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(incidence-rate ratio, 0.32; 95% CI, 
0.07 to 1.13; P = 0.06).

Vs CAMELIA (median CD4 = 25)

• Mortality 18% vs 27%

HR 0.62 95% CI; 0.44 to 0.86; P = 
0.006

Vs ACTG (CD4 <50 subgroup)

• Mortality 15.5% vs 26.6%

(95% CI, 1.5 to 20.5; P = 0.02)

Regardless of disease 25% of 
those with CD4<50 die if delay 
ART by 2/12 
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(HR 3.4, 95% CI 1.6–7.4)(HR 0.4,  95% CI 0.3–0.6)







SA guidelines

First line:

• Tenofovir
– Low barrier 

– Renal and bone 

– Hep b cover 

• Emtricitabine
– Low barrier

– Low toxicity

• Efavirenz
– Low barrier

– Neuropsych and liver toxicity

– Drug interactions

• FDC and good potency

Second line:

• Zidovudine
– High barrier

– Significant toxicity

• Lamivudine
– Crippling effect 

• Lopinavir/ritonavir
– High barrier

– Significant toxicity

– Significant drug interactions

• No FDC



Prospective Sentinel Surveillance of Tuberculosis and 

Human Immunodeficiency Virus in South Africa and 

Related Drug Resistance: Study design

• Sentinel site surveillance using the 

GERMS platform

– 1 clinic per province

• To measure levels of HIV + TB DR at 

initiation of therapy

• MP, NW, EC, GP, KZN (Nov ‘14 – May ‘17) Attending TB/HIV clinic
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Preliminary Data

Demographics:

• To date, n=1,139 specimens collected and tested for HIVDR

• 340 questionnaires were captured:

– 71% of enrolled participants were female

– median age of all participants is 32 years (IQR 26 - 40 years)

– median recent CD4 count at time of cART initiation was 257 cells/µl (IQR 160 –

389 cells/µl).

• Prior exposure to ART (as PMTCT and/or previous cART) was reported in  

80/326 (24.5%) participants

– 14 (17.5%) reported receiving PMTCT 

– 47 (58.8%) had previously received standardized cART for clinical management

– 19 (23.7%) participants reported receiving both PMTCT and cART. 
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Levels of NNRTI and dual-class resistance detected 

amongst patients enrolled into study according to self-

reported prior ART exposure

NNRTI resistance:

37.5% in ART starters 

with prior exposure to 

ARVs

13.4% in ARV-naive
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Levels of NNRTI and dual-class resistance detected amongst 

patients enrolled into study in 8 clinics across SA  (N=1,032)
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• SA will need to change first and second line 
regimens

• Ideal drugs:

– High barrier to resistance

– High potency/efficacy

– Low toxicity

– Low DDI potential

– Fixed dose combination

– Once a day dosing



Slide credit: clinicaloptions.com

Recommended ART Regimens for 
Treatment-Naive Pts

References in slidenotes.

Regimen DHHS[1] IAS-USA[2] BHIVA[3] EACS[4] GeSIDA[5]

DTG/3TC/ABC

DTG + FTC/TDF

DTG + FTC/TAF

EVG/COBI/FTC/TDF

EVG/COBI/FTC/TAF

RAL + FTC/TDF

RAL + FTC/TAF

ATV/RTV + FTC/TDF

ATV/RTV + FTC/TAF

DRV/RTV* + FTC/TDF

DRV/RTV* + FTC/TAF

RPV/FTC/TDF

RPV/FTC/TAF

Recommended Alternative Not included



Drug Interactions 

Medication Potential for interactions

Darunavir Substrate/Inhibitor: CYP3A4, P-gp; Inducer: 2C9 

Ritonavir Substrate: CYP3A4, 2D6, P-gp; Inhibitor: 

CYP3A4, 2D6, P-gp; Inducer: CYP1A2, 2C8, 

2C9, 2C19

Cobicistat Substrate/Inhibitor: CYP3A4, 2D6, P-gp (inhibit)

Elvitegravir Substrate: CYP3A4; Inducer: CYP2C9 

Tenofovir Substrate: P-gp

Dolutegravir Substrate: CYP3A4, P-gp

Raltegravir No involvement in P-gp or CYP450

P-gp: P- glycoprotein.



Drugs That Should Not Be Used With 
Antiretroviral Agents

ARV Drugs That Should Not Be Used Concomitantly

DTG[1] Dofetilide, rifapentine, St John’s wort

EFV[1] St John’s wort, dasabuvir, ombitasvir, paritaprevir, simeprevir, 

elbasvir/grazoprevir

EVG/COBI[1] Ranolazine, eplerenone, ivabradine, lovastatin, simvastatin, rifampin, 

rifapentine, carbamazepine, phenobarbital, phenytoin, lurasidone, pimozide, 

midazolam, triazolam, St John’s wort, dasabuvir, elbasvir/grazoprevir,

ledipasvir, ombitasvir, paritaprevir, simeprevir, alfuzosin, cisapride, ergot 

derivatives, flibanserin, salmeterol, sildenafil for PAH

RPV[1] Rifampin, rifapentine, carbamazepine, oxcarbazepine, phenobarbital, 

phenytoin, St John’s wort, dasabuvir, ombitasvir, paritaprevir, PPIs (eg, 

omeprazole)

TAF/FTC[1,2] Carbamazepine, oxcarbazepine, phenobarbital, phenytoin, rifabutin, rifampin, 

rifapentine, St John’s wort

TDF/FTC[2] Nephrotoxic drugs

1. DHHS guidelines. July 2016. 
2. TAF/FTC [package insert]. 2016. 
3. TDF/FTC [package insert]. 2016. Slide credit: clinicaloptions.com













































Rifabutin recommendations:

• 300mg od with no interacting drugs

• 150mg od preferred with PI based regimens

• Concerns about failure risk with intermittent dosing and 

poor PI adherence

• 600mg od with EFV

• Monitor for toxicity (WCC, eyes)














































