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Artículos seleccionados

•NADIA study 96w: DTG vs DRV and ZDV vs TDF as second line ART. Lancet HIV

•TANGO study 144 w. DTG/3TC vs TAF-based regimens in switching scenario. CID

•CAPELLA study. Lenacapavir in MDR HIV-1 Infection. NEJM

•084 study. Cabotegravir for PReP in women. Lancet

•Treatment of anal HSIL to prevent anal cancer. NEJM

•Monkeypox. NEJM

•BPL regimens for drug-resistant tuberculosis. NEJM
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• Des¡gn: Two-by-two factorial, randomized open label, non inferiority trial

• Setting: Seven sites in Uganda, Kenya and Zimbabwe 

• Patients: failing first-line therapy with NNRTI+TDF+3TC or FTC, , >12y, VL >=1000 c/mL

• Intervention: DTG vs DRVr and tenofovir or zidovudine; all with lamivudine

• Primary outcome: VL < 400 c/mL at week 48 (FDA snapshot, 12%) 
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* 6 in ZDV group and 3 in TDF group
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* 6 in ZDV group and 3 in TDF group
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Randomized (1:1 stratified by BL third agent class), open-label, non inferiority phase 3 study.

Virologically suppressed (> 6 months) adults HIV-1+ switched to once-daily DTG/3TC or continued TAF-based regimens

N= 741 ((DTG/3TC, n=369); TAF-based regimens, n=372)

Primary end point: VL >=50 c/mL, snapshot, ITTe analysis at week 48. (non inferiority of DTG/3TC vs continuing) 

Secondary end point:  virologic efficacy (VL >=50 c/ml and VL <50 c/mL) at weeks 96 and 144.

Many outcomes compared: “target not detected”, safety, laboratory parameters, CD4 cells, lipids, weight, inflammatory markers.  
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Phase 3 trial. 90% power to detect diff. between Lena and placebo of 60 pp in % of pts with decrease >=0.5 log, d15 
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Safety

WELL TOLERATED, 0 grade 3 or 4 AEs

0 discontinuation due to AEs

Injection-related AE 63% (pain 31%, swelling 31%, erythema 25%, nodule 24%)

Most grade 1; 0 grade 4

Any AE: nausea 12%, constipation 11%, diarrea 11%, abdominal distention 10%

- At week 25, change in VL -2.54 (associated with reduced risk of disease progression and death)
- 17% of pts, no fully active drug in OBT (resistant to ibalizumab or fostemsavir)
- Restoration of CD4 counts (associated with reductions in mortality and morbidity in other trials)
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- Design: Phase 3, randomized, double-blind, superiority trial

-Setting: 20 clinical research sites in seven countries in sub-Saharian Africa

- Participants: Females, 18-45 years, >= 2 episodes of vaginal intercourse in the previous 30 days

- At risk of HIV infection based on an HIV risk score

- Agreed to use a long-acting reversible contraceptive method

- Randomization: 1:1 to cabotegravir or TDF/FTC (both with placebo) (n=3224)

- Primary endpoints: incident HIV infection in the ITT population and clinical and lab events >= grade 2
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40 HIV infections (4 cabo; 36 
TDF/FTC)
88% lower risk with cabo
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CABOTEGRAVIR
A: HIV infected at BL
B: Not received cabo injections and cabo concentrations unquantifiable
DX: Delayed cabo injections, low cabo concentrations

TDF/FTC
Poor or non-adherence (<2 doses per week) in 35/36 (98%) infections

RESISTANCE:  Cabo 0; TDF/FTC 1 (M184V)

SAFETY: No differences in serious AEs or discontinuation due to AEs (no D/C due to injection site reactions)
49 pregnancies: 29 and 20. Most livebirth
Weight gain: 2.4 kg per year vs 2.1 (p=0.41)
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• Phase 3 randomized, open-label trial (25 sites in US)

• PLWH >= 35 years, biopsy proven anal HSIL

• Randomized (stratified by CD4, ><200, and lesion size ><50% of the anal canal or perianal region) to: HSIL treatment (ablative procedures
(electrocautery, infrared coagulation, and laser), ablation or excision under anesthesia and topical fluorouracil or imiquimod), OR active monitoring
without treatment

• Follow-up according to treatment, all participants HR-anoscopy every 6 months

• Primary outcome: progression to anal cancer in time-to-event analysis

• 4446 included in the analysis
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• 84% electrocautery ablation, 86% one therapeutic method, overall follow-up 25.8 months

• Anal cancer 9 vs 21; Rate of progression: 173 vs 402 per 100,000 p/y (lower rate in treatment group by 57% (95% CI 6-80;  p=0.03)

• Progression to cancer associated to lesion size (HR5.26) but not with nadir CD4.

Cumulative incidence of progression

1.8%

0.9%
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Comments:  - high rate of anal cancer in the TG: need for more effective HSIL tratment and close follow-up after HSIL treatment

- Trained clinicians in the study, results may not be replicated by les trained personnel!!

