Drug Exposure-Serum 



Drug Exposure-CSF



Outcomes/Conclusions

K-M curve Time to death

•In PO-35 and IV-20 groups >90%
• had CSF levels above MIC 

•No Excess toxicity

•But NO difference in clinical outcome 
•–but not powered to do this



What is the Effect of
High dose Rifampicin on ARVs?

Efavirenz Dolutegravir 50mg BD

Still had similar viral suppression



Short Course LTBI
Now One month of therapy  is Possible 

But what about drug Interactions with ARVs?



INSTIs and Rifapentine

Bictegravir concentrations with Rifapentine
..And 2/16 patients had viral rebound 
from day 15 to day 30

What The Database predicts
To INSTI levels with Rifapentine

H-Y Sun et al  Croi 2021



What is the best way of
Contact Tracing of TB?



Two different Strategies

OR



No Difference in Outcome 

Standard of Care (Letters to Contacts) saves
on valuable resources  used in the Intensive Strategy 

In a SA setting



Targeted UniversaL Testing
For TB in Clinics



TARGETED UNIVERSAL TESTING FOR TB IN CLINICS

Labinah et al CROI 2021



Results



Conclusions

• We now have 4 month Treatment for Drug sensitive TB and 6 
months for MDR/XDR.

• High Dose Rifampicin improves CNS concentrations and trials are 
planned for  clinical benefit.

• High dose rifampicin lowers DTG levels without  effecting clinical 
outcomes.

• Rifapentine should not be used with Bictegravir.
• Simple Contact tracing of contacts is as efficient as intense methods 

and saves on resources.  
• Targeted TB Testing Improves Yields.                                            


