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Presente delle strategie di trattamento 
dell’infezione da HIV

• La prima ART
• Il cambio di terapia a viremia controllata
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Selecting an Optimal ARV Regimen
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1. Panel on Antiretroviral Guidelines for Adults and Adolescents. Guidelines for the Use of Antiretroviral Agents in Adults and Adolescents with HIV. Department of Health and Human Services. Available at 
http://www.aidsinfo.nih.gov/ContentFiles/AdultandAdolescentGL.pdf

“The goal of antiretroviral therapy is to provide a potent, safe, tolerable, and 
easy-to-adhere-to regimen in order to achieve sustained virologic control” 

http://www.aidsinfo.nih.gov/ContentFiles/AdultandAdolescentGL.pdf


La prima ART







Dec 2021 Report

Proportion of usage of different ART classes as third drug in first line regimen according to calendar 
year of starting
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Il cambio di terapia a viremia 
controllata



Attenzione

•Effetti collaterali
• One size does not fit all

•Riattivazione di HBV
• TDF o TAF Sparing

•Genotipo storico
• Semplificazioni



CARDIOVASCULAR RISK



Cardiovascular risk
• The median age of people with HIV on ART will increase from 43.9 years in 2010 to 56.5 years in 

2030, by which time 78% of people with HIV will have been diagnosed with CVD. 

• The increase in RR of myocardial infarction among people with HIV ranges from 20% to 100% 
compared with people without HIV.

• Eart failure, sudden death and stroke are the CV events with the greatest incremental risk in 
PLWH.

So-Armah K, et al., Lancet HIV 2020; 7: e279–e93. AlonsoA, et al.,J Am Heart Assoc 2019; 8: e012241. Guaraldi 
G. et al., CID. 2011; 53:1120–1126.



ABACAVIR

Alvarez A, et al., AIDS. 2017; 31: 1781-1795; EACS Guidelines 2020, Dorjee et al. J 
Antimicrob Agents. 2018;52(5):541-553.

 

Consider replacing ZDV or ABC with TDF/TAF or use 
an NRTI- sparing regimen , consider 2DR



TAF and TDF

• TDF could have an independent lipid-lowering effect 

• The switch from TDF to TAF is associated with less 
favorable lipid profiles, regardless of pharmaco-
enhancers or third-agent use, however, less evident in 
people with higher lipid levels

• However, TAF per se does not seem to influence lipid 
profiles

Hemkens LG, et al., HIV Clin Trials. 2015;16(5):178–89; Brunet L , et al., Clinical Drug Investigation. 2021, Online ahead of print; 
Taramasso L, et al., PLoS One. 2019 Oct 11;14(10):e0223181;  Study 1844, https://clinicaltrials.gov/ct2/show/NCT02603120
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Changes in Fasting Lipids at Week 48*
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Molina JM, et al. CROI 2018. Boston, MA. Oral 22. 

*p-values from 2-sided Wilcoxon rank sum test
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.



Switches from PI or EFV

To DOR
Study DRIVE shift
vs. boosted DRV

To RPV or INSTI 
SCOLTA
Vs any boosted PI or EFV

To BICTEGRAVIR
Study 1878 (N=577)3

vs. boosted DRV or ATV + 2 NRTIs

To DTG
NEAT022
Vs boosted DRV

To RAL
SPIRAL
Vs any boosted PI

To EVG
STRATEGY-PI and STRATEGY-
NNRTI
Vs any boosted PI or NNRTI (80% 
EFV)
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BONE AND KIDNEY



Bone and kidney
• In PLWH, the risks of any fracture and fragility fracture are increased 1.5-fold, whereas the risk 

of a hip fracture is increased 4-fold compared with uninfected controls.
• CKD is present in approximately 17% of HIV-positive individuals and its incidence increases by 

11-fold among those aged 60–69 years old compared with those aged 40 years old. 
• CKD is an important risk factor for cardiovascular events and death.

Starup-Linde J, et al., J Acquir Immune Defic Syndr 2020; 83: 1–8. Jotwani V, et al., J Am Soc Nephrol 2017; 28: 3142–54. Guaraldi G. et al., CID. 
2011; 53:1120–1126. Yombi JC, et al .AIDS. 2014 Mar 13;28(5):621-32. Choi AI, et al., Circulation 2010; 121:651–658. George E, et al., AIDS 
2010; 24:387–394. Campbell LJ, et al. HIV Clin Trials 2012; 13:343–349. Ibrahim F, et al.,Am J Kidney Dis 2012; 60:539–547. 



Kidney
• Association of cumulative and ever exposure to tenofovir on kidney outcomes in 10,841 PLWH from the 

Veterans Health Administration (1997-2007)

• Each year of exposure to TDF was associated with:
• 34% increased risk of proteinuria (95%CI 25-45, P < 0.0001)
• 11% increased risk of rapid decline (3-18, P = 0.0033)
• 33% increased risk of CKD (18-51, P < 0.0001)

Scherzer R et al., AIDS. 2012;26(7):867-75.



Kidney
• In terms of severe renal toxicity, no differences have been demonstrated between 

tenofovir disoproxil fumarate and tenofovir alafenamide in unboosted regimens 
(without /cobicistat and / ritonavir).