- Additional research needed to improve screening algorithms to identify anal HSIL (limitations of current practice)GESIDA2022
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Demographic and clinical characteristics of the persons with Monkeypox
Characteristic                                                                                           All persons (n=528)

Median age (range) yr                                                                                 38 (18-68)

Males –nº (%)                                                                                                527 (>99)

MSM–nº (%)                                                                                                  509 (96)            

Race, whites–nº (%)                                                                                     398 (75)

Travel, Europe –nº/total nº (%)                                                                  132/147 (90)

Confirmed STI-nº/nº total screened (%)                                                  109/377 (29)

Median # sex partners in previous 3 months (IQR)                                5 (3-15)

Reported history of smallpox vaccination-nº (%)                                   49 (9)

HIV positive–nº (%)                                                                                      218 (41)

CD4 cells/uL (IQR)                                                                                        680 (513-861)

HIV VL < 50 c/mL –nº/total nº with data (%)                                          180/190 (95)                               

Known to be taken ART –nº (%)                                                                 210 (96)

Most used regimens                                                                                     TDF-based 49%; INSTI 61%

- SHARE group (London) contacted peers in affected countries (SHARE-net)
- Cases diagnosed since April 27, 2022, were reported between June 1 and June 24, 2022
- Case definition: confirmed MI: positive Monkeypox PCR (local)  in specimen from any anatomical site (UK)
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Diagnosis and clinical characteristics of Monkeypox in the case series
Characteristic All persons (n=528)

Medical setting of presentation, HIV Clinic -nº (%)                                  154 (29)

Suspected route of transmission, sexual close contact -nº (%)              504 (95)

Contact with person known to have monkeypox -nº (%)                        135 (26)

Reported clinical features –nº (%)

Rash or skin lesions 500 (95)

vesiculopustular 291 (58) 

Fever 330 (62)

Lympadenopathy 295 (56) 

Lethargy or exhaustion 216 (41)

Myalgia 165 (31)

Pharyngitis 113 (21)

Headache 145 (27)

Proctitis or anorectal pain 75 (14)
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Characteristic                                                                                        All persons (n=528)

Site of positive monkeypox viral PCR –nº (%)

Skin or anogenital lesion                                                                    512 (97)

Nose or throat swab                                                                            138 (26)

Blood, urine, semen                                                                             7, 3, 5%

Site of skin lesions –nº (%)

anogenital area                                                                                     383 (73)          

trunk or limbs                                                                                       292 (55)

face, palms or soles                                                                             25, 10%

Nº skin lesions, < 20 –nº (%)                                                                         89% (39% < 5)

Mucosal lesions present, anogenital only –nº (%)                                 148/217 (68)

Inpatient                                                                                                            70 (13)

Specific treatment (cidofovir, or tecovirimat)                                             20 (4)

Diagnosis and clinical characteristics of Monkeypox in the case series
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- In 2020 157,903 cases of RMP-resistant TB and 25,681 additional resistance to core drugs (levo, bedaq, moxi, linezolid).

- Current treatments last 9-24 months and involves multiple drugs with serious AEs (cardiac, neuropathy, liver dysfunction)

- Nix-TB study (NEJM 2020) 90% of favorable outcome in highly DR-TB with 26w of bedaquiline-pretomanid-linezolid, BUT
linezolid at 1200 mg /d associated with high incidence of AEs.

AIM: to investigate the efficacy and safety of different doses of linezolid in the bedaquiline-pretomanid-linezolid regimen
for highly drug-resistant tuberculosis
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ZeNix trial
- Design: Partially blind, randomized trial.

- Participants: >=14y (18 in Russia and Moldavia), + sputum culture or PCR for Mt within 3 months before

screening (excluded HIV+ with CD4 < 100) with pulmonary extensive drug-resistant (XDR) TB (R to

RMP, a fluoroquinolone and an aminoglycoside), pre-XDR (R to RMP plus R either a FQ or AG) or

RMP-R TB (MT R to RMP (with or without R to INH) and did not respond to treatment OR for wich

a second-line regimen was D/C (AEs).

- Setting: Four trial sites in South Africa, one in Georgia, one in Moldavia, and five in Russia.

- Treatments: bedaquiline (200 mg/d for 8w, and 100 mg/d for 18w) + pretomanid (200 mg/d for 26w) +

linezolid 1200 or 600/d for 26w or 9 w (randomization according to HIV status and DR classif)

- Primary end point: incidence of an unfavorable outcome, defined as treatment failure or disease relapse    

(clinical or bacteriologic) at 26w of completion of treatment

Favorable outcome: negative culture status during treatment to the end of follow-up and not already

classified as having has an unfavorable outcomeGESIDA2022



93%
89%
80%

Time to culture conversion:
4 (2-8)w :1200 26 or 9w

6 (3-8)w: 600 26w

6 (3-10)w: 600 9 w

Dose modified (reduced, D/C:)
51% 1200 26w
30% 1200 9 w
13% 600 26 or 9 w
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