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Il Fallimento nei nostri database anche pre LA



The day after tomorrow

Il Fallimento ai LA nella nostra mente



Una terapia antiretrovirale nasce 
dal ragionamento

Antiretrovirali

Virus

Uomo

Facile nel naive: bassa prevalenza mutazioni, cambio scenario con PREP?

Difficile nel fallimento 

(MDR, HTE)

Difficile nello switch: se manca un GRT, storico, anamnesi 







È stato per dieci anni uno dei buchi neri della città ma la 

vicenda del parcheggio di San Martino, davanti 
all'ingresso storico di largo Benzi

• Il progetto, datato 1999, prevedeva un park da 
cinque piani per 420 posti auto. Lavori avviati nel 
2007, che avrebbero dovuto concludersi nel 2010 
per un costo totale di 10 milioni di euro e mai 
terminati.
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Dove nascono i timori per i LA?

• Insorgenza di fallimento (anche PWH con criteri d’entry)

• Ruolo delle pregressa storia clinica e virologica

• Difficile interpretazione dei test di seq. DNA 

• Farmacocinetica ruolo non determinante

Ripamonti et al. AIDS 2024

Gutierrez et al. CID 2024

Van Welzen, CID 2024

Thoveille, LHR 2024



• undocumented failures in PWH with a complex treatment history. For example, PWH for longer than
25years were likely exposed to suboptimal therapy at a time when genotypic testing or even viral
load testing was not universally available

• issue of missing data in PWH moving across different clinics

• failures without documented resistance , but testing may have not been performed at the right time 
(i.e. off medications) 

«Obtaining drug resistance data from HIV DNA can be a barrier as most
laboratories have long implemented RNA, but not DNA, analysis. 
However, we encourage HIV specialists not to skip this baseline 
analysis, as it may indeed detect RPV resistance"



Clin Infect Dis. 2024 Jan 11:ciae016.
doi: 10.1093/cid/ciae016. Online ahead of print.

in-depth clinical, virological and pharmacokinetic analysis on the reasons behind, and the impact of VF 

during LA CAB/RPV therapy in five cases from the Netherlands. 

Genotypic resistance testing was performed after the occurrence of VF and drug plasma (trough) 

concentrations were measured after VF was established and on any other samples to assess on-

treatment drug levels. CAB and RPV drug levels that were below the first quartile of the population cut-off 
(<Q1) were considered to be low. 





A) although BMI increased

from 29.0 to 33.5 kg/m2 during

the treatment course, the 

needle length was not
adjusted. 

B) problem with the administration of one of the 
CAB injections during the loading phase

C) BMI of 32 

kg/m2but  needle

length was not
adjusted

D) VL had increased to 260 and 610000 

cpm.
No factor identified

E)  the third injection series was

administered 11 weeks and two days after 

the second series due to a stay abroad. 

She did not use oral bridging to cover for 
this delay 



Lancet Regional Health 2023

three experienced virologic failures (1⋅6%), of 

those, two had sub-optimal drug exposure. No 

association was found between low trough levels
and detectable viral load. 

725 samples were obtained from 186 PWH



• TDM can be useful for drugs where there are no PK markers of 
therapeutic response and a consistent relationship between 

drug concentrations and optimal efficacy has been established1

• In the case of CAB + RPV LA, efficacy can be easily and regularly monitored by 

virologic suppression2,3

• Interpretation of an individual's CAB and RPV concentrations is difficult 

because the lower threshold of efficacy 

is not well-established due to low CVF rates with CAB + RPV LA4

• ≥2 BL risk factors (archived RPV RAMs, HIV-1 subtype A6/A1 
and/or BMI ≥30 kg/m2) can be used to inform patient selection 

for CAB + RPV LA4

• Adding predicted CAB and RPV Ctrough* to these BL factors did 
not enhance the predictive value for CVF 

• Real-world studies have not shown TDM to be predictive of VF 
risk5,6

• The clinical utility of routine TDM with CAB + RPV LA is 
considered to be low, would be impractical in the majority of 

*Model-predicted Week 4 Ctroughs

Ctrough, trough concentration

1. Buclin T, et al. Front Pharmacol 2020;11:177; 2. Ramgopal MN, et al. Lancet HIV 

2023;10:e566–77

3. Kityo C, et al. Lancet Infect Dis 2024;24:1083–92; 4. Orkin C, et al. Clin Infect Dis 2023;77:1423–31
5. Thoueille P, et al. Lancet Reg Health Eur 2023:36:100793; 6. Seang S, et al. EACS 2023. 