PilkingtonV,HughesSL,PepperrellT,McCannK,GothamD, Pozniak AL, et al. Tenofovir alafenamide vs tenofovir disoproxil 
fumarate: an updated meta-analysis of 14894 patients across 14 trials. AIDS. 2020;34:2259–68. 
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Bone

Pepperrell T, et al., HIV Med. 2019; 20: 92. Brown T. et al., J Infect Dis. 2015;212:1241-
9.Brown T et al., AIDS. 2006 ;20(17):2165-74, Borderi, M, et al., AIDS, 2009. 23:1297-310. 
Orkin C. et al., AIDS Rev.  2014;16(2):59-74. Duvivier C, et al., AIDS. 2009;23(7):817-24
 

PLWH on TDF lose significantly more bone mineral density (BMD) than those treated with TAF or 
abacavir or regimens not containing any of them and have worse bone architecture and quality. 

BMD losses 96 weeks after ART initiation were similar in magnitude among patients receiving PIs, 
ATV/r, or DRV/r but lowest among those receiving RAL

In general, PI associated with higher risk of osteopenia or osteoporosis compared to NNRTI and 
INSTIs

Efavirenz associated with the greatest risk of vitamin D deficiency



Brown TT et al., Clin Infect Dis. 2015. 60(8): 1242-51

Recommendations

 for Evaluation 

and 

Management of 

Bone Disease 

in HIV 
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WEIGHT



Weight gain

• Obesity is a multifactorial disease that affects individuals the world over, 
regardless of sex, race, age, racial condition or geography

• In white subjects aged 35–50 years, the average weight gain in 1 year is about 
0.5– 1 kg.

 

Hill A, J Virus Erad 2019; 5: 41–3. Sax PE, Clin Infect Dis 2019; 71: 1379–89. 



The epidemiology is 
changing… Finucane M, et al. Lancet 2011;377:557–567
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Weight gain in naive PLWH
Weight over the first five-years of ART by regimen class  

(22,972 PLWH)

Bourgi K, et al., JIAS 2020, 23: e25484. Venter WDF, et al., Lancet HIV 2020; 7: e666–76. 
 

Mean change in bodyweight over time in all randomly assigned 
individuals ( 1,053 PLWH)







Weight & Switch
Sufficient evidence is available from cohort studies and randomized clinical trials to conclude that bictegravir, 
dolutegravir and tenofovir alafenamide are associated with significantly higher increases in weight and obesity 
rates than efavirenz. 

Rilpivirine, doravirine and darunavir appear to be associated with smaller increases in weight. 

Sax PE, et al., Clin Infect Dis. 2020 Sep 12;71(6):1379-1389. Shah S et al. Drugs. 2021;81(3):299-315. van Wyk J, et al., Clin Infect Dis. 
2020 Nov 5;71(8):1920-1929.
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CNS



CNS
• Psychiatric disorders are common in subjects with 

HIV infection (20%–40%), especially in women, in 
whom the incidence (30%– 60%) is higher than in 
the general population (5%–10%). 

• Depression and anxiety are the most frequent 
conditions..

• These disorders are often underdiagnosed, 
especially those of lower intensity, including low-
degree ART-related neuropsychiatric AEs, which 
the patient may attribute to other causes.

Hoffmann C, et al. AIDS Rev. 2019; 21: 4–10. Treisman GJ, et al., Drug Saf. 2016; 39: 945–57. Farhadian S et al., Curr 
Infect Dis Rep. 2017;19(12):50.  



‡

Robertson K et al., J. Neurovirol. 2012;18:388–399 . Sabranski M & al. HIV Drug Therapy 2016. #O214

PI and INSTI
APV (0.71) and ATV (0.81) had a low risk of toxicity, whereas all 
other compounds had negligible risk of toxicity based on this 
assessment 



‡Reversibility of Central Nervous System 
Adverse Events in Course of Art

52

Taramasso et al., Viruses. 2022;14(5):1028.
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Possibili strategie per personalizzare ART
• Cardiovascular risk (Platelet aggregation and lipid control)  avoid abacavir and 

regimens associated with dyslipidemia; switching from EFV and boosted regimens 
improve lipids. Consider DOR, RPV or INSTIs as preferred anchor drugs.

• Bone –> switch from TDF to TAF o 2DR; avoid TDF + PIs
• Kidney–> switch from TDF to TAF o 2DR; avoid TDF + PIs
• Weight  exclude non pharmacological causes of weight gain, switch strategies 

not yet defined
• CNS  no advantage in switching asymtomatic PLWH, most AE are reversible after 

switch

Never forgive the revision of historical GRT and HBV serology
before switch



Futuro delle strategie di 
trattamento dell’infezione da 

HIV







Already available from now

18 maggio 2022 18 maggio 2022



Indicazioni

• Cabotegravir & Rilipvirina LA: Trattamento negli adulti in soppressione 

virologica, in regime stabile, senza evidenza presente o passata di 

resistenza virale e di precedente fallimento virologico a NNRTI e/o INSTI









Conclusioni

La ART non 
può essere 
uguale per 

tutti

Qualità della 
vita 

Preferenze 
del paziente

Giusto 
bilancio fra 
vecchie e 

nuove 
strategie

Firenze, 29 marzo
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