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Indizi dalla 
letteratura: 
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il futuro 



Minority Report
may refer to:

“a committee report written by one or more members of 
a committee to officially state a position counter to the 

committee's majority” (From Wikipedia)



Minority reports:

• BMI: un grande ritorno

• Bilirubina: la vera protezione cardiovascolare?

• INI: davvero così CV friendly?

• Le relazioni pericolose: Statine e vitamina D

• I biologici risolveranno tutti i nostri problemi?
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BODY-MASS INDEX AND ADJUDICATED HEART FAILURE IN A 

LARGE ELECTRONIC HIV COHORT 
Matthew J . Feinstein

Heart failure is significantly more common among 
underweight and low-normal weight HIV+ patients 
and somewhat more common among obese HIV+ 
patients when compared with mildly overweight 
HIV+ patients. This “reverse J-shaped” association 
may reflect diverse pathophysiologies of HF in HIV, 
including chronic disease-related wasting for HIV+ 
patients with low-normal BMI versus traditional 
cardiovascular risk factor burden among obese HIV+ 
patients.
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New approaches?

Siow C.M. et al., Cardiovascular Research 1999; 41:385-394

The bilirubin-increasing drug ATV improves endothelial 
function in patients with Type 2 Diabetes Mellitus (T2DM)

Dekker D et al.Arterioscler Thromb Vasc Biol 2011; 31:458–463
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D:A:D: MI event rate stratified by latest 
bilirubin level

• Further adjustment for the latest bilirubin level, in the subgroup of cohorts that provide 

these data, had no impact on the size of the association with either MI or stroke

R
a

te
/1

0
0

 P
Y

R
S

 (
9

5
%

 C
I)

Latest bilirubin level (μmol/L)

PYFU 

24,739

PYFU 

19,257

PYFU 

21,682

PYFU 

24,953

PYFU 

160,997

PYFU 

28,329

Monforte et al. CROI 2012, poster 823. 17

Safety menu CV risk

PYFU, person-years of follow-up













Minority reports:

• BMI: un grande ritorno

• Bilirubina: la vera protezione cardiovascolare?

• INI: davvero così CV friendly?

• Le relazioni pericolose: Statine e vitamina D

• I biologici risolveranno tutti i nostri problemi?





• Lake J; Currier JS; Koteff J et al. Cardiovascular biomarkers after switching to ABC/DTG/3TC: the STRIIVING study. 
CROI 2016 Boston, abstract #660.

• Lichtenstein KA, Armon C, Nagabhushanam V et al. A pilot study to assess inflammatory biomarker changes when 
raltegravir is added to a virologically suppressive HAART regimen in HIV-1-infected patients with limited 
immunological responses. Antivir Ther. 2012;17(7):1301-9. 

• Silva EF, Charreau I, Gourmel B. et al. Decreases in inflammatory and coagulation biomarkers levels in HIV-
infected patients switching from enfuvirtide to raltegravir: ANRS 138 substudy. J Infect Dis. 2013 Sep;208(6):892-
7. 

• McCausland MR, Juchnowski SM, Zidar DA, et al. Altered Monocyte Phenotype in HIV-1 Infection Tends to 
Normalize with Integrase-Inhibitor-Based Antiretroviral Therapy.  PLoS One. 2015 Oct 2;10(10):e0139474.

• Funderburg NT, Andrade A, Chan ES et al. Dynamics of immune reconstitution and activation markers in HIV+ 
treatment-naïve patients treated with raltegravir, tenofovir disoproxil fumarate and emtricitabine. PLoS One. 
2013 Dec 18;8(12):e83514.

• Taiwo B, Matining RM, Zheng L et al. Associations of T cell activation and inflammatory biomarkers with 
virological response to darunavir/ritonavir plus raltegravir therapy. J Antimicrob Chemother. 2013 
Aug;68(8):1857-61. 

• Hileman CO, Kinley B, Scharen-Guivel V,  et al. Differential Reduction in Monocyte Activation and Vascular 
Inflammation With Integrase Inhibitor-Based Initial Antiretroviral Therapy Among HIV-Infected Individuals. J Infect 
Dis. 2015 Aug 1;212(3):345-54. 





Priya Bhagwat

Raltegravir is Associated with Greater 

Abdominal Fat Increases after 

Antiretroviral Therapy Initiation 

Compared to Protease Inhibitors

P Bhagwat, I Ofotokun, GA McComsey, TT Brown, C 

Moser, 

CA Sugar, JS Currier

September 12, 2016

18th International Workshop on Co-morbidities and Adverse Drug Reactions 

in HIV



Study Data: ACTG A5257

 Phase III randomized clinical trial from May 2009 to 

June 2013

 Subjects were randomized in a 1:1:1 ratio to each 

regimen
 Raltegravir (RAL) 

 Darunavir/Ritonavir (DRV/r) 

 Atazanavir/Ritonavir (ATV/r) 

 Each in combination with Tenofovir Disoproxil 

Fumarate/Emtricitabine (TDF/FTC)

 1,814 subjects enrolled
 Treatment-naïve HIV-infected men and women aged 18 or 

older
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Results: Overall Treatment 

