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Small gripe(s)



Content

• Renaissance the rebirth of islatravir

• Reassurance a head-to-head of injectable CAB/RPV vs Biktarvy

• Rethink DTG+DRV/r after 1st line NNRTI failure

• Reality? bNABs + lenacapavir



RENAISSANCE: islatravir



TOTAL LYMPHOCYTE COUNTS +/- CD4 IN ART & PREP TRIALS
MONTHLY ORAL FOREVER NO MORE

ANNUAL IMPLANT HOPEFUL?
BACK IN TRIALS: DAILY ORAL (WITH DOR)

BACK IN TRIALS: WEEKLY ORAL (WITH LEN)
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WHAT WAS NEW AT CROI 2023? NOT MUCH. VERY DETAILED 
ANALYSIS ACROSS MANY TRIALS CONFIRMING DOSE RELATED 

CELL COUNT CHANGES + CONFIRMING 0.25MG DAILY IS 
PREDICTED TO BE SAFE + EFFECTIVE



Assessment of lymphocytes across programmes

Squires K  et al. CROI 2023. Oral abstract 192



Summary
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ISL development: next steps

Squires K  et al. CROI 2023. Oral abstract 192



DOR/ISL (100/0.75mg) vs BIC/FTC/TAF 

Mills A et al. CROI 2023. Oral abstract 197



Study population
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Demographics & baseline characteristics
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W48 virologic outcomes: FDA snapshot
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CD4 changes
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Lymphocyte changes
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Adverse events
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Most common adverse events
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Conclusions
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DOR/ISL (100/0.75mg) vs baseline ART

Molina J-M et al. CROI 2023. Oral abstract 196
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CD4 count changes
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Total lymphocyte count changes
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Most common adverse events
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Other key points, conclusions & implications

• CD4 & TLC
• small increase on continued ART, small drop on DOR/ISL

• Adverse events
• nothing standout; more total AE & discontinuations on DOR/ISL in 2nd study 

DOR/ISL non-inferior for suppressed switch BUT this is 
with the 0.75g ISL dose

Will 0.25mg fare as well? 

Will there be metabolic advantages?



REASSURANCE: IM-CAB/RPV







SOLAR: IM-CAB/RPV vs continued BIC/FTC/TAF

Ramgopal et al. CROI 2023. Oral abstract 191



M12 virological outcomes

Ramgopal et al. CROI 2023. Oral abstract 191





SOLAR: Confirmed virological failure

Ramgopal et al. CROI 2023. Oral abstract 191









Treatment preference & why

Ramgopal et al. CROI 2023. Oral abstract 191





Thigh IM-CAB/RPV injections 

Felizarta F et al. CROI 2023. Poster abstract 519

Similar PK to gluteal
Thigh slightly higher 
for Q8W

Preference

Good PK but not OK 
(for many)



OLI? Or no OLI? French cohort n=58

Rubenstein E et al. CROI 2023. Oral abstract 195



IM-CAB/RPV outside the license

• San Francisco Ward 86 clinic
• Substance use, unstable housing & 

mental health issues common

• N=133 treated 06/2021-11/2022:
• No history of RPV or INSTI RAMs

• No viral suppression requirement

• Willing to come to clinic Q4W

• 68% non-white, 66% unstably housed

• On-time injections 74%

• 57% virally suppressed on oral ART, 
ALL STAYED SUPPRESSED

Oskarsson J et al. CROI 2023. Oral poster abstract 518

57 (43%) viraemic at switch

55 virally suppressed after a 
median of 33 days

2 (3.5%) experienced VF:
Neither experienced 2log drop

1 baseline V179I: VF with Y181C+L100I
1 baseline T97A: VF with R263K+E138K

NEITHER ABLE TO TAKE PO ART SINCE



Implications for practice

• IM-CAB/RPV cuts it for most, not all, & until we can reliably identify 
people at risk of rebound, we must counsel all

• In England we cannot prescribe beyond NICE guidance, which is 
based on the SmPC

• If we can save lives with IM-CAB/RPV…..we should be able to?



