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}Out of 34 million people currently infected
with HIV/AIDS , over 90 % live in low and
middle income countries

}Although around 9 million people have
been started on antiretroviral treatment in
these countries, at least additional 11
million people in low and middle income
countries are eligible for treatment but are
not receiving it



}The vast majority of the 21 million people
infected with HIV, but currently untreated,
in developing countries will require
antiretrovirals at some time in the future , if
they are identified and tested

}In addition, there are an estimated 2.5
million new HIV infections every year



}There is therefore a need to treat 20 million
people with antiretrovirals in low or middle
income countries within the next 5 years

}Funding is being cut and will be difficult to
treat so many patients



}Drug costs are accounting for as much as
60 %of antiretroviral treatment program costs
in many countries

}Active product ingredient production costs
are the biggest driver of antiretroviral drug
prices among generic manufacturers

}A given percentage reduction in dosage will
translate into a virtually equivalent
percentage reduction in drug pricing



Even small reductions in the annual
per - patient cost of treatment would
lead to important reductions in the
global cost of HIV treatment



From: Andrew Hill, 

Curr Opin HIV AIDS 2013; 8: 34 - 40. 



}The dose of zidovudine was reduced from
1,500 mg daily to 600 mg daily

}The dose of didanosine was reduced from
750 mg to 400 mg daily

}The dose of stavudine was reduced from 40
mg to 30 mg twice daily



}During the dose - selection phase of HIV drug
development , clinical trials of 30 - 100
patients per arm are used to evaluate the
efficacy and safety of several doses

}In most cases, these trials show similar levels
of efficacy between a range of doses

}In these situations, pharmaceutical
companies tend to progress with higher
doses



}To maximise the potential for long - term

efficacy and possibly to ensure efficacy even

when drug interactions lower the

concentration of the new antiretroviral



}Choosing higher doses can compromise
patient safety

}The higher doses are more expensive to
manufacture



}The DMP- 005 trial of efavirenz was
conducted in 1996 - 1997 , was presented at
the 5th CROI meeting in Chicago , February
1998 , but was never published

}137 naïve patients were randomized to 24
weeks of treatment with zidovudine plus
lamivudine with efavirenz at doses of 200
mg , 400 mg or 600 mg once daily , or
matching placebo



}There was no difference in HIV RNA
suppression rates between the three doses of
efavirenz . These efficacy results were
sustained to week 24

}6 patients withdrew from the efavirenz 600
mg once daily arm owing to adverse events,
versus none from the efavirenz 200 mg
group



}Genetic analysis of patients receiving efavirenz
showed that plasma drug levels could be up to
three times higher for those with a certain
CYP2B6 allelic variant, seen most often in
Africans .1

}The CYP2B6*6 allele associated with slow
efavirenz metabolizer phenotype is e.g. common
in Batswana with a prevalence over 30 %.2

1Haas D et al. AIDS 2004; 18: 2391 - 400.
2Gross R et al. J Acquir Immune Defic Syndr 2008; 49: 336 - 37.



}In an analysis of 255 Dutch patients, females
and those with low body weight had
significantly higher efavirenz drug levels

Burger D et al. Br J Pharmacol 2006: 61: 148 - 54



}The mean body weight for patients in the
DMP- 005 trial was higher than would be
expected for an Asian or African naïve patient
population, where efavirenz drug levels are
also expected to be higher



33 HIV- infected patients treated with two
NRTIs plus EFVat reduced dose


