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Impact	
  of	
  HCV	
  Exposure/	
  Coinfec<on	
  on	
  HIV	
  disease	
  

Issue HCV exposure 
( HCVAb+ vs 

HCVAb-) 

HCV active replication 
(HCVAb+ HCVRNA+ vs 

HCVAb+ HCVRNA-)  
 

Faster HIV disease progression Yes1 

Impaired CD4 recovery on cART Yes2 Yes3 

Impaired HIVRNA suppression on cART Yes 4 

Worsened renal function Yes5 Yes6 

Higher incidence of  osteopor. fractures Yes7 

Higher incidence of Cardiovascular 
related events 

Yes 8  

Higher incidence of Diabetes Yes 9 

Higher non AIDS non liver related 
mortality 

Yes10 Yes11 

1.  Greub, Lancet, 2000, Piroth, J Viral Hepat, 2000  De Luca et al, Arch Intern Med, 2002), Herrero Martinez E 
JID 2002, Dorrucci AIDS 2004; Braitsein JID 2006; 

2.   Lincoln, HIV Med, 2003 
3.   Potter M AIDS 2010 
4.    Pulido AIDS Review 2012; Hua L  AIDS 2013 
5.   Izzedine AIDS 2009; Lucas JID 2013 
6.   Peters AIDS 2012; Mocroft A PLOS One 2012; Lucas jiD 2013  
7.   Lo Re Hepatology 2012; Maalouf J Bon Min Res 2013, Casado Osteopos Int 2014 
8.   Erqou S CROI 2014 
9.  Howard AA JAIDS 2014; Butt AA AIDS 2009; Jain MK HIV Med 2007; Butt AA Hepatology 2004 
10.  Mallet V CROI 2014 
11.  Grint D CROI 2014 



	
  
	
  Has	
  Modern	
  ART	
  Reduced	
  End	
  stage	
  Liver	
  Disease	
  Risk	
  in	
  HIV-­‐
Hepa<<s	
  Coinfec<on?	
  
(data	
  from	
  34119	
  HIV	
  +	
  380	
  with	
  ESLD)	
  	
  	
  

Klein	
  M	
  et	
  al	
  CROI	
  2015;	
  Abstract	
  #638	
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WHOM	
  TO	
  TREAT:EASL	
  AND	
  AASLD-­‐IDSA	
  RECOMMENDATIONS	
  
Individual	
  health	
  related	
  issues	
  
Clinical	
  seang	
  

Cryoglobulinemia	
  with	
  
vasculiLs	
  

	
  
	
  
	
  
	
  
	
  
	
  
Treatment	
  should	
  be	
  
prioriLzed	
  regardless	
  of	
  
fibrosis	
  stage	
  (A1)	
  

Highest	
  priority	
  (IB)	
  

ExtrahepaLc	
  disease	
   Highest	
  priority	
  (IIaB)	
  

Solid	
  Organ	
  Transplant	
  
Recipients	
  (pre&	
  post)	
  	
  

Highest	
  priority	
  (IB)	
   	
  >	
  F1	
  

HIV	
  coinfecLon	
  
	
  

High	
  priority	
  based	
  on	
  
available	
  resources(IB)	
  

HBV	
  	
  

NASH	
  &	
  Diabetes	
  

DebilitaLng	
  faLgue	
  	
  



SVR12 after treatment with PR + TVR, SMV, FDV  and 
SOF in HCV G1 treatment-naïve patients: HIV + vs HIV – 

•  Sulkowski M, 
AASLD 2012; TVR 
EU SmPC; 
Dieterich CROI 
2014; Rockstroh J 
et al EACS 2013 & 
AASLD 2013; 
Rodriguez Torres M 
et al IDSA 2013; 
Naggie CROI 2014; 
SOF EU SmPC 

419/521 42/53 296/327 21/23 104/159 87/114 

24 or 48 weeks 12 weeks 24 weeks 24 or 48 weeks 

HIV + 
HIV – 

285/363 28/38 

SV
R

12
 (%

) 

Cirrhosis Excluded 13% 10% 

414/570 169/239 

11% 

12 or 24 weeks 

IN THE DAA ERA HIV+ WILL NOT BE A SPECIAL POPULATION  
WITH AN UNMET NEED 



Drug-­‐drug	
  interac<ons	
  between	
  HCV	
  DAAs	
  and	
  HIV	
  an<retrovirals	
  	
  

* Ledipasvir increases Tenofovir concentration with an additional increase in the presence of ritonavir or cobicistat boosting  





The	
  following	
  co-­‐morbidi:es	
  were	
  analysed:	
  Hypertension,	
  Type	
  2	
  Diabetes,	
  Cardiovascular	
  Disease	
  
and	
  Osteoporosis.	
  
