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  solo	
  il	
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di	
  ciò	
  	
  

che	
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  stato!	
  





Parisi MR et al, new microbiol 2015, in press 





Respect	
  the	
  rule	
  of	
  the	
  	
  
superiority	
  criterium	
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Molina	
  JM,	
  et	
  al.	
  HIV	
  Drug	
  Therapy	
  Glasgow	
  2014;	
  Glasgow,	
  UK.	
  Abstract	
  #O153.	
  

FLAMINGO:	
  DTG	
  +	
  2	
  NRTIs	
  Superior	
  to	
  DRV/RTV	
  
+	
  2	
  NRTIs	
  in	
  Tx-­‐Naive	
  Pts	
  at	
  Wk	
  48	
  and	
  96	
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MEXP:	
  failing	
  paaents	
  
The	
  top	
  it’s	
  not	
  so	
  far!	
  



Dolutegravir	
  (DTG,	
  S/GSK1349572)	
  treatment	
  of	
  HIV	
  subjects	
  with	
  raltegravir	
  
resistance:	
  viral	
  suppression	
  at	
  Week	
  24	
  in	
  the	
  VIKING	
  study	
  

Proportion of RAL-resistant that responded at Week 24    
(<50 c/mL, TLOVR) - increases with OBR activity 

No. of subjects    1/12                                           4/7          6/9                               6/8      11/14 
                           PSS=0*                       PSS=1  PSS≥2 
*: 1 subject in Cohort II with PSS=0.5 responded 
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FDC	
  with	
  TAF:	
  
Efficacy	
  á	
  	
  =	
  Proteinuria	
  â	
  MOC	
  á	
  



Secondary	
  Endpoint	
  –	
  Maintenance	
  Populaaon	
  	
  
Virologic	
  Success:	
  HIV-­‐1	
  RNA	
  <50	
  c/mL	
  by	
  Snapshot	
  (ITT-­‐ME)	
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*EFV	
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  a	
  week	
  24	
  visit 

Inducaon	
  Phase	
   Maintenance	
  Phase	
  

Percent	
  <50	
  c/mL	
  -­‐	
  Snapshot	
  (ITT-­‐ME)	
  

Week	
  24	
   Week	
  48	
  
744	
  10	
  mg	
  (n=52)	
   50	
  (96%)	
   48	
  (92%)	
  

744	
  30	
  mg	
  (n=53)	
   50	
  (94%)	
   48	
  (91%)	
  

744	
  60	
  mg	
  (n=55)	
   53	
  (96%)	
   53	
  (96%)	
  

EFV	
  (n=47)*	
   45	
  (96%)	
   44	
  (94%)	
  

Margolis	
  et	
  al.	
  CROI	
  2014;	
  Boston,	
  MA.	
  Abstract	
  91LB.	
  

Confidenaal	
  for	
  exclusive	
  use	
  for	
  	
  ICAR	
  26.05.2014	
  	
  



?!	
  Costs?!	
  



Principi	
  d’impiego	
  dei	
  farmaci	
  
anNretrovirali	
  equivalenN	
  





Jumping	
  at	
  eradicaNon	
  



INVICTIS:	
  	
  
best	
  performers	
  selecNon	
  study	
  



1,500	
  Adult	
  chronic	
  HIV-­‐1	
  infected	
  paaents:	
  
	
  

-­‐ Age	
  >18	
  years	
  old	
  
-­‐ Plasma	
  HIV-­‐RNA	
  at	
  ART	
  iniaaaon	
  <50,000	
  copies/
mL	
  
-­‐ 	
  nadir	
  CD4+	
  >350	
  cells/µL	
  
-­‐ 	
  plasma	
  HIV-­‐RNA	
  <50	
  copies/ml	
  for	
  ≥12	
  M	
  
-­‐ 	
  CD4	
  >500	
  cells/µL	
  

Determinaaon	
  of	
  PBMC-­‐associated	
  HIV-­‐DNA	
  	
  

Primary	
  objecave:	
  	
  
prevalence	
  of	
  “undetectable”	
  HIV-­‐DNA	
  

(<10	
  copies/106	
  PBMC,	
  according	
  to	
  a	
  standard	
  assay)	
  

Stop	
  ART	
  with	
  intensive	
  follow-­‐up	
  

Primary	
  objecave:	
  	
  
	
  

to	
  idenafy	
  geneac	
  and	
  immunological	
  correlates	
  of	
  >	
  6-­‐
month	
  post-­‐treatment	
  viral	
  control	
  =	
  Plasma	
  HIV-­‐RNA	
  

<1000	
  copies/mL	
  

	
  150	
  Adult	
  chronic	
  HIV-­‐1	
  infected	
  paaents:	
  
	
  

-­‐ On	
  virological	
  suppression	
  (HIV-­‐RNA	
  <50	
  
copies/ml)	
  ≥	
  5	
  years	
  
-­‐ with	
  HIV-­‐DNA	
  <10	
  copies/106	
  PBMC	
  
-­‐ With	
  undetectable	
  CSF	
  HIV-­‐RNA	
  

T0	
  	
  
(Screening)	
  

T1	
  	
  
(baseline)	
  

T12	
  

Study	
  design	
  

ART	
  resumpaon	
  if	
  a	
  single	
  plasma	
  
HIV-­‐RNA	
  >1000	
  copies/mL	
  or	
  with	
  a	
  
stage	
  B	
  or	
  C	
  AIDS-­‐defining	
  event	
  	
  

Phase	
  2	
  Phase	
  1	
  





“Best Performers” 
vs. 

“Viremici” 
vs. 

“CD4 Nadir” 
vs. 

“CD4/CD8” 
 
 

Cryopreserved cells                        
(5x107/pt) 

RNA 

Host Restriction 
Factors (RNA-Seq) 

(n=100) PBMC 

STHAI	
  PROJECT.	
  Host	
  Restric(on	
  Factors 	
   	
   	
  	
  



Geneac	
  Polymorphisms	
  in	
  the	
  MHC	
  Locus	
  Associated	
  
with	
  a	
  Different	
  Outcome	
  of	
  HIV-­‐1	
  Disease	
  Progression 	
  	
  

FP6_GISHEAL	
  Consoraum	
  

…abbiamo	
  dimostrato	
  la	
  
presenza	
  di	
  una	
  forte	
  
associazione	
  (OD	
  6.8;	
  p=0.003)	
  
tra	
  lo	
  status	
  di	
  ELC	
  e	
  la	
  presenza	
  
di	
  un	
  geno(po	
  complesso	
  
caraPerizzato	
  da	
  alleli	
  C2	
  ad	
  
alta	
  espressione	
  e	
  da	
  uno	
  o	
  più	
  
geni	
  KIR	
  a-vatori	
  (2DS1,	
  3,	
  5).	
  



Seminario Nadir 2015 - Iniziativa resa possibile grazie al supporto di ViiV Healthcare 
.  


