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DDF 6 WAFAA EL SADR, CROI 2012… 



The problem is in how  
to efficiently and progressively 

implement the potential ability of 
treatment to curb the epidemic…. 



WAFRA EL SADR, CROI 2012… 



Q.   What should be the  

ART coverage “threshold”  

to have an impact at the population level ? 



WAFA EL SADR, CROI 2012… 



A definite way forward for Tasp: 
 

working towards universal access 



Progress on ART Access  

6.6 million on ART (end 2010)  

Global coverage ~40% 
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Bold targets for 2015 

• Eliminate new HIV infections in 

children 

• TB deaths among PLHIV reduced by 

50% 

• Intensify HIV prevention  

– men who have sex with men 

– people who inject drugs 

– sex workers 

• 15 million people on ART 
(may be 20 million if we include 

 discordant couples) 

 

 



Challenges to Narrowing the Treatment Gap 

• Financing 

• Complexity of treatment 

and monitoring 

• Inefficiencies in service 

delivery 

• Late presentation 

• High rates of attrition 

 

9,000,000 

Hirnschall, IAS, ROME, 2011 
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Treatment 2.0 as a catalyst for Tasp  

through Drug / Treatment Optimization 

 

1. The problems of ART implementation in RLS 

 

2. A couple of tools which may be helpful…. 

 

a. Treatment 2.0 / Treatment Optimization process 

 

a. The new WHO guidelines process 
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Operational Issues 

• Task shifting 

 

• Integration of services / health system strenghtening 

 

• Access and Retention  

 

• Community involvement 

 

 



Clinical issues 

 

• Early mortality from late start  

 

• Coinfections (TB / Hepatitis B & C) 

 

• Aging / Comorbidities 

 

• Non Communicable Diseases (the next epidemic…) 
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Clinical issues 

 

• Early mortality from late start  
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• Non Communicable Diseases (the next epidemic…) 

 





Societal Issues 

• Social determinants 

 

• Stigma and discrimination (and 
human rights issues) 
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Societal Issues 

• Social determinants 

 

• Stigma and discrimination (and human rights 

issues): they will hamper the “finding of the 

unknown” despite any increase of CD4 treshold 

for starting therapy and despite the 

dissemination of the knowledge regarding the 

individual health benefit of treatment. 



Monitoring and Drug / Treatment issues 

• Point of care CD4  

 

•  HIV-RNA 

 

• Quality of drugs / regimens 
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Monitoring and Drug / Treatment issues 

• Point of care CD4 (essential, not only for monitoring ART) 
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Monitoring and Drug / Treatment issues 

• Point of care CD4 

 

• Availability of HIV-RNA 

 

• Quality of drugs / regimens 

 

 





Main first-line regimens used in adults in LMI countries (except 
America region)  
 

 97.1% adults on 
1st line 

 38.5% used AZT 
and 19.3%  TDF  

 59.9% used NVP 
and 39,7% EFV 
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39 

76.5% LPV/r 

45% suboptimal NRTI regimen?? 

1.4% of adults receiving ART 





Treatment 2.0 as a catalyst for Tasp  

through Drug / Treatment Optimization 
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2. A couple of tools which may be helpful…. 

 

a. Treatment 2.0 / Treatment Optimization process 

 

a. The new WHO guidelines process 
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Treatment 2.0 

 Achieving and Sustaining Universal Access and Maximizing the 

Preventive Benefits of ART 

 Simplification 

 Innovation 

 Efficiency 

 Accessibility and equity 

 Affordability 

 Decentralization and Integration 

 Community involvement 

TREATMENT
2.0

Strengthen 
delivery 
systems

Mobilize 
communities

Provide 
point of care 
diagnostics

Optimize 
drug 

regimens

Reduce costs
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Drug / treatments drawbacks  in RLS (I) 

• > 25 individual ARVs approved by US FDA, many FDCs available  

just a few available in RLS 

Wide variation in prescription and adherence to guideline-based 
standards-of-care (SOC) 
– No standardized, optimized treatment regimens available 

– Lack of health providers of HIV drug sequencing and resistance basics  

– Limited patient understanding of the importance of adherence   

• Patients often treated with the cheapest, not best HIV treatment 

• Need for a more standardized approach 

 

Elly Katabira, London, 2012 



1. Drug intolerance and toxicity (D4T, AZT, NVP) 

2. Long term effectiveness of current drugs/combinations  ? 

 3.  Mostly clinical / CD4  monitoring  

 late detection of failure 

late switches  first line fully “burned”   

 no possibility of recycling first line drug(s) 

  Greater chance of resistance  spreading  

 2nd line should contain new drugs  

(and of course should be accessible)  

 

Drug / treatments drawbacks  in RLS (II) 