Pp	
  prevalence	
  was	
  higher	
  in	
  cases	
  than	
  controls	
  in	
  all	
  age	
  strata	
  (all	
  p-­‐values	
  <0.001).	
  Pp	
  prevalence	
  
seen	
  cases	
  aged	
  41-­‐50	
  was	
  similar	
  to	
  that	
  observed	
  among	
  controls	
  aged	
  >60	
  controls	
  (p=0.282).	
  

Prevalenza	
  di	
  Poli-­‐pathologie	
  è	
  più	
  comune	
  nei	
  soggea	
  	
  HIV	
  posi<vi	
  che	
  nei	
  
controlli	
  HIV	
  nega<vi	
  per	
  ogni	
  strato	
  d’età	
  

	
  
Poly-­‐patology	
  prevalence	
  in	
  cases	
  and	
  controls,	
  straLfied	
  by	
  age	
  categories.	
  	
  

	
  

Guaraldi	
  G.	
  et	
  al.	
  CID	
  2011	
  	
  	
  



ACTG	
  5257:	
  Tolerability	
  Failure	
  at	
  Wk	
  96	
  

Lennox	
  JL,	
  et	
  al.	
  Ann	
  Intern	
  Med.	
  2014;161:461-­‐471.	
  

Toxicity-­‐Associated	
  d/c	
  of	
  Randomized	
  
ART*	
  

ATV/RTV	
  
(n	
  =	
  605)	
  

RAL	
  
(n	
  =	
  603)	
  

DRV/RTV	
  
(n	
  =	
  601)	
  

Any,	
  n	
  (%)	
   95	
  (15.7)	
   8	
  (1.3)	
   32	
  (5.3)	
  

GastrointesLnal,	
  n	
   25	
   2	
   14	
  

Hyperbilirubinemia,	
  n	
   47	
   0	
   0	
  

Other	
  hepaLc,	
  n	
   4	
   1	
   5	
  

Skin,	
  n	
   7	
   2	
   5	
  

Metabolic,	
  n	
   6	
   0	
   2	
  

Renal,	
  n	
   4	
   0	
   0	
  

Abnormal	
  chemistry/hematology	
  findings	
  
(excluding	
  LFTs),	
  n	
   0	
   0	
   2	
  

Other,	
  n	
   2	
   3	
   4	
  

*ParLcipants	
  allowed	
  to	
  switch	
  therapy	
  for	
  intolerable	
  toxicity.	
  



Study	
  103	
  (EVG/COBI/FTC/TDF	
  vs	
  ATV+RTV+FTC/TDF)	
  at	
  Week	
  144	
  
AEs	
  Leading	
  to	
  Study	
  Drug	
  Discon<nua<on	
  	
  

AE	
  Leading	
  to	
  Study	
  Drug	
  
Discon<nua<on	
  (DC)* 

EVG/COBI/FTC/TDF	
  (n=353) ATV+RTV+FTC/TDF	
  (n=355) 

W481,3 W962,3 W1444,5 W481,3 W962,3 W1444,5 

Overall	
  DC	
  due	
  to	
  AE 13	
  (3.7%) +2(+0.6%) +6	
  (+1.7%) 18	
  (5.1%) +3	
  (+0.8%) +9	
  (2.5%) 

	
  	
  	
  Renal	
  events 1	
  (0.3%)† +2	
  (+0.6%) +2	
  (+0.6%) 1	
  (0.3%)† +1	
  (+0.3%) +6	
  (+1.7%) 

	
  	
  	
  Diarrhoea 2	
  (0.6%) 0 0 1	
  (0.3%) 0 0 

	
  	
  	
  Pyrexia 2	
  (0.6%) 0 0 0 0 +1(+0.3%) 

	
  	
  	
  Nausea 1	
  (0.3%) 0 0 4	
  (1.1%) 0 0 

	
  	
  	
  VomiLng	
   1	
  (0.3%) 0 0 2	
  (0.6%) 0 0 

	
  	