Poster eP.B1.035

6. EACS. Guidelines Version 12.1, Nov 2024
7. DHHS. Guidelines for the use of antiretroviral agents in adults and adolescents with HIV, 

Sep 2024

CAB + RPV LA: TDM is not recommended in routine clinical practice

1

7





Le certezze
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1. Overton ET, et al. Lancet 2021;396:1994–2005; 2. Overton ET, et al. Clin Infect Dis 

2023;76:1646–54 (and suppl. appendix)

3. De Wit S, et al. IDWeek 2022. Oral 1584; 4. Ramgopal MN, et al. Lancet HIV 

2023;10:e566–77

5. Kityo C, et al. Lancet Infect Dis 2024 May 28;S1473-3099(24)00289-5;

6. Smith G, et al. Open Forum Infect Dis. 2021 Aug 25;8(9):ofab439

Virologically 

suppressed

CVF

N=430 (ITT-E)3

0.7%
(n=2) by Month 12‡¶

87%§

N=522 (ITT-E)1,2

94%* 

1.7%
(n=9) by Week 48†‡

N=255 (ITT-E)5

96%*

0.8%
(n=2) by Week 48‡#

CARES

N=447 (mITT-E#)4

90%§

0.4%
(n=2) by Month 12‡‖

CAB + RPV LA Q2M

High efficacy and a low rate of CVF has been demonstrated 
across a robust development programme

See next slides for foodnotes and abbreviations

Data up to 5 years from LATTE-2 exhibited long-term efficacy and tolerability, 

demonstrating the durability of CAB+RPV LA as a maintenance therapy6





. HIV Glasgow 2024; Glasgow, Scotland. Poster P074.

• Study design: A descriptive analysis of the causes of treatment 

interruption and the impact of genotypic drug resistance was 

conducted among people with HIV receiving CAB + RPV LA 

across 10 infectious disease units in Italy

• 758 individuals receiving CAB + RPV LA were included 

(average age, 53 years; average BMI, 25.26 kg/m2)

• Average duration of LA therapy was 5.23 months

• 66 individuals (8.7%) interrupted treatment, with 14 (1.8%) 

interruptions due to VF 

• 46 individuals had GRT before starting CAB + RPV LA, 

with 5 harboring NNRTI resistance and none harboring 

INSTI resistance 

• Post-VF GRT revealed new mutations in 8 individuals 

• Mean VL at failure was 2085 c/mL 

• Conclusions: The rate of VF was consistent with other studies 

of CAB + RPV LA use. CAB + RPV LA was well tolerated. 

Selection of appropriate individuals for this regimen and 

awareness of risk factors for VF are crucial in reducing the risk 

of VF and the onset of new resistance mutations

GRT, genotypic resistance test.

SCOLTA
CAB + RPV LA Was Well Tolerated With a Low Rate of Virologic Failure in Italy

Use of CAB + RPV LA in individuals who are not virologically suppressed (VL<50 copies/mL), with known or suspected 

resistance to, or prior virologic failure with agents of the NNRTI or INI class is outside of the labeled indication
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1. Muccini C, et al. AIDS 2024. Poster THPEB104

SCohoLART1

AIDS 2024

Median follow-up: 9.4 months (6.4–11.4) 

*CVF defined as VL ≥50 c/mL at 2 consecutive measurements or a single VL ≥1,000 c/mL for SCohoLART

People living with HIV with long exposure to ART (N=504)

/ Median age was 49 years

/ Median of 14.4 years on ART

Key results

 48 participants (9.5%) discontinued CAB + RPV LA

• Main cause was ISRs

 4 participants (0.8%) experienced VF*

• 3/4 had NNRTI and INI RAMs at failure

• All resuppressed on STRs

Italy

SCohoLART

Italian RWE supports the use of CAB+RPV LA
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Calcagno A, et al. CROI 2025; San Francisco, CA. Poster 677

24

GEPPO

CAB+RPV LA: High effectiveness and persistence among 
people with HIV aged ≥65 years

• Objective: Assess the effectiveness and safety of CAB+RPV LA in older people with HIV 

included in the GEPPO cohort

• 78 people with ≥65 years were included

• Median age 66.7 years (IQR 65-70), 76% male at birth 

• Median 20 (IQR 14.0-28.5) years of HIV infection, and 19 (13-22) years on ART; 3 (3.8%) had VL 

>50 c/mL at initiation of CAB+RPV LA

• 62% with multimorbidity (≥3 comorbidities), 32% with polypharmacy (≥5 medications other than ART)

• 2 had history of NNRTI RAMs, 6 had A1/A6 subtype, 10 had BMI >30 kg/m2

• After a median follow-up of 17.29 months (CI 95% 16.74-17.60), 72 (92.3%) participants were 

still receiving CAB+RPV LA, with 10 (12.8%) with >5 years follow-up

• 6 (7.7%) individuals discontinued CAB+RPV LA*

• No virologic failures occurred and VL remained <50 c/mL in all people with HIV and 

CD4+ cell count at last available observation was 656 (519-964) cells/mm3

• 3 individuals with VL >50 c/mL at initiation (55, 234, and 945 c/mL) were suppressed in the follow-up 

• 2 individuals with 2 potential risk factors for VF (subtype A6/A1 and BMI >30 kg/m2) were on 

treatment and suppressed <50 c/mL at 1 and 13.1 months

No virologic failures and good tolerability profile among older people with HIV with

a long ART history and high prevalence of multimorbidity and polypharmacy

Use of CAB + RPV LA in individuals with VL ≥50 c/mL, with known or suspected resistance to, or 

prior virologic failure with agents of the NNRTI or INI class is outside of the labeled indication
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Failure