48 

FIRST LINE ART WORKS WELL: 
Registrational Treatment-Naive Clinical Trials:  

Cross-Study Comparison*  
HIV RNA <50 c/mL at Week 48 
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NRTI backbone 

FTC/TDF 
3TC/ABC qd 
3TC+ABC bid 
3TC/ZDV 
3TC+TDF 

% of Patients with HIV-1 RNA <50 copies/mL at Week 48 

*This slide depicts data from multiple studies published from 2004-2012. Not all regimens have been compared head-to-head in a clinical trial  

STARTMRK RAL (n=281)8 

CASTLE ATV+RTV (n=440)6 

ABT 730 LPV/r qd (n=333)5 

CASTLE LPV/r (n=443)6 

GS 934 EFV (n=243)4 

MERIT ES EFV (n=303)3 

KLEAN LPV/r (n=444)14  

ECHO/THRIVE EFV (n=546)10 

ABT 730 LPV/r bid (n=331)5 

GS-102 QUAD (n=348)11 

GS-103 QUAD (n=353)12 

GS-103 ATV+RTV (n=355)12 

GS-102 Atripla (n=352)11 

MERIT ES MVC (n=311)3 

ARTEMIS DRV+RTV (n=343)7 

ECHO/THRIVE RPV (n=550)10 

GS-903 EFV (n=299)9 

STARTMRK EFV (n=282)8 

GS 934 EFV (n=244)4 

ARTEMIS LPV/r (n=346)7 

KLEAN FPV/r (n=434)14  

CNA 30024 EFV  (n=324)13 

CNA 30024 EFV (n=325)13 

SOLO FPV/r (n=322)2  

SOLO NFV (n=327)2  
CNA 30021 EFV (n=386)1 

CNA 30021 EFV  (n=384)1 
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2. Long term effectiveness of current drugs/combinations  ? 

 3.  Mostly clinical / CD4  monitoring  

 late detection of failure 
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 no possibility of recycling first line drug(s) 
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Drug / treatments drawbacks  in RLS (II) 



In conclusion: 

 

1. First line should not fail: 
1. Convenience (ST) 

2. Forgiveness (?) 

3. Cost 

 

 



In conclusion: 

 

1. First line should not fail: 
1. Convenient (ST) 

2. Forgiveness (?) 

3. Cheap 

 

1. Second line should be robust: 
1. Two new drugs with predictable efficacy 

2. Compact (?) 

3. Cheap 

 



Rationale for standardized approach to 
treatment regimens 

• First line: 

– Uniform, simple regimens, predictable resistance if 
regimen fails, easy choice of a second line treatment with 
agents of different mechanism 

• Second line and beyond: 

– Uniform regimen, with new drugs, sequenced on the 
basis of predictable resistance to a standardized first or 
previous  line, with the highest probability of full virologic 
suppression 

         (the term “salvage treatment” disappeared in high income countries) 

Elly Katabira, London, 
2012 



Elements of a potential standardized approach 

Treatment A 
 
• Simple 
• Tolerable 
• Low cost 
• Predictable 
resistance 

Treatment B 
 
• New Classes 
• Simple 
• Tolerable 
• Acceptable cost 
• Predictable 
resistance 

Treatment C 
 
• New Classes (if 
possible) 
• Tolerable 
• Acceptable cost  

Years on treatment 

Number of patients 

Monitoring: 
- no VL (POC) 
- no resistance testing 

Monitoring: 
- VL (?) 
- Resistance 
testing (?) 

Cost 

Elly Katabira, London, 2012 



Potential Advantages of a standardized 
/simplified approach 

• Improved compliance 

• Predictability  of the responses  

• Availability of subsequent lines 

• Easier prescription (task shifting) 

• Easier monitoring 

• Global equity  

• Manufacturing / Procurement 

• Cost  



Examples of STR Regimens for a  

Public/Global Health Approach  

 
         1st line STR 

 2 NRTI + NNRTI 

 2 NRTI + boosted PI  

Role of 2-drug combinations  ?  

Role of new compact regimens  ? 

2nd line STR 

 boosted PI +/- available/recycled NRTI (current most used) 

 boosted PI + Integrase Inhibitor ? 

 Next gen NRTI + boosted PI ? 

Can compact STR 2nd line regimens be constructed ? 

            3rd Line STR (?) 