  	
  FaLgue 1	
  (0.3%) 0 0 2	
  (0.6%) 0 0 

	
  	
  	
  Ocular	
  icterus 0 0 0 4	
  (1.1%) 0 0 

	
  	
  	
  Jaundice 0 0 0 2	
  (0.6%) 0 0 

	
  	
  	
  Dizziness 0 0 0 2	
  (0.6%) 0 0 

	
  	
  	
  Drug	
  erupLon 0 0 0 2	
  (0.6%) 0 0 

*>1	
  subject	
  in	
  either	
  treatment	
  group	
  cumulaLvely	
  at	
  Week	
  144	
  

1.	
  DeJesus	
  E,	
  et	
  al.	
  Lancet	
  2012;379:2429–2438;	
  2.	
  Rockstroh	
  JK,	
  et	
  al.	
  JAIDS	
  2013;62:483–486	
  ;	
  3.	
  Rockstroh	
  JK,	
  et	
  al.	
  HIV-­‐11	
  2012.	
  Glasgow,	
  
UK.	
  #O424B;	
  4.	
  Clumeck	
  N,	
  et	
  al.	
  JAIDS	
  2014;65(3):e121–124;	
  5.	
  Clumeck	
  N,	
  et	
  al.	
  EACS	
  2013.	
  Brussels,	
  Belgium.	
  #LBPS7/2	
  



clinicaloptions.com/hiv 
Boosted Protease Inhibitors: Current and Future Role in HIV Therapy 

ACTG 5257: Mean Change From BL in 
Fasting Lipids  
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ACC 2014 A5260s: Mean Change (95% CI)  
From Baseline in CCA CIMT (ITT) 

14 

Stein JH, et al 
Poster 147 

CCA CIMT (µm/year) 

Treatment group  
Estimated rate 

of change 95% CI p 

ATV/r 8.2 5.6–10.8 < 0.001 

DRV/r 12.9 10.3–15.5 < 0.001 

RAL 10.7 9.2–12.2 < 0.001 

Treatment group  
dfiference1 

Estimated 
difference 97.5% CI p 

ATV/r versus 
DRV/r -4.7 -8.9 to -0.4 0.013 

ATV/r versus 
RAL -2.8 -7.0 to 1.5 0.15 

DRV/r versus 
RAL 1.9 -2.4 to 6.2 0.31 

Analyses adjusted for time and two stratification factors of HIV-1 RNA 
level and10-year FRS.  
1Estimated treatment group difference was defined as the difference in 
annual rate of CIMT change (treatment A - treatment B). 

•  ATV/r progressed more slowly than DRV/r   
(p = 0.013) 

•  Intermediate progression for RAL (p = 0.15 
versus ATV/r; p = 0.31 versus DRV/r) 

 
FRS, 10-year Framingham risk score. 



ACC 2014 A5260s: Mean Change (95% CI) From 
Baseline in Carotid Bifurcation IMT (ITT) 

15 

Stein JH, et al 
Poster 147 

BIF CIMT (µm/year) 

Treatment group  
Estimated rate 

of change 95% CI p 

ATV/r 8.7 5.6–11.8 < 0.001 

DRV/r 14.7 11.6–17.8 < 0.001 

RAL 11.5 9.7–13.3 < 0.001 

Treatment group  
difference1 

Estimated 
difference  97.5% CI p 

ATV/r versus DRV/r -6.0 -11.0 to -1.0 0.007 

ATV/r versus RAL -2.3 -7.4 to 2.7 0.30 

DRV/r versus RAL 3.7 -1.4 to 8.7 0.11 

Analyses adjusted for time and two stratification factors of HIV-1 
RNA level and 10-year FRS.  
1Estimated treatment group difference was defined as the difference 
in annual rate of CIMT change (treatment A - treatment B). 

•  ATV/r progressed more slowly than DRV/r  
(p = 0.007) 

•  Intermediate progression for RAL (p = 0.30 
versus ATV/r; p = 0.11 versus DRV/r) 

 
BIF, bifurcation. 