RETHINK: 2nd line DTG+DRV/r 



History of D2EFT

• Originally a 2 arm RCT utilising 1 innovative 2DR vs SOC commencing April 2017

• 3rd arm added May 2018 (changing ART landscape, extensive stakeholder consultation)

STANDARD OF CARE

DRV/r+2N
Nucleosides Selected - Genotyping or 

WHO Algorithm

Drug Class But Not Drug Recycled

No Coformulation Possible

INTERVENTION ARM

DRV/r+DTG
No Nucleosides

No Genotyping Required

No Drug or Drug Class Recycled

Potential Coformulation

INTERVENTION ARM

DTG + XTC/TDF
Recycled Nucleosides

No Genotyping Required

Drugs and Class Recycled

Coformulated

ARM 1 ARM 2 ARM 3

XTC= FTC or 3TC

• Adults with VF on 2NRTI+NNRTI (VL >500 at least 7 days apart after at least 24W ART)
• Exclusions: prior PI/INSTI, HBV sAg+, sig co-morbidity/active coinfection, pregnancy/BF
• Modified ITT excluding any participant randomised who did not commence ART



Recruitment 
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Screened Randomised Linear (Randomised)

COVID-19

Sample size increased from 610 to 1010
Recruited 831 participants over 14 countries 
(722 in Stage 2)

Despite external 
challenges retention 
and engagement of 

participants was 
exceptional:

7 withdrawals
3 LTFU

Third arm 
added



Baseline characteristics
Characteristic Stage 1 (n=109) Stage 2 (n=722) Total

DRV/r + 2NRTI

(n=53)

DTG + DRV/r 

(n=56)

DRV/r + 2NRTI 

(n=210)

DTG + DRV/r 

(n=216)

DTG + TDF/XTC

(n=296)

(n=831)

Age  (years)

Mean (SD)

39.4 (9.6) 39.6 (10.8) 39.6 (9.6) 39.0 (9.6) 39.5 (10.6) 39.4 (10.0)

Male  (n, %) 24 (45.3) 29 (51.8) 97 (46.2) 94 (43.5) 136 (45.0) 380 (45.7)
Ethnicity  (n,%)

Asian 20 (37.7) 20 (35.7) 51 (24.3) 51 (23.6) 69 (23.3) 211 (25.4)
Black 32 (60.4) 36 (64.3) 145 (69.1) 149 (69.0) 208 (70.3) 570 (68.6)

CD4 cells/mm3

(median, IQR)

188 [101, 350] 166 [59, 297] 195 [85, 355] 213 [93, 350] 226 [113, 373] 206 [93, 357]

HIV VL log10c/ml

(median, IQR)

4.2 [3.3, 4.7] 4.3 [3.7, 4.9] 4.2 [3.5, 4.9] 4.1 [3.6, 4.9] 4.2 [3.6, 4.8] 4.2 [3.6, 4.8]

BMI 

(median, IQR)

22.6 [20.1, 24.6] 21.6 [19.2, 25.0] 23.6 [21.0, 27.4] 22.5 [19.8, 26.7] 23.5 [20.4, 27.0] 23.0 [20.3, 26.8]

• NNRTI at first line failure : 82.7% Efavirenz, 11.4% Nevirapine
• NRTIs used in second line with DRV/r: 76% ZDV/3TC, 19% TDF/XTC



Primary outcome
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Conclusions & implications
• Both intervention arms non-inferior to SOC (2NRTI+DRV/r)

• CD4 increase + weight gain both greater in DTG arms

• 2DR superior but availability of TLD as a low cost FDC is relevant 
from a programme perspective

• Note, most people in DRV/r arm were on ZDV/3TC backbone

Have we become too complacent post-NADIA?

Is 2NRTI+INSTI enough for people with NRTI RAMs*?

What is the tipping point?

