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IMMUNOLOGICAL PROFILE

CD4+   [cells/µL]

Data updated to May 1st, 2025
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ANTIRETROVIRAL DRUGS PER YEAR

2022

(n=224)

2023

(n=218)

2024

(n=216)

Drugs DTG 172 (76,8%) 169 (77,5%) 161 (74,5%)

DRV/r 81 (36,2%) 75 (34,4%) 70 (32,4%)

DRV/c 73 (32,6%) 66 (30,3%) 64 (29,6%)

XTC 118 (52,7%) 111 (50,9%) 113 (52,3%)

TAF 81 (36,2%) 84 (38,5%) 87 (40,3%)

TDF 20 (8,9%) 14 (6,4%) 13 (6,0%)

DOR 37 (16,5%) 38 (17,4%) 38 (17,6%)

ETV 24 (10,7%) 19 (8,7%) 18 (8,3%)

RPV 15 (6,7%) 12 (5,5%) 10 (4,6%)

MVC 45 (20,1%) 42 (19,3%) 41 (19,0%)

FTR 20 (8,9%) 36 (16,5%) 41 (19,0%)

LEN 8 (3,6%) 7 (3,2%) 14 (6,5%)

IBA 7 (3,1%) 5 (2,3%) 5 (2,3%)

ISL 2 (0,9%) 2 (0,9%) 2 (0,9%)

ENF 2 (0,9%) 0 (0,0%) 0 (0,0%)

Data updated to May 1st, 2025
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HOW TO SIMPLIFY?

Is there a necessity for all these drugs?

Is the drug that I am going to stop or switch fully active and have a high genetic barrier?

Should I consider a drug with a new mechanism of action?



BRIGHTE STUDY: WEEK 240 EFFICACY AND IMMUNOLOGICAL RECOVERY

Poster P061; HIV Drug Therapy Glasgow; October 23-26, 2022



Antimicrob Agents Chemother. 2022 Jun 21;66(6):e0175121

WEEK 96 GENOTYPIC AND PHENOTYPIC RESULTS OF THE FOSTEMSAVIR PHASE 3 BRIGHTE STUDY IN 
HEAVILY TREATMENT-EXPERIENCED ADULTS LIVING WITH MULTIDRUG-RESISTANT HIV-1.



Hsu et al. 2025





Margot N et al. Oral PS8 O4; EACS 2023, Warsaw







Translocation allows nucleotide incorporation

Translocation allows nucleotide incorporation
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Normal HIV Replication
Next nucleotide incorporates into the vDNA and 
continues to build the vDNA chain

NRTI: Single mechanism of action
Following translocation, the NRTI is incorporated into
the vDNA, blocking the next nucleotide from 
attaching, which RESULTS IN CHAIN TERMINATION

MK-8591 (NRTTI): Multiple mechanisms of 
action
TRANSLOCATION BLOCKED
MK-8591 is incorporated into the vDNA preventing
nucleotide binding and incorporation. This results in 
IMMEDIATE CHAIN TERMINATION

In the event that tanslocation does occur and 
additional nucleotides are incorporated, MK-8591 
causes structural change to vDNA resulting in 
DELAYED CHAIN TERMINATION

ISLATRAVIR: The first NRTTI (Nucleoside Reverse 
Transcriptase Translocation Inhibitor)

Grobler J et al. Efficacy of MK-8591 against diverse HIV-1 subtypes and NRTI-resistant clinical isolates; HIV Glasgow 28-31 October 2018























VH4524184: Potent Antiviral Activity with No Resistance

 An exposure-response relationship was observed 

for plasma HIV-1 RNA decrease

 No VH-184 genotypic or phenotypic resistance 

was detected at Day 10, the end of monotherapy

 No AEs leading to withdrawal, serious AEs, or 

deaths were reported during monotherapy or 

follow-up

Rogg. CROI 2025. Abstract 152.



Hansen D et al. AIDS 202



M, 65 anni, trasmissione sessuale

In anamnesi: 
- protesi valvolare aortica meccanica in TAO (2019)
- CAD con pregressa CABG (2019) 
- IPA 
- pregresso adenocarcinoma polmonare trattato con lobectomia (2015) 
- linfoma di Hodgkin trattato con cicli ABVD (2008)

Plurime linee terapeutiche 

Dal 2011 (VIKING III) in terapia con: ENF (sospeso dopo pochi mesi), DTG 50mg bid, MVC

Impostato TDF/FTC per riattivazione HBV (2011) 

Dal 2012 al 2019 in ART con: TDF/FTC, DTG bid, MVC



2019

CD4+ > 500cellule/mm3



2019 GENOTIPO CUMULATIVO



AVRESTE MODIFICATO LA TERAPIA?

SE SI, COME?

Stop MVC, introduce F/TAF/DRV/c, 
prosegue DTG bid

Potenzia a DRV/r 600/100mg BID, prosegue F/TAF, DTG 50mg bid





TERAPIA CONCOMITANTE

• Irbesartan

• Warfarin

• ASA

• Bisoprololo

• Atorvastatina colesterolo LDL > 100mg/dL

• Pregabalin

Chiede di semplificare: CD4 > 500; HIV-RNA < 30cp/mL



COME? COSA CONSIDERARE?