ACC 2014 
A5260s: Independent Predictors of Longitudinal 
CCA CIMT Progression (As-Treated Analysis) 

16 

Stein JH, et al 
Poster 147 

  Rate of change (µm/year)  

Covariates Estimated rate of 
change  95% CI p 

Age (per 10 years) 0.9 -1.0 to 2.7 0.35 

Week 24 non-HDL-C (per 30 mg/dL) 2.2 0.4–3.9 0.016 

Baseline hs-CRP (per log10 µg/mL) 3.7 0.0–7.4 0.050 

Bilirubin ≥ 2.6 × ULN before week 48  7.1 0.3–13.9 0.041 
Adjusted treatment effect  

ATV/r -5.6 -14.5 to 3.3 0.22 
DRV/r 3.7 -5.8 to 13.1 0.44 
RAL 0.1 -8.6 to 8.8 0.98 

Adjusted treatment group difference1 Estimated 
difference 97.5% CI p 

ATV/r versus DRV/r -9.3 -14.5 to -4.1 < 0.001 
ATV/r versus RAL -7.8 -12.9 to -2.6 < 0.001 
DRV/r versus RAL 1.5 -3.0 to 6.1 0.45 

Analysis adjusted for time, two stratification factors of HIV-1 RNA level and 10-year FRS and baseline CCA CIMT in addition to 
covariates listed above. 
1Adjusted estimate of treatment group difference was defined as the difference in annual rate of CCA CIMT change  
(treatment A - treatment B). 

 
HLD-C, high-density lipoprotein-cholesterol; hs-CRP, high-sensitivity C-reactive protein; ULN, upper limit of the normal range. 



What	
  does	
  a	
  4-­‐5	
  um	
  difference	
  in	
  CIMT	
  	
  
progression	
  mean?	
  

•  Meta-­‐analysis	
  of	
  CIMT	
  studies	
  
– each	
  10	
  μm/year	
  slower	
  rate	
  of	
  caroLd	
  IMT,	
  there	
  
was	
  an	
  18%	
  lower	
  odds	
  for	
  myocardial	
  infarcLon	
  
(Goldberger	
  Am Heart J 2010; 160:701-714)..	
  	
  

•  StaLn	
  therapy	
  has	
  been	
  associated	
  with	
  a	
  12	
  um/
year	
  lower	
  rate	
  of	
  caroLd	
  IMT	
  progression	
  and	
  a	
  52%	
  
reducLon	
  in	
  CVD	
  events	
  
–  	
  4	
  um	
  	
  difference	
  is	
  ~	
  1/3	
  of	
  the	
  effect	
  of	
  staLns	
  (	
  Espeland,	
  Curr 

Control Trials Cardiovasc Med 2005; 6:3).	
  



A5260s Study Schema 

A5257: Phase III, prospective, multi-center, randomized, open-label trial 
ART-naïve, HIV+ subjects ≥18	
  yr,	
  VL	
  ≥	
  1000	
  c/mL	
  (N=1809) 

Randomized 1:1:1 to three NNRTI-sparing ARV regimens 

Abstract  WEAB0106LB 

Biomarker Analysis Population Remained on randomized treatment  (n=234) 
Achieved HIV-1 RNA <50 copies/ml by week 24 and thereafter 

No ART treatment interruptions >7 days 

A5260s Substudy (n=328): No known CVD, diabetes mellitus, or use of lipid-lowering 
medications. Participants followed for 96 weeks after enrollment of last subject: all subjects 

received Emtricitabine/Tenofovir Disoproxil Fumarate (FTC/TDF) 

 + Raltegravir (RAL) 
(N=106) 

+ Darunavir/Ritonavir (DRV/r) 
(N=113) 

Atazanavir/Ritonavir (ATV/r) 
 (N=109) 

N=82 N=84 N=68 



Overall at Baseline 
Median 
(Q1,Q3)  1.48 ug/ml (0.78, 3.18)  

Mean Fold Change  
(95% CI) from Baseline 
Week 48 Week 96 

ATV/r 0.57 
(0.40,0.82) 

0.64 
(0.46,0.90) 

RAL 0.78 
(0.59,1.04) 

0.66 
(0.51,0.87) 

DRV/r 0.90 
(0.69,1.16) 

1.21 
(0.91,1.62) 

Kelesidis, T CID 2015 

Results:	
  Hs-­‐CRP	
  declined	
  with	
  ATV/r	
  and	
  RAL	
  



Overall at Baseline 
Median 
(Q1,Q3) 0.26 ug/ml (0.14, 0.56)  

Mean Fold Change  
(95% CI) from Baseline 
Week 48 Week 96 

ATV/r 0.58 
(0.42,0.80) 

