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HIV Treatment Guidelines 

How are they made? 

For whom? 

According to which principles? 

What do they say? 



The First Eleven 





UK  NICE standards 

USA  Experts & evidence levels 

Europe  Experts 

Germany  Elected experts 

Netherlands  DHHS + comments by experts 

… 

Treatment guidelines international 

EU WHO USA 



WHO ARV Guidelines Evolution 
2002–2015 



Regional Differences in Efficacy at Week 48 
WAVES: Women AntiretroViral Efficacy and Safety Study 
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Kityo C, et al. EACS 2015; Barcelona, Spain. Poster Discussion #BPD1/4 
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CD4 cell count and „need of ART“ 
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When to start ART? 



START Study 
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Immediate ART 
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Deferred ART n=2.359 
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Primary End Points in START 

The INSIGHT START Study Group N Engl J Med 2015 



START: Serious AIDS Events 

The INSIGHT START Study Group N Engl J Med 2015 



START: Serious Non-AIDS Events 

The INSIGHT START Study Group N Engl J Med 2015 



The INSIGHT START Study Group N Engl J Med 2015 

The START study 



START study: Subgroup analysis for 
primary endpoint 

The INSIGHT START Study Group N Engl J Med 2015 



Recommendation for treatment initiation 



Treatment of primary HIV infection 



ADI, AIDS defining illness within 6 months of diagnosis 

Late presentation is still common in 
Europe 
Cohere study (N=30,454): 1st presentation to care, 2010-2013 

Euro Surveill 2015;20(47). doi: 10.2807/1560-7917.ES.2015.20.47.30070 



Primary Endpoint 

1 

0 



Non-inferiority trials (0:0) 
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Test for superiority: P=0.045 

Non-inferiority design 

6/15 Patients benefit! 



Lee et al. Efficacy of initial antiretroviral therapy for HIV-1 infection in adults: a systematic review and meta-analysis of 114 studies with up to 144 
weeks' follow-up. Plos One 2014 

Treatment response in 1st line (114 trials) 

A. Robben 

G. Netzer 



‘Preferred’ regimen efficacy was 75% (SD 
7.9) over a mean follow up of 99 weeks (SD 
41), compared to 66% (SD 6.6) over 82 weeks 

(SD 35) with ‘Alternative’ regimens 
(difference 10%; 95%CI 7.6 to 15.4; p,0.001) 

75% 

66% 

Preferred Alternative 

Lee et al. Efficacy of initial antiretroviral therapy for HIV-1 infection in adults: a systematic review and meta-analysis of 114 studies with up to 144 
weeks' follow-up. Plos One 2014 

Treatment response Preferred versus 
Alternative 



Study (reference) Study 
arm (N) 

Regimen HIV RNA <50  
at 96 wks 

ECHO/THRIVE1 682 2 NRTI + EFV 78% 

686 2 NRTI + RPV 78% 

SPRING-22 411 2 NRTI + DTG 81% 

GS-US-236-01033 353 TDF/FTC/EVG/c 83% 

ACTG 52574 605 2 NRTI + ATV/r 63% 

601 2 NRTI + DRV/r 73% 

603 2 NRTI + RAL 80% 

Virologic Response Rates  

1. Cohen AIDS 2013, 2. Raffi Lancet Infect Dis 2013, 3. Rockstroh JAIDS 2013, 4. Lennox Ann Intern Med 
2014  



INSTI 
based 

 DTG/ABC/3TC; only if HLA-B*5701 negative (AI)  

 DTG (QD) + TDF/FTC (AI) 

 EVG/COBI/TDF/FTC; only if pre-ART CrCl >70 mL/min (AI)  

 EVG/COBI/TAF/FTC; only if pre-ART CrCl ≥30 mL/min (AI)  

 RAL + TDF/FTC (AI)  

PI 
based 

 DRV/r (QD) + TDF/FTC (AI)  

Note:  

    3TC can be used in place of FTC and vice versa; TDF: caution if renal insufficiency 