But there is a need to also consider the special 
populations 

 
 

– Major intolerance / toxicity / concomitant drug interactions 

– Regimens that prevent or reduce the risk of resistance, and are 
effective in patients who have failed multiple therapies 

– Pediatric regimens (as 90% of HIV-positive children are living in sub-
Saharan Africa)  

– Regimens appropriate for growing vulnerable populations (including 
children, pregnant women, and TB / hepatitis co-infected individuals) 

– Drugs to be used for prevention that do not conflict with treatment  

– Better agents to prevent maternal to child transmission 

 
 



But there is a need to also consider the special 
populations 

 
 

– Major intolerance / toxicity / concomitant drug interactions 

– Regimens that prevent or reduce the risk of resistance, and are 
effective in patients who have failed multiple therapies 

– Pediatric regimens (as 90% of HIV-positive children are living in sub-
Saharan Africa)  

– Regimens appropriate for growing vulnerable populations (including 
children, pregnant women, and TB / hepatitis co-infected individuals) 

– Drugs to be used for prevention that do not conflict with treatment  

– Better agents to prevent maternal to child transmission 

 
 

(one regimen cannot fit all !) 



Two additional questions 

1. What can (already) be the role of the  
drug/treatment pipeline ? 
 





Two additional questions 

1. What can be the role of the  drug/treatment 
pipeline ? 
 

2. What can/should be the (collective ?) role 
of the pharmaceutical industry and of the generic 
manufacturers ? 



1985     1990       1995       2000       2005       2010       2015       2020       2025     2030 

  

TRIPS Transition for Developing 
Countries                                                   

  TRIPS Transition for Least Developed Countries                             

    

  Zidovudine   

  Didanosine   

  Stavudine   

  Saquinavir   

  Nevirapine   

  Abacavir   

  Emtricitabine   

  Indinavir   

              Efavirenz                                   

1985     1990       1995       2000       2005       2010       2015       2020       2025     2030 

   `                   Lopinavir                           

  Atazanavir   

  Tenofovir DF   

  Fosamprenavir   

  Maraviroc   

  Etravirine   

  Rilpivirine   

  Elvitegravir   

  Heat-stable ritonavir   

  Raltegravir   

  Dolutegravir   

  Cobicistat   

                                          SPI-452       

1985     1990       1995       2000       2005       2010       2015       2020       2025     2030 

Changing ARV Patent Landscape 
2011 



Plus, of course, the need for research…. 



Overview on clinical trials with NUC-sparing regimes 

in ART naïve patients 

Trial Arms Size Patient type Duration 

follow-up 

Setting Sponsor 

ACTG A5262 • DRV/r + RAL 113 ART naïve Up to  

1,5 years 

USA 

 

ACTG 

CCTG589 • LPV/r + RAL 

• EFV/TDF/FTC 

50 ART naïve 2 years California / USA CCTG  

GARDEL • LPV/r + 3TC 

• LPV/r + 3TC/FTC + 

NRTI 

410 ART naïve Up to  

2 years 

Argentina Huesped 

MODERN 

 