0.48 
(0.35,0.66) 

RAL 0.93 
(0.72,1.19) 

0.82 
(0.65,1.03) 

DRV/r 0.60 
(0.44,0.82) 

0.65 
(0.48,0.87) 

Abstract  WEAB0106LB 

Markers	
  of	
  InflammaLon	
  and	
  CoagulaLon:	
  D-­‐dimer	
  
declined	
  with	
  ATV/r	
  and	
  DRV/r	
  



Overall at Baseline 
Median 
(Q1,Q3)  8.2% (5.7, 13.0) 

Mean Fold Change  
(95% CI) from Baseline 
Week 48 Week 96 

ATV/r 0.58 
(0.46,0.72) 

0.58 
(0.47,0.70) 

RAL 0.93 
(0.71,1.23) 

0.85 
(0.66,1.10) 

DRV/r 0.78 
(0.61,1.02) 

0.71 
(0.54,0.93) 

Abstract  WEAB0106LB 

Markers	
  of	
  Macrophage	
  AcLvaLon:	
  
pMNCs	
  decreased	
  more	
  in	
  ATV/r	
  and	
  DRV/r	
  groups	
  

compared	
  to	
  RAL	
  



‡
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Differences in Monocyte Activation and Vascular Inflammation 
with EVG vs. EFV 
Sub-analysis of inflammatory and monocyte activation biomarkers in 100 ART-naïve 

subjects who achieved VL< 50 c/mL at Week 48 on STB or ATR 

§  Biomarkers of monocyte activation (sCD14, sCD163), systemic inflammation 
(sTNF-RI, IL-6, hsCRP) and vascular inflammation (Lp-PLA2) at BL, W24, and W48 

§  STB led to greater decreases in sCD14, hsCRP and Lp-PLA2 than ATR 

§  Randomization group independently predicted change in sCD14, and changes in 
monocyte activation independently predicted change in Lp-PLA2 

“There is a more favorable effect of EVG vs. EFV on immune activation, 
that may effect vascular inflammation” 

EVG = elvitegravir; EFV = efavirenz; STB = EVG/COBI/FTC/TDF; ATR = EFV/FTC/TDF 

Median change over 24 and 48 weeks for each biomarker, by group, % 
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EFV/FTC/TDF EVG/COBI/FTC/TDF 

STB Study 102 Sub-analysis 

Hileman C, et al. CROI 2015; Seattle, WA. #739 



IntensificaLon	
  with	
  MVC	
  and	
  RAL	
  has	
  not	
  
an	
  impact	
  on	
  gut	
  immune-­‐reconsLtuion	
  





Impact	
  of	
  smoking	
  on	
  life	
  expectancy	
  (ART-­‐CC)	
  

Helleberg	
  et	
  al.	
  poster	
  559	
  



Smoking	
  outweights	
  HIV	
  related	
  risk	
  factors	
  for	
  
non-­‐AIDS	
  cancers	
  in	
  the	
  NA-­‐accord	
  

Althoff	
  and	
  coworkers	
  explained	
  that	
  these	
  
populaLon-­‐atributable	
  fracLons	
  mean,	
  for	
  
	
  example,	
  that	
  geung	
  adolescents	
  at	
  risk	
  for	
  HIV	
  
infecLon	
  to	
  avoid	
  smoking	
  could	
  prevent	
  up	
  to	
  
37%	
  of	
  non-­‐AIDS	
  cancers	
  if	
  they	
  became	
  
infected.	
  	
  
Among	
  infected	
  people,	
  using	
  anLretroviral	
  
therapy	
  to	
  maintain	
  a	
  high	
  CD4	
  count	
  ...and	
  an	
  
undetectable	
  viral	
  load	
  could	
  prevent	
  up	
  to	
  8%	
  of	
  
non-­‐AIDS	
  cancers.	
  	