*in the context of HIC funding/access



REALITY? LEN + bNAbs



‡

External Use – OK To Distribute

LEN with bNAbs, Teropavimab and Zinlirvimab, Dosed Every 6 Months in PLWH

53Eron J, et al. CROI, 2023, Oral 193

Outcomes

Primary: Safety and tolerability

Secondary: HIV-1 RNA < 50 and ≥ 50 c/mL at W26 (FDA snapshot); PK

Phase 1b: LEN + TAB + ZAB in VS PLWH (GS-US-536-5816)

2021-Ongoing
Virologically suppressed PLWH, aged 
≥ 18 years

N = 21

aPrevious virologic failure was allowed as long as participants had been suppressed for at least 18 months prior to screening.
bSusceptibility defined as IC90 ≤ 2 μg/mL to each antibody by PhenoSense mAb Assay (Monogram Biosciences).

IC, inhibitory concentration; PK, pharmacokinetics; TAB, teropavimab; VS, virologically suppressed; ZAB, zinlirvimab

n = 11

n = 10

R

1:1

W0 W26 W52

Primary Endpoint

Treatment group 2: LEN + TAB 30 mg/kg + ZAB 30 mg/kg

Treatment group 1: LEN + TAB 30 mg/kg + ZAB 10 mg/kg

Restart ART at W26

Adults living with HIV1

Virologically suppressed 

≥ 18 monthsa

Met susceptibility criteria for 

TAB and ZABb

CD4 at entry ≥ 500 cells/μL

CD4 nadir ≥ 350 cells/μL

• The study design was amended to have participants restart 

ART at W26 after the FDA clinical hold on investigational 

LEN due to stability issues in borosilicate vials

Dosing Day 1 Day 2

LEN oral 600 mg

LEN SC 927 mg -

TAB IV 30 mg/kg -

ZAB IV 10 mg/kg 
or 30 mg/kg -

Created by A   Studio

from
 the  oun Pro ect

Created by A   Studio

from
 the  oun Pro ect

HIV RNA was measured every 

4 weeks until W26

LEN + bNAbs in PLWH



‡

External Use – OK To Distribute

Week 26: Efficacy and Safety

54

Safety and Tolerability

Eron J, et al. CROI, 2023, Oral 193

Phase 1b: LEN + TAB + ZAB in VS PLWH (GS-US-536-5816)

bNAb, broadly neutralizing antibody; TAB, teropavimab; Tx, treatment; VS, virologically suppressed; ZAB, zinlirvimab 
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Discontinued
study Tx and last
available HIV-1
RNA < 50 c/mL

LEN + TAB +
ZAB 10 mg/kg (n = 10)

LEN + TAB +
ZAB 30 mg/kg (n = 10)

Virologic Outcomes at Week 26

Combination of the bNAbs, teropavimab & zinlirvimab, with LEN can sustain viral suppression for 6 months in selected PLWH 

Gilead has announced a planned Phase 2 study of LEN + TAB + ZAB in VS PLWH.
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ts • There were no serious AEs, no Grade 4 AEs and no AEs that 

led to study treatment discontinuation

• There were two Grade 3 AEs:

− One injection-site cellulitis on D1, which resolved with antibiotics

− One injection-site erythema on D3, which resolved without 

intervention by D10​

• AEs occurring in ≥3 participants:

− Injection site pain

− Erythema

− Nodule

− Induration

− Mass

− COVID-19

− Upper respiratory tract infection
• One participant withdrew at W12 with HIV-1 RNA < 50 c/mL

• One participant had a confirmed virologic rebound at W16

• CD4 cell counts remained stable over the course of the study period

LEN + bNAbs in PLWH



Results & implications 

• 90% in each arm maintained viral suppression
• 1 discontinued at W12 while suppressed

• 1 experienced viral rebound at W16

• Good PK & safety; AEs as expected (ISR)

55% were not susceptible to the bNAbs at baseline

30% of the remainder not eligible for other reasons

This + likely significant cost may limit usefulness

PHASE 2 TRIALS PLANNED



LEN

Nanoformulations of 
bictegravir that could 

support 6-monthly 
parenteral dosing

Poster 540
Nayan MU et al



Thank you for listening!

lwaters@nhs.net

@drlaurajwaters

peoplefirstcharter.org 
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