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What does a pharmacological consensus 
mean? 

 

 
• A consensus among pharma companies? 

 
• A consensus among all stakeholders, including 

patients, providers, payers (insurance companies, 
governments, donors)? 
 

• About low-, middle- or high income countries, or all of 
these? 

 
 

 



Let us assume 
 

 
• That we are speaking about a consensus among all 

stakeholders, including patients, providers, and payers. 
 

• Which concerns low-, middle- and high income 
countries. 
 
 

 



A little history (1) 

• 1996: introduction of HAART* in high income countries 
(HICs). 
 

• Virtually no movement to bring this life-saving 
intervention to hardest hit low-income countries: 

• too expensive; 
• too complex; 
• “prevention” more important/cost-effective than 

treatment. 
 

     * Now often called cART, but dual therapy is also cART, so an 

 even sillier name than HAART. 
 

 

 



A little history (2) 

 
• International AIDS Conference held in Durban South 

Africa. 
 

• Preceded by an agreement between UNAIDS and 5 large 
pharmaceutical companies to start providing 
antiretrovirals at greatly reduced prices to poor countries 
Accelerating Access Initiative: AAI. 
 

 



A little history (3) 

 
• The AAI was a start, which allowed for demonstration 

projects. 
 

• Since very little external funding for treatment was 
available at the time, it did, however, not result in 
significant national scale-up programs in sub-Saharan 
Africa.* 
 

        *Botswana was the exception, but, even in this middle-income 

 country most of the funding was provided by external donors  
 (Merck and the Bill and  Melinda Gates Foundation).  

 



A little history (4) 

 
• Moreover, until WHO launched the 3by5 initiative it 

did not send a clear message to countries regarding the 
need to scale up.   
 

• Fortunately, the launch of 3by5 more or less coincided 
with or was followed shortly thereafter with the launch 
of sizable funding mechanisms:  

• the World Bank’s Multicountry AIDS Program (MAP); 
• the Global Fund to Fight AIDS, TB and Malaria 

(GFATM); and,  
• the US President’s Emergency Plan for AIDS Relief. 
 
 



A little history (5) 
 
• Followed by increasing involvement of generic 

manufacturers (mainly from India). 
 

• Ever decreasing prices due to negotiations and volume 
commitments by the Clinton HIV/aids Initiative (now 
Clinton Health Access Initiative, CHAI). 
 

• Middle income countries (like Brazil and Thailand), with 
the ability to produce generics could use the threat of 
domestic production to lower the price of originator 
drugs. 
 

• TRIPS also allowed for compulsory licensing. 
 
 

 



A little history (6) 
 

• After initial resistance by originator companies to generic 
competition, more and more, but not all, companies 
decided not to uphold patents in the poorest and 
hardest hit countries, but to give licenses to generic 
companies to produce “their” antiretrovirals for these 
markets.  
 

• Some of them have even have joined the Medicines 
Patent Pool (MPP). 

 
 

 



Medicines Patent Pool (MPP) 

 
• Created in 2010 in order to: 

• Cause a reduction in the price of HIV medicines for 
those living in low- and middle income countries; 

• To encourage the development of better adapted HIV 
medicines. 

 
• Financed by UNITAID. 

 
• Has come to license agreements with Gilead Sciences, 

NIH, ViiV Healthcare, Roche and Bristol-Myers Squibb. 
 
 

 



The Strategic Use of Antiretrovirals to Help End the HIV Epidemic, WHO 2012 

 
 



Another critical element of the scale-up  

 
• Regulatory framework 

• WHO prequalification* 
• FDA expedited review provisions (PEPFAR) 
 
 

        *‘t Hoen EF, et al. A quiet revolution in global public health: The 

 World Health Organization’s Prequalification of Medicines 
 Programme. J Public Health Policy 2014: epub. 

 
 

 





Are prices paid for ARV’s in low income 
countries “sustainable”? (1) 

• In 2005, the ration of formulation cost over the cost of 
API was over 1.33 (“commercially viable”) for 4 out of 5 
adult formulations. 
 

• By 2012, the proportion of adult formulations 
categorized as commercially viable had decreased to 2 
out of 11. 
 

• Nevertheless, the authors conclude: “further price 
reduction for WHO preferred regimens is likely still 
possible..”. 

 
• Perriëns JH, et al. Antiviral Therapy: in press. 
 