Persistence and virologic outcomes, n=78

Median follow-up time: 17.29 months (CI 95%: 16.74-17.60)

*Reasons for discontinuation: palpitations and paresthesias; physician’s choice (previous resistance to NNRTIs); hepatic flare in

occult HBV; fever, myalgia and skin rash; death (unknown cause); and patient’s choice





Taramasso L et al. JAC 2025



RW
VF
RAM
HIV RNA <50 copies/Ml



Participants who experienced CVF in Phase III/IIIb trials 
resuppressed on oral ART 

23/30 CVFs across Phase III/IIIb studies*

had treatment-emergent NNRTI and/or INSTI RAMs1–8

/ 19 had treatment-emergent INSTI RAMs

/ 21 had treatment-emergent NNRTI RAMs

/ <1% had treatment-emergent resistance with reduced 

phenotypic susceptibility to CAB or RPV

93% of participants with CVF in Phase III/IIIb studies

resuppressed on alternative regimens†9

/ The most commonly regimens used post-CVF were 

PI-based9

Post-CVF switch regimens in Phase III/IIIb studies†9

PI-based 

(n=21)

Did not enter 

LTFU (n=2)

NNRTI-based 

(n=1)

INSTI-based 

(n=6)

2

9

*Reported across ATLAS, FLAIR, ATLAS-2M, CARISEL, SOLAR and CARES; includes 1 non-protocol defined VF

†A total of 26/28 people with HIV resuppressed on alternative regimens (excludes one person with HIV who did 

not enter LTFU and one person with HIV who died of non-HIV causes before re-test

LTFU, long-term follow-up; PI, protease inhibitor 

1. Ramgopal MN, et al. Lancet HIV 2023;10:e566–77 (and suppl. appendix)

2. Overton ET, et al. Lancet 2021;396:1994–2005 (and suppl. appendix)

3. Rizzardini G, et al. J Acquir Immune Defic Syndr 2020;85:498–506

4. Overton ET, et al. Clin Infect Dis 2023;76:1646–54 (and suppl. appendix)

5. Jaeger H, et al. Lancet HIV 2021;8:e679–89; 6. Orkin C, et al. Lancet HIV 

2021;8:e668–78 

7. Jonsson-Oldenbüttel C, et al. J Acquir Immune Defic Syndr 2024;96:472–80 (and 

suppl. appendix)

8. Kityo C, et al. Lancet Infect Dis 2024;24:1083–92; 9. Elias A, et al. HIV 

Glasgow 2024. Poster P06 



Participants who experienced VF in real-world studies 
resuppressed on oral ART 

50 cases of VF were identified in a systemic 

literature review of real-world studies*

/ Post-VF regimens were known in 42/50 cases of VF;

outcomes were known in 32 cases with follow-up

85% of people with HIV with VF in real-word 

studies resuppressed on alternative regimens

/ INSTI-based regimens were most frequently used 

post-VF

INSTI-based (n=12)

PI-based (n=8)CAB + RPV LA (n=17)

Multi-core (n=4)

Therapeutic gap (n=1)

3

0
Elias A, et al. HIV Glasgow 2024. Poster P062

*Systemic literature review used PubMed, Embase, Cochrane and 23 HIV-related conferences 
through March 2024 to identify all real-world cohorts evaluating CAB + RPV LA

Post-VF switch regimens in real-world studies







THE GENOVA 

JOB



See next slide for references

CAB + RPV LA: People who 

experience VF maintain options 

for fully active oral regimens

When VF with resistance does occur, people with HIV maintain future treatment options and 

most resuppress on oral ART10

/ INSTI-based regimens were used for resuppression after VF in clinical trials and real-world studies,

and many resuppressed while remaining on CAB + RPV LA

34

The rate of VF with INSTI or dual-class resistance is low in clinical trials (0.7%)* and RWE†1–9

*Clinical trials: ATLAS, FLAIR, ATLAS-2M, CARISEL, SOLAR and CARES

†Across 13 real-world studies of 2,934 people with HIV receiving CAB + RPV LA, 39 VFs were reported and 14 VFs had INSTI RAMs at treatment failure. Results were obtained 

from a systematic literature review using PubMed, Embase, Cochrane and 23 HIV-related conferences through March 2024 to identify all real-world cohorts evaluating CAB + RPV LA. 

Data were extracted from studies that included individuals who were virally suppressed at initiation, identified VFs and reported on RAM testing results at VF. All studies that met these 

criteria were included regardless of treatment duration, follow-up period and VF definition used. Cohorts including <10 virally suppressed individuals were excluded

Patients should be counselled on the risk of VF with resistance; however, unique benefits 

including directly observed adherence, improved treatment satisfaction and preference versus 

daily oral therapy should be considered as part of shared decision making11–15



Dobbiamo temere le resistenze ?

• Stiamo affrontando una nuova fase di ART, differente dalle 
precedenti, ma non come la HAART

• Non bisogna avere timore, serve conoscere:

Virus

Antiretrovirali

Uomo




