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• Older people with HIV treated in early days of ART with less 
potent regimens that had low resistance barriers

• Younger people with perinatal HIV infection, now young 
adults

• Patients with MDR

Who Are HTE People?













Which factors are associated with the 
risk of becoming HTE?



Aberg 2023, Antiv Ther.



Bajema. IAS 2019. Abstr MOPEB246.

Lower baseline CD4 nadir and higher baseline maximum HIV RNA level were 
significantly associated with greater risk of becoming HTxE



Factors associated with the cumulative MDR-HIV (<3 vs. ≥3)

Adjusted* Odds Ratio (AOR) of having MDR (>=3, N=1408)  vs. not having (<3, N=5386)

AOR P value [95% Conf. Interval]

Sex M vs. F 1.53 <0.001 1.29 1.81

Risk factor Heterosexual (ref)

Homosexual 0.96 0.750 0.75 1.23

IDU 0.81 0.072 0.65 1.02

Sexual 0.91 0.659 0.61 1.37

Vertical 3.32 <0.001 1.71 6.44

Other/unknown 0.77 0.042 0.60 0.99

HCV Negative (ref)

Positive 0.70 0.001 0.57 0.86

Unknown 0.85 0.326 0.60 1.18

Nadir CD4 <200 (ref)

≥200 0.78 0.001 0.68 0.91

Year of first treatment start <2008 (ref)

≥2008 0.59 0.015 0.38 0.90

Number of PIs previously administered per 1 increase 1.65 <0.001 1.55 1.75

Number of NRTIs previously administered per 1 increase 1.12 <0.001 1.05 1.18

Number of NNRTIs previously administered per 1 increase 1.75 <0.001 1.57 1.95

Previous INIs exposure Yes vs No 1.46 0.008 1.10 1.93

Previous T20 exposure Yes vs No 2.03 <0.001 1.48 2.78

*Adjusted  for: age; sex; nationality; risk factor; subtype; HBV coinfection; HCV coinfection; zenith viremia; nadir CD4; AIDS events; years of first treatment start; number of previously experienced PIs, NRTIs, NNRTIs; previous exposure to INIs, T20 and 
MVC; center.

Lombardi et al., IJAA 2020



Chi è la persona HTE oggi?

• PLWHIV con viremia <50 copie/ml

• PLWHIV con viremia >50 copie/ml





GD, 1960, HIV RNA <50 Copie/mL dal 2010, in terapia con DRV/r 600 mg x 2 + DTG (prima RAL)

DNA



Simplification strategies for HTE PWH with VL 
<50 copie/ml 

• HTE PWH are often treated with complex regimen

• Many concerns about simplification strategies in this population
(few therapeutic alternatives)

• Studies are needed

• Maintain high genetic barrier





Which is the rate of AIDS events and 
death in HTE people?



Logistic regression Multivariate P

CD4 time-dependent

(per 50 cells increase)
0.79 (0.66-0.93) 0.006

Plasma HIV-RNA time-

dependent

(per 1 log10 increase)

1.14 (0.76-1.71) 0.539

Previous AIDS 2.29 (0.86-6.12) 0.098

LPV after GRT 0.57 (0.19-1.67) 0.302

3 drug class multi-

resistance (DCMR)
12.29 (3.00-50.28) <0.001

Poor survival in drug-class multi-resistance

Days from GRT
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Zaccarelli, AIDS 2005



CUMULATIVE PROBABILITIES OF A NEW AIDS EVENT/AIDS-RELATED DEATH (95%CI)

12 months 4.3% (1.9 - 9.2)

24 months 5.8% (2.9 - 11.3)

36 months 6.6% (3.5 - 12.4)

48 months 8.6% (4.8 - 15.0)

Time to occurrence of new AIDS/death or non-AIDS event/death 

among 148 PLWH and 4-class drug resistant virus

24 events in 15 pts: 3 mycobacteriosis, 3 pulmonary tuberculosis, 1 tuberculous meningoencephalitis, 2 NHL, 1 cutaneous KS, 2
esophageal candidiasis, 2 pneumocystis jirovecii, 1 disseminated herpes simplex, 1 wasting syndrome, 1 menigoencephalic
cryptococcosis, 1 cytomegalovirus encephalitis and 6 AIDS related deaths.

With event Without event
(last available value)

CD4+ (cell/µL) 45 (19 - 493) 567 (299 - 794)

CD8+ (cell/µL) 434 (344 -960) 937 (676 - 1228)

CD4+/CD8+ ratio 0.06 (0.05 - 0.24) 0.60 (0.39 - 0.83)

CUMULATIVE PROBABILITIES OF A NEW NON-AIDS EVENT/NON-AIDS-RELATED DEATH (95%CI)

12 months 5.1% (2.5 - 10.4)

24 months 8.3% (4.7 - 14.5)

36 months 11.8% (7.3 - 18.9)

48 months 15.4% (9.9 - 23.6)

38 events in 26 pts : 3 HL, 3 anal cancer, 3 HCC, 2 prostate cancer, 1 lung cancer, 1 breast cancer, 1 laryngeal
cancer, 1 conjunctival spinocellular carcinoma, 2 other malignancies. 6 MACE, 6 CKD, 3 cirrhosis and 6 non-AIDS
related deaths.

With event Without event
(last available value)

CD4+ (cell/µL) 343 (70 - 575) 621 (357 - 802)

CD8+ (cell/µL) 983 (636 - 1330) 941 (676 - 1203)

CD4+/CD8+ ratio 0.23 (0.08 - 0.72) 0.61 (0.42 - 0.84)

L. Galli, OFID 2020



NUOVI TARGET TERAPEUTICI



This review showed a dramatic reduction in the number of studies conducted in HTE participants after 2010.

Aberg 2023, Antiv Ther.







How manage new HTE people?



BHIVA 2022



Individuals with limited or no therapeutic options when a fully
viral suppressive regimen cannot be constructed