 

 



Are prices paid for ARV’s in low income 
countries “sustaianable”? (2) 
 

 
• “While recent price decreases indicate there is still space 

for price reduction, our estimate that gross profit margin 
on sales decreased by 6 to 7% between 2010 and 2012 
lends credibility to assertions by generic manufacturers 
that the ARV market in low income countries is under 
considerable pressure.” 
 

• Nakakeeto ON & Elliott BV. Globalization and Health 2013,9:6. 
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Patent Expiry dates for HIV drugs 
 
The original 20 year patents for most key antiretrovirals have already expired, 

or will expire in the next 3-4 years. 
 
However there are patents on single tablet regimens, which will remain in place 

until 2026 any beyond 
 
This has serious cost implications for key middle income countries with large 

HIV epidemics 
 
e.g.  Eastern Europe / Russia 
  Thailand / SE Asia 
  South America 



Patent Expiry dates for HIV drugs 
 
2012:  ZDV, 3TC, d4T, ddI, SQV, NVP – generic 
2013:  ritonavir, efavirenz, ZDV/3TC – generic 
 
2016:    abacavir, LPV/r (soft-gel) 
2017:  atazanavir, tenofovir, darunavir 
 
2019:  etravirine, ABC/3TC (Kivexa) 
2024:    TDF/FTC (Truvada) 
2025:  raltegravir 
 
2026:    TDF/FTC/EFV (Atripla), TDF/FTC/RPV (Complera), dolutegravir 
 

Ref: Medecins Sans Frontieres 2013: Untangling the web of ARV price reductions 



The choice for middle-income countries:  
– pill counts versus price? 

TDF/FTC/EFV 
TDF/FTC/RPV 
TDF/FTC/ETG/c 
ABC/3TC/DTG 

Generic TDF, ZDV, ABC  
 
Generic 3TC 
 
Generic NVP, EFV (400) 
 
 

Single patented pill 
Higher cost 

Three generic pills 
Lower cost 

    Sources: BNF 2013, generic company prices 

The generic version may be better tolerated, if the EFV dose is lower 



How important is pill burden?  (1) 

 
• In an observational cohort study of 118 homeless or 

unstably housed individuals in San Francisco, taking a 
single-tablet regimen (STR) was associated with greater 
adherence and viral suppression compared with a 
multitablet regimen (MTR).  
 

 *Bangsberg, et al. aids 2010;24:2835-40. 



How important is pill burden? (2) 

 
• One recently published study analyzing a commercial US 

insurance claims database found that: 
 

• a STR was associated with increased adherence, and, 
 

• the increased likelihood of complete adherence was 
associated with a 25% decrease in the rate of 
hospitalization.* 

 
 

 *Sax PE, et al. PLoS ONE 7:e31591. 



How important is pill burden? (3) 

 
• Study in US Medicaid population found that: 

 
• patients using a STR were significantly more likely to 

be highly adherent; and, 
 
• had a lower risk of hospitalization, and other 

healthcare utilization and costs.* 
 

 

 *Cohen CJ, et al. BMJ Open 2013. 



How important is pill burden? (4) 

 
• Study in women enrolled in the US Women’s 

Interagency HIV Study (WIHS) found that: 
 

• use of a STR was significantly associated with 
increased adherence and virologic suppression. more 
likely to be highly adherent.* 

      (25% had a history of injection drug use) 
 

 *Hanna DB, et al. J Acquir Immune Def Syndr 2014;65:587-96. 



But….. 

 
• If all eligible US patients would start with or switch to a 

generic-based three pill regimen of TDF (non-generic!), 
3TC and EFZ, instead of starting or remaining on STR of 
TDF/FTC/EFZ, estimated first year savings would be 
$920 million.  

 
 

 *Walensky RP, et al. Ann Intern Med 2013;158:84-92. 







 
In conclusion 
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Critical “enablers” of the antiretroviral 
scale up: 

• Price reductions of ARVs: generics 
 
• Funding:  

• World Bank MAP 
• GFATM 
• PEPFAR 
 

• Target setting by WHO (3by5) 
 

• Patient activism (TAC, etc.) 
 

• Regulatory framework 
• WHO prequalification 
• FDA 

 
 
 
 

 



Pressing questions 

• Will generic manufacturers bow out of producing 
exceedingly cheap antiretrovirals for resource-poor 
settings? 
 

• Is 3TC really equivant to FTC in settings with drug 
supply interruptions? 

• Do we need a RCT comparing STRs of TDF/FTC/EFC and 
TDF/3TC/EFZ in sub-Saharan Africa? 

 
• Will high income countries move away from SRTs to save costs and 

what impact will this have on adherence? 
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