• Switch DRV/rFTR

• Switch DRV/rLEN

• Switch DRV/rLEN + FTR

• Da Luglio 2024: F/TAF, DTG 50mg BID, LEN

• Agosto 2024: HIV-RNA 80cp/mL

Settembre 2024: HIV-RNA < 30cp/mLMarzo 2025: 32cp/mL



 2016: RB, male, 53 years old, MSM 

 HIV infection: January 1995; Stage B2; Nadir CD4 305/µL

 First antiretroviral therapy: May 1996 (AZT,ddC,SQV)

 Drug Allergies: amoxicillin, ticlopidine

 Family History: father died of myocardial infarction at 52

 Previous exposure to:

NRTIs NNRTIs PIs INSTIs EIs

AZT
3TC
ddC
d4T
ddI
TDF

EFV
ETV

SQV
IDV
NFV
fAPV/r
ATV/r
DRV/r

RAL
DTG

ENF
MVC



COMORBIDITIES

 Hypertension

 Lipoatrophy

 Dyslipidemia

 Carotid stenosis: Right 50%; Left 40%

 Impaired fasting glucose (105-110mg/dL)

 December 2011 (Age 48): non-ST segment elevation myocardial
infarction percutaneous transluminal coronary angioplasty
and double stent placement



MEDICATIONS

 Rosuvastatin 20mg QD

 Metoprolol  25mg BID

 ASA 100mg QD

ART: DTG 50mg BID; ETV 200mg BID; DRV/r 600/100mg BID, TDF/FTC

MAY 2016: 
⁻ CD4 641 (22.3%), HIV-RNA 1668cp/mL , CD4/CD8: 0.6
⁻ Cholesterol 202mg/dL; HDL 47mg/dL; LDL 103mg/dL; triglycerides 280mg/dL; Glucose 105mg/dL; 

ALT 41 U/L; creatinine 0.72 mg/dL



GENOTYPIC RESISTANCE TESTING (December 2015)

HIV DB Stanford



GENOTYPIC + PHENOTYPIC RESISTANCE TESTING (April 2016)



GENOTYPIC + PHENOTYPIC RESISTANCE TESTING (April 2016)

TROFILE



FOLLOW-UP

A therapy with TDF/FTC, ATV/r, FTR and DTG 100mg BID was started (BRIGHTE Study;
FTR/Placebo BLDay8).

At BL:
⁻ CD4 641 (22%)
⁻ HIV-RNA 1668 cp/mL

At week 4:
⁻ CD4 840 (26%)
⁻ HIV-RNA <40cp/mL
⁻ Cholesterol 160mg/dL; HDL 46mg/dL LDL 76mg/dL
⁻ Triglycerides 200mg/dL
⁻ ALT 51 U/L; Total bilirubin 2.1mg/dL; Creatinine 0.92mg/dL; glucose 110mg/dL

Treatment well-tolerated; dizziness (Grade 1) in the first two weeks of therapy



FOLLOW-UP (2)
TDF/FTC, 

ATV/r, DTG TDF/FTC, DRV/r
TDF/FTC, 

DRV/r, ETV 3TC
TDF/FTC, 

DRV/r, ETV TDF/FTC, ATV/r, DTG, FTR

Dolutegravir Ctrough: 15843 ng/mL

Dose of rosuvastatin reduced to 10mg die



November 2021 (>5 years of HIV-RNA<50cp/mL)

ART: DTG 50mg BID; FTV, ATV/c, F/TAF

⁻ CD4 1245 (36.0%), HIV-RNA <20 cp/mL , CD4/CD8: 0.85

⁻ Cholesterol 179mg/dL; HDL 49mg/dL; LDL 88mg/dL; triglycerides 290mg/dL;

⁻ Fasting Glucose 123mg/dL; HBA1c 55mmol/mol

⁻ Nephrolithiasis (May 2021)

Recent Diagnosis of TYPE 2 DIABETES (January 2021)



QUESTIONS. Current therapy: F/TAF,ATV/c,FTR, DTG

1. DO YOU WANT TO SIMPLIFY AND HOW?

-No 

-Yes, stop ATV/c 

-Yes, stop ATV/c and switch to another PI/b

- Yes, stop DTG



Test ART Change

HIV-RNA (cp/ml) 19

CD4 (cells/mm3) 1245

Week 4

19

1120

Week 8

3883

1604

Week 10

4740

Discontinuation of ATV/c DTG 50mg BID + FTR + F/TAF 

SO, WHAT TO DO NOW?



Test ATV/c reintroduction

HIV-RNA (cp/ml) 4740

CD4 (cells/mm3)

Week 4

98

1420

Week 12

39

1534

Week 48

19

1310

Reintroduction of ATV/c (10 weeks after discontinuation) DTG 50mg BID + FTR + F/TAF+ATV/c
Resistance testing not available 

Week 144

19

1510



QUESTIONS. Current therapy: F/TAF,ATV/c,FTR, DTG

2. IS THIS AN UNSIMPLIFIABLE REGIMEN?

-Yes 

-No, switch from ATV/c to LEN 

-No, switch from FTR to LEN

- Why do I need to switch?



DISCUSSION

MDR PWH at higher risk of mortality, cancer and CV disease compared to PWH without MDR1,2,3.

PI/b has been associated with an increased risk of CV (although this risk is less pronounced for

ATV)4,5.

In this case, considering the history of CAD and renal toxicity, ATV/c should be removed if

possible and the use of a new drug with full susceptibility should be considered in its place.

1. doi: 10.1093/ofid/ofaa456.
2. doi: 10.1097/QAD.0000000000003952. 
3.doi: 10.1093/jac/dkae465.
4. doi: 10.1093/ofid/ofae485.
5. doi: 10.1097/QAD.0000000000003786.