Initial Regimens: Recommended  
DHHS 2016 

https://aidsinfo.nih.gov 



2015: EACS-Guidelines for 1st line 

1. EACS Guidelines 2015; Available at: http:// (Accessed Jan 2015). 

TDF/FTC RAL DRV/r RVP 

EVG 

DTG 

ABC/3TC 13 6 



2015: EACS-Guidelines for 1st line 

1. EACS Guidelines 2015; Available at: http:// (Accessed Jan 2015). 

TDF/FTC RAL DRV/r RVP 

EVG 

DTG 

ABC/3TC 



Recommended regimens 



Alternative regimens 



1)  in everyone and 

2)  has no side effects 

A perfect treatment works efficiently 

Why then individualised therapy? 



NRTI options are limited and not always  
guideline recommended 

1. EACS Guidelines 2013; Available at: http://www.eacsociety.org/Portals/0/Guidelines_Online_131014.pdf (accessed Mar 2014). 2. DHHS Guidelines 2014; 
Available at: www.aidsinfo.nih.gov/contentfiles/lvguidelines/adultandadolescentgl.pdf (accessed May 2014); 3. Thompson MA, et al. JAMA 2012;308:387–

402. 

Renal impairment2 Caution 

Decrease in BMD2,3 Caution 

High CVD risk1,2 

*High viral load1,2 

HLAB*5701 positive1,2 Avoid 

Treatment considerations TDF/FTC ABC/3TC 

Acceptable 

Acceptable  

Acceptable 

Caution 

Acceptable 

Acceptable 

*>100,000 copies/mL; BMD: bone mineral density; CVD: cardiovascular disease 

** No viral load restriction for DTG/ABC/3TC use, according to May 2014 DHHS guidelines2 

Acceptable**  Caution 



What guidelines don‘t know for sure: 

  What to start with in a patient with CD4 cell 

counts of 683/µl? 

  What ART is best for patients with AIDS? 

  What is the best treatment strategy in the long 

run? 

  … 

 



1. Guaraldi G et al. Clin Infect Dis 2011;53:1120–6  



 

 

Kideny disease in HIV 



Drug-drug interactions 



Keeping it simple: Simplifying treatment 
regimens 

PI/r 

+ 

3TC PI/r  + 

NNRTI 

INSTI 

CCR5 + 

PI/r 

+ PI/r 

PI/r 
Dual therapy 

Monotherapy 

+ ATV 

+ ATV INSTI 

ABC/3TC 

Unboosted PI 

TDF sparing 

RTV sparing + EFV TDF/FTC 

+ RPV TDF/FTC 

+ EVG/c TDF/FTC 

FDR 



Maintenance of HIV therapy 

Reactive Proactive 



Switch of HIV therapy 



Switch of HIV therapy 



DHHS 2016 

Switch of HIV therapy 



Nukes are particularly valuable at 
treatment initiation 

NRTI 
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•  Dual therapy strategies without NRTI (LPVr/+EFV, ACTG 51421, 

IDV+EFV, DMP-266-0062, DRV/r+RAL, NEAT0013 and others 

did not demonstrate similar efficacy as standard triple ART 

•  NRTI remain as part of 1st line ART in national and international 

treatment guidelines 

•  NRTI-sparing regimens have proven efficacy following treatment 

failure (SECOND-LINE Study (LPV/r+RAL)4, EARNEST Study 

(LPV/r+RAL)5 or for treatment switch in succesfully treated 

patients 

1. Riddler S et al. N Engl J Med 2008; 358:2095-2106; 2. Staszewski S et al. 39th ICAAC, September 26-29, 1999, San Francisco; 3. Raffi F et al. 

Lancet 2014; 384:1942-51; 4. Second Line Sudy Group et al. Lancet. 2013 Jun 15;381(9883):2091-9; 5. Paton N et al. N Engl J Med 

2014;371:234-47. 

NRTI remain backbones of 1st line ART 



HIV Treatment Guidelines 

How are they made? 

For whom? 

According to which principles? 

What do they say? 