  

Althoff	
  et	
  al.	
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Prevalence of different non-AIDS related co-morbidities at different age strata in 
naive patients 
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Prevalence of different non-AIDS related co-morbidities 
at different age strata in ART-treated patients 
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NEAT001/ANRS143	
  

Mean	
  %	
  Change	
  in	
  lumbar	
  spine	
  BMD	
  

48	
  weeks	
   96	
  weeks	
  

N	
   Mean	
  %	
  change	
  (95%	
  CI)	
   N	
   Mean	
  %	
  change	
  (95%	
  CI)	
  

DRV/r	
  +	
  RAL	
  n	
  =70	
   51	
   -­‐1.0	
  (-­‐1.98,	
  -­‐0.02)	
   48	
   -­‐0.43	
  (-­‐1.51,	
  0.65)	
  
DRV/r	
  +	
  TDF/FTC	
  n	
  =	
  76	
   63	
   -­‐2.49	
  (-­‐3.51,	
  -­‐1.47)	
   57	
   -­‐2.8	
  (-­‐4.0,	
  -­‐1.6)	
  
Mean	
  difference	
  (95%	
  CI);	
  p	
  	
   -­‐	
  1.49	
  (-­‐2.94,	
  -­‐0.04);	
  p	
  =	
  0.046*	
   -­‐2.37	
  (-­‐4.0,	
  -­‐0.74);	
  p	
  =	
  0.0054*	
  

*P	
  values	
  from	
  mean	
  differences	
  between	
  arms	
  (unadjusted)	
  

*	
   *

•  Use	
  of	
  the	
  nucleos(t)ide	
  sparing	
  
regimen	
  DRV/r	
  +	
  RAL	
  was	
  
associated	
  with	
  significantly	
  less	
  
bone	
  mineral	
  density	
  (hip,	
  lumbar	
  
spine)	
  loss	
  at	
  W48	
  and	
  W96	
  weeks	
  
than	
  a	
  regimen	
  of	
  TDF/FTC	
  +	
  DRV/r	
  
in	
  first	
  line	
  ART.	
  

•  During	
  96	
  weeks	
  no	
  difference	
  in	
  
osteopenia/osteoporosis	
  nor	
  
fractures	
  was	
  found.	
  



Changes	
  in	
  HIV	
  virulence?	
  

Changes	
  in	
  CD4	
  cell	
  count	
  at	
  SC	
   Changes	
  in	
  viral	
  load	
  set-­‐point	
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Pantazis	
  et	
  al	
  Lancet	
  HIV	
  2014	
  

Time	
  to	
  needing	
  ART	
  halved	
   44%	
  increase	
  in	
  virus	
  transmissibility	
  



The	
  <me	
  to	
  achieve	
  virological	
  undectability	
  and	
  the	
  rate	
  of	
  success	
  at	
  
48	
  weeks	
  are	
  pre-­‐HAART	
  viremia	
  dependent	
  

0	
   12	
   24	
   36	
   48	
  
Time	
  (weeks)	
  

Pre-HAART 
viremia 
ranges 

(copies/mL) 

No. 

Median Time   
(95% CI)  

to achieve VS  
(weeks) 

Probability  
of VS  

at 48 weeks 

>500K 135 23 (21-25) 84% 
300K - 500K 102 22 (21-24) 93% 
100K - 300K 273 18 (17-20) 93% 
30K - 100K 229  15 (14-16) 98% 
<30K 235 10 (9-11) 99% 

Santoro	
  M,	
  et	
  al.	
  An.viral	
  Therapy	
  2013	
  



Di	
  Biagio	
  A	
  et	
  al.	
  JMV	
  2014	
  

Risk	
  of	
  virological	
  success	
  on	
  the	
  basis	
  of	
  baseline	
  viral	
  load	
  



Di	
  Biagio	
  A	
  et	
  al.	
  JMV	
  2014	
  



Raffi	
  F	
  et	
  al.	
  AIDS	
  
2014	
  







This	
  study	
  was	
  unique	
  in	
  measuring	
  not	
  only	
  rouLne	
  
virologic	
  and	
  immunologic	
  responses	
  but	
  also	
  
determining	
  levels	
  of	
  plasma	
  viremia	
  with	
  the	
  single	
  
copy	
  assay	
  (SCA),	
  measuring	
  levels	
  of	
  cell	
  associated	
  
HIV-­‐1	
  DNA	
  and	
  RNA	
  by	
  polymerase	
  chain	
  reacLon	
  
(PCR),	
  and	
  directly	
  measuring	
  the	
  levels	
  of	
  virus	
  in	
  the	
  
latent	
  reservoir	
  awer	
  approximately	
  2	
  years	
  of	
  
suppressive	
  therapy.	
  	