Differences
Overall:

WC Over 96 Weeks by Treatment Group
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Results: Modification by Sex

Males: 
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Results: Modification by 

Race/Ethnicity

Black Non-Hispanic: 

WC Over 96 Weeks by Treatment Group

Other Race/Ethnicity: 

WC Over 96 Weeks by Treatment Group
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Results: Model including all 

predictors
Complete Case 

Analysis

Imputed Data: 

Repeated Model

Imputed Data:

Change Score Model

Covariate

Differential Mean 

Change 

(95% CI) p-value

Differential Mean 

Change 

(95% CI) p-value

Differential Mean 

Change 

(95% CI) p-value

Treatment

RAL -- -- -- -- -- --

ATV/r -0.34 (-1.39, 0.71) 0.5210 -0.74 (-1.68, 0.21) 0.1253 -0.65 (-1.58, 0.29) 0.1749

DRV/r -0.70 (-1.75, 0.36) 0.1951 -1.22 (-2.17, -0.28) 0.0114 -1.07 (-2.00, -0.13) 0.0255

PIs -0.52 (-1.43, 0.39) 0.2643 -0.98 (-1.80, -0.16) 0.0188 -- --

Sex

Males -- -- -- -- -- --

Females 0.62 (-0.51, 1.74) 0.2833 0.90 (-0.11, 1.91) 0.0822 0.74 (-0.26, 1.74) 0.1467

Race/Ethnicity

White Non-Hispanic -- -- -- -- -- --

Black Non-Hispanic 1.05 -0.03, 2.12) 0.0565 0.70 (-0.29, 1.69) 0.1672 0.61 (-0.38, 1.59) 0.2262

Hispanic -0.10 (-1.40, 1.20) 0.8772 -0.22 (-1.37, 0.94) 0.7128 -0.17 (-1.32, 0.98) 0.7678

Other -1.18 (-3.83, 1.46) 0.3804 -1.92 (-4.41, 0.58) 0.1328 -1.94 (-4.39, 0.50) 0.1191

Age (years) 0.0084 (-0.032, 0.049) 0.6854 0.020 (-0.017, 0.057) 0.2877 0.023 (-0.013, 0.060) 0.2096

Baseline BMI (kg/m2) 0.026 (-0.053, 0.10) 0.5195 0.015 (-0.056, 0.086) 0.6817 0.0044 (-0.066, 0.075) 0.9031

Baseline HIV-1 RNA 

(log10 copies/mL)
1.83 (1.13, 2.54) <.0001 1.86 (1.23, 2.49) <.0001 1.70 (1.07, 2.33) <.0001

Baseline CD4+ 

(100 cells/mm3)
-0.65 (-0.91, -0.39) <.0001 -0.74 (-0.98, -0.50) <.0001 -0.75 (-0.98, -0.51) <.0001

Background Methods Results Discussion
Conclusion

s



Discussion

 Raltegravir associated with larger WC increases 

compared to protease inhibitors
Difference between treatment arms not found in 

metabolic substudy (A5260s)

 Results indicated that the treatment effect on WC 

gains varied by sex and race/ethnicity
Not been extensively examined previously

Prior research has shown that metabolic effects of 

treatment may be modified by patient characteristics

 Treatment may be affecting fat accumulation in 

individuals differently after initiation

Background Methods Results Discussion
Conclusion

s
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A SWITCH TO RALTEGRAVIR DOES NOT LOWER 

PLATELET REACTIVITY IN HIV-INFECTED ADULTS 

Wouter A . van der Heijden

• A switch to a raltegravir-based regimen in 

virally suppressed HIV-infected individuals 

reduces neither platelet reactivity nor 

platelet-monocyte aggregation.
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PROTHROMBOTIC EFFECTS OF ABACAVIR IN AN IN VIVO 

MODEL 

Isabel Andujar
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VITAMIN D DEFICIENCY 
IMPAIRS THE BENEFICIAL EFFECTS OF STATIN IN TREATED HIV 

Corrilynn O . Hileman
SATURN-HIV study

While levels of 25(OH)D did not change with
rosuvastatin, baseline vitamin D deficiency
decreased the effectiveness of rosuvastatin.
Vitamin D supplementation may be warranted
for deficient patients initiating statin therapy.



Effetti favorevoli della terapia con statine a dosaggio elevato 
sulla concentrazione plasmatica della vitamina D nei pazienti 

con infezione da HIV-1 in terapia antiretrovirale.
Calza L, Magistrelli E, Rosselli Del Turco E, Colangeli V, Borderi M, 

Bon I, Re MC, Viale P.

Conclusioni

La terapia con rosuvastatina o atorvastatina a dosaggio
elevato per 12 mesi nei pazienti in cART con
ipercolesterolemia ha prodotto, oltre alla riduzione
attesa dei parametri lipidici, un significativo incremento
della concentrazione plasmatica media di vitamina D.
Questo dato richiede ovviamente una conferma da più
ampi studi randomizzati, ma suggerisce una correlazione
tra l’effetto pleiotropo delle statine e quello
antiinfiammatorio della vitamina D anche nei pazienti
HIV-positivi.
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