• DRV/r + MRV  

• DRV/r + FTC+TDF 

804 ART naïve,  only 

R5 HIV-1 

Up to  

3 years 

USA, Puerto Rico ViiV 

NEAT 001 • DRV/r + RAL  

• DRV/r + FTC+TDF 

800 ART naïve 3 years Austria, Belgium, Denmark, France, 

Germany, Great Britain, Greece, 

Hungary, Ireland, Italy, Netherlands, 

Poland, Portugal, Spain, Sweden 

NEAT/ANRS 

PROGRESS • LPV/r + RAL 

• LPV/r + FTC/TDF 

206 ART naïve Up to  

2 years 

USA, Canada, France, Italy, Poland, 

Puerto Rico,  Spain 

Abbott 

RADAR • DRV/r + RAL  

• DRV/r + FTC + TDF 

80 ART naïve 2 years Texas / USA Dallas VA MC 

SALT • ATV/r + 3TC 

• ATV/r + 2 NRTIs 

392 ART naïve Up to  

3 years 

Spain FSG 

SPARTAN • ATV/r + RAL  

• ATV/r + TDF + FTC 

94 ART naïve terminated BMS 



Overview on clinical trials with NUC-sparing regimes 

in ART experienced patients 

Trial Arms Size Patient type Duration 

follow-up 

Setting Sponsor 

DREAM  • EFV / FTC+TDF  

• LPV/r monotherapy 

420 Stable  ART  

VL<50 

2 years France ANRS 

EARNEST • PI/r + 2NRTIs 

• PI/r + RAL 

• PI/r + RAL induct. then 

PI/r monotherapy 

maintenance 

1277 Patients naïve 

to PI therapy 

failing firstline 

NNRTI+2NRTI 

ART 

3 years Kenya, Malawi, Uganda, Zambia, 

Zimbabwe 

MRC 

MARCH • MRV + 2 NRTI 

• MRV + PI/r 

560 Patients on 

stable PI based 

ART  

VL<200 

Up to  

2,5 years 

Australia Kirby Institute 

PIVOT  • SOC ART 

• PI/r monotherapy 

587 Treated patients 

VL<50 

Up to  

5 years 

UK MRC  

PROTEA  • DRV/r + 2 NRTIs 

• DRV/r + 2 NRTIs 

induct. then DRV/r  

monotherapy 

maintenance 

260 Stable ART  

for at least 48 

weeks 

VL<50 

Up to  

3 years 

? Janssen-Cilag  

SECOND-LINE • LPV/r + RAL 

• LPV/r + 2 NRTIs 

550 Patients which 

treatment failure 

to first-line 

NNRTI + 2NRTI 

Up to  

4 years 

Argentina, Australia, Chile,  France, 

Germany, Hongkong, India, Ireland, 

Malaysia, Mexico, New Zealand, 

Nigeria, Peru, Singapore, South Africa, 

Kirby Institute 



Treatment 2.0 as a catalyst for Tasp  

through Drug / Treatment Optimization 

 

1. The problems of ART implementation in RLS 

 

2. A couple of tools which may be helpful…. 

 

a. Treatment 2.0 / Treatment Optimization process 

 

a. The new WHO guidelines process 
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Note #1:  

WHO Guidelines shall address  

a global epidemic in contexts which may be very differents 

 
• Generalized vs non generalized epidemic 

• Different Prevalence / Incidence 

• GPD / resources / health expenditure 

• Political committment 

• Foreign aid 

• Rights, gender, community empowerment 

• ARV coverage 

• …….. 





Note #2: 

 

 A) guidelines shall be a framework or a tool to 

support individual countries to develop their own 

guidelines. 

 

 B) WHO shall set the global standard and the goals 

to where countries can immediately or 

progressively aim to… 

DDF 68 



Note #3: the public health approach 

 
• WHO published its first ART guidelines for adults and 

adolescents in 2002, and subsequently revised them in 

2003, 2006 and 2010.  

 

• The 2013 WHO HIV consolidated guidelines will be 

based on the same public health principles prioritizing 

the people who are sicker and most at risk to HIV 

mortality and morbidity and aiming to accelerate 

progress towards universal access of HIV diagnostics, 

treatment, care and support to all people in need. 

 
69 
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THE PERSONALIZED HIV MEDICINE 

APPROACH OF 
 HIGH INCOME COUNTRIES 

 

 
   THE PUBLIC HEALTH / GLOBAL HEALTH 

APPROACH 
( NEEDED TO TREAT 20 MILLION plus) 

 

 
 
 

 
 
 

 
The need to balance….  
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THE PERSONALIZED HIV MEDICINE 
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The need to balance….  

 

 
with, no differences in  standards !!! 

  



2013 and 2015 WHO GUIDELINES 

• Expanding the scope: the new updates will move beyond clinical 

recommendations (What to do?) to include operational (How to 

do?) and programmatic (How to decide what to do and where?) 

recommendations to provide comprehensive guidance to 

national programme managers and policymakers. 

 

• Addressing all age groups and populations 

 

• Providing guidance across the Continuum of HIV care 

 

• Expanding the evidence-base to support recommendations 
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Draft Roadmap to 2013 WHO  guidelines 

 
• Q 2, 2012: Constitution of the Guidelines Development Groups 

(GDGs) 

 

• Q 3, 2012: Guidelines Development Groups meetings to prepare 

draft recommendations 

 

• Q 4, 2012: Publication of comprehensive update including 

anticipated recommendations 

 

• Q 1, 2013: Final draft and Peer review of Consolidate Guidelines 

and final revisions 

 

• Q 1-2, 2013: Publication and dissemination 
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Examples of what should/can be addressed…. 

• Redefine “when to start ARV” in RLS  

– At least, initially,  for specific groups, then moving to universal treatment anticipation 

– With an eye on clinical priorities and a balance in resource allocation, quality vs 
quantity (anticipation of timing  in high income setting was driven by pathogenesis, 
but permitted by the increased “quality “ of drugs) 

• Improve the quality of ART, driving the recommendations towards 

– potency, long term safety 

– tolerability to promote adherence 

– convenience single tablet / fixed dose combinations 

– Apprpriate sequencing 

• Advocate for POC diagnostics (still considering that it may take some time…) to promote 
increased access, patient retention and treatment monitoring 

• Improve and integrate services for special populations  

 Pregnant women and children / coinfected / etc…… 



In conclusion, WHO and UNAIDS are 
working on parallel, mutually reinforcing  

and finally converging pathways: 

1. The 2013 and 2015 Guidelines process 

 

2. The Treatment 2.0 / Treatment Optimization process 
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Treatment 2.0 / Treatment Optimization parallel track 
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Treatment 2.0 / Treatment Optimization parallel track 



Thanks to… 

 
Gottfried Hirschall 

 

Marco de Avila 

 

Bernard Schwartlander 
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