  
We	
  also	
  performed	
  comprehensive	
  quanLtaLve	
  and	
  
qualitaLve	
  immune	
  responses	
  to	
  therapy,	
  including	
  
levels	
  of	
  naive	
  and	
  central	
  memory	
  CD4+	
  T	
  cells	
  and	
  
assessed	
  markers	
  of	
  immune	
  acLvaLon	
  before	
  and	
  
during	
  therapy.	
  
	
  
Conclusions:	
  Intensified	
  5-­‐drug	
  cART	
  ini<ated	
  during	
  
early	
  infec<on	
  fails	
  to	
  significantly	
  further	
  impact	
  
virologic	
  or	
  immunologic	
  responses	
  beyond	
  those	
  
achieved	
  with	
  standard	
  3-­‐drug	
  Pi	
  based	
  cART	
  
	
  	
  



J Acquir Immune Defic 
Syndr 2010;55:39–48 

J Acquir Immune Defic Syndr. 2010;55:39-48 



NEAT:	
  RAL	
  +	
  DRV/RTV	
  Noninferior	
  to	
  TDF/FTC	
  +	
  DRV/RTV	
  
in	
  Naive	
  Pts	
  at	
  96	
  Wks	
  

•  Randomized,	
  open-­‐label	
  phase	
  III	
  study	
  of	
  DRV/RTV	
  +	
  RAL	
  vs	
  DRV/RTV	
  +	
  
TDF/FTC	
  in	
  ART-­‐naive	
  pts	
  

Raffi	
  F,	
  et	
  al.	
  CROI	
  2014.	
  Abstract	
  84LB.	
  Reproduced	
  with	
  permission.	
  	
  

Overall N = 805 

BL HIV-1 RNA 

< 100,000 c/mL 

≥ 100,000 c/mL 

n = 530 

n = 275 

BL CD4+ cell count 

< 200/mm3 

≥ 200/mm3 

n = 123 

n = 682 

Primary	
  Endpoint	
  at	
  Wk	
  96:	
  Adjusted	
  Difference	
  EsLmate	
  (95%	
  CI)	
  	
  
RAL	
  -­‐	
  TDF/FTC	
  	
  

-­‐10	
   0	
   10	
   20	
   30	
  

RAL	
   TDF/FTC	
  

17.4	
   13.7	
  

7	
  

36	
  

7	
  

27	
  

(P	
  =	
  .09)	
  

39.0	
  

13.6	
  
21.3	
  

12.2	
  

(P	
  =	
  .02)	
  



Viral	
  load	
  <50	
  copies/mL	
  	
  
at	
  	
  week	
  48	
  (ITTe),	
  baseline	
  VL	
  	
  

>	
  100.000	
  copies/mL	
  

87.2%	
  

77.9%	
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  difference	
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  +21.5%])	
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Study Design 

§  Key eligibility criteria 
̶  HIV-1 RNA ≥500 copies/mL 
̶  Estimated glomerular filtration rate (eGFR) ≥70 mL/min 
̶  No history of ART 
̶  Sensitivity to FTC, TDF, and ATV 

§  Primary endpoint: proportion of patients with HIV-1 RNA <50 copies/mL at Week 48 
(Food and Drug Administration [FDA] snapshot analysis) 

§  Stratification 
̶  HIV-1 RNA (≤100,000, >100,000‒≤400,000, or >400,000 copies/mL) 
̶  Race (black or nonblack) 

45 

Methods 

*Study ongoing. 
Squires K, et al. IAS 2015, #MOLBPE08 





CONCLUSIONI	
  
Raltegravir e dolutegravir rappresentano sicuramente la prima scelta nel 
paziente co-infetto sulla base delle interazioni farmacologiche con i 
DAA. 
 
Per quanto riguarda le co-morbosità non vi sono evidenze che 
favoriscano questa classe rispetto alle altre, ma dovremo aspettare un 
più prolungato periodo di osservazione. L’effetto sulla creatinina di 
dolutegravir ed elvitegravir rendono difficile la gestione nel paziente 
anziano, cosa che non si verifica con raltegravir. 
 
Nel paziente ad alta viremia sono molto importanti, ma con gli attuali 
dati (aspettiamo EACS per dolutegravir+3TC) vanno utilizzati in triplice 
terapia. 
 
Nella donna in gravidanza I dati a nostra disposizione riguardano 
raktegravir e lo rendono fondamentale soprattutto nelle diagnosi 
tardive. 
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