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Quick SA numbers update…
• 8 million with HIV/60 million, 12.8% of 

population
• 6 million on ART (2025 Thembisa)
• 150 000 on second line, about 3000 third 

line
• Dramatic reduction in paediatric numbers
• Life expectancy up a decade (dropped from 

#1 killer; although ?true - SAMRC)
• New infections dropping (remember 

incidence≠prevalence) – 170 000/year 
(2025)

• 105 000 people in 2024 died with HIV – 53 
000 due to HIV-related diseases

• In 2023/4, 54 000 people with HIV started 
ART with CD4<200





Then January 2025 came



South Africa and PEPFAR
• Initial grappling with huge wave of in-patient care – 2004-2008
• Case finding, specialised services key populations, programme 

simplification
• CD4 went from 80 cell/uL (2004-2009) to >400 at initiation now



It is almost unbearable – we were so 
close



Why must South Africa be scared?
• No HIV testing, key pops programmes stopped, reports of stock 

outs
• Return to CD4=80, no TB screening – in months, hospitalisations 

– 2004
• No key population programmes – no prevention, more illness 
• No early-warning system – DoH has no systems in place
• Impact on economy: loss of >24 000 jobs, R20 billion/year (just 

PEPFAR)
• But there is more: impact on neighbours



My epiphanies for 2024/5
• Ain’t gonna be injectable long-acting treatment anytime soon



My epiphanies on ARVs (1)
• Ain’t gonna be injectable long-acting treatment anytime soon (like a decade)

• Studies miles away



My epiphanies on ARVs (2)
• Injectable ARV therapy is far more complicated than people think
• “Saturation complexity” – almost no sites > 100 with CAB/RILP - 

Glasgow November 2024

• Massive physician resistance – reimbursement, confidence



My epiphanies on ARVs (this week)  (3)
•  Long-acting weekly treatment may be closer, more transformative



My epiphanies on ARVs (4)
• Injectable PrEP going to change things
• BUT it is more complicated than I thought
• And weekly and monthly oral PrEP on its heels



WHO PrEP recommendations and guidance
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How PrEP look like?

• Oral PrEP >90% effective, dapi-ring lower but acceptable
• Injectable studies remarkable – injectables near 100% effective, brings ALL the promise off LAI 

over daily oral

• “Will electrify HIV prevention”, “LAI PrEP is a gamechanger “
• Except it isn’t – totally unavailable



PrEP is a disaster
Thanks, AVAC!



PrEP is a disaster

VS 5-6 million 
on TLD



PrEP is a disaster



https://www.statnews.com/2024/09/18/lenacapavir-cabotegravir-hiv-aids-clinical-trials-africa/ 19



My epiphanies on ARVs (5)
• Can someone PLEASE sort out the integrase inhibitors?
• Multiple worrying signals



What happened with mass treatment?

• We had an imperfect twice-daily oral formulation BD 
• 2 tablets am, 3 tablets pm – d4T plus 3TC plus efavirenz

• Muddled through – built delivery system as we went
• Initial rationing - via CD4, adherence visits, systems barriers
• Long acting drugs are paradigm-shifting –need similar mindset, 

initial offerings will not be perfect but allow us to test systems
• Waiting for perfect drug combinations delays this – suits 

pharma, government, donors



LAIs pose unique challenges to health 
systems
• If injections:

• Do they need HCWs? (all current LAIs need this)
• What about ‘bridges’ and extra tablets? Health systems hate 

complexity like that
• Do we have ‘choice’ – ie: more than one regimen?

• Brings the old issues of supply lines, HCW prejudice, switching
• What about reminders and tails and LTFU?

• Programmes don’t do that without PEPFAR
• We will need a LOT of muddling!



TLD has set a high bar
 in LMICs

• When dolutegravir replaced efavirenz…
• Better side effects

• Neural tube defect signal resolved
• Diabetes, blood pressure, inflammation, weight gain  

concerns need better data
• Better persistence

• Compelling retention and VL data – PEPFAR, other 
cohorts

• Remarkable resistance profile
• Years and tens of millions of patients in, and still 

rare
• Cheaper

• Price of annual 1st line treatment dropped from $110 
to $50/year

• Dolutegravir has been a massive 
public health success! 



So then why all this excitement about 
long-actings? Especially injections?

• Patients love this!
• Conventional wisdom challenged 

• ‘men are scared of needles’
• ‘patients don’t like injections’
• ‘patients won’t come back’

Imagine
• Giving a patient 28 tablets for 6 months? 
• Injections every 1, 2, 3, 4 or 6 months

• Adherence has been a huge issue in PrEP, in adolescents in treatment, in 
certain key-populations (drug users, ‘chaotic lives’) 

• But even everyday people don’t like tablets – ‘when can I get them?’



What are we talking practically?
Few LAI treatment agents currently
• Only 3 formulations registered by the FDA
• Cabotegravir with rilpivirine for treatment
• Lenacapavir subcutaneous 6-monthly for treatment - in highly 

experienced patients, with a lead-in oral dose, with optimized backbone

• All made by different companies, often with different global 
mandates

• Multiple other agents (islatravir, mAbs, combinations) under 
investigation in phase 2, phase 3; subcut TLD in phase 1



Agent 1: Cabotegravir (ViiV Healthcare)

• Next generation integrase inhibitor, high(ish) resistance barrier - 
<dolutegravir

• Monthly and 2-monthly dosing: CROI 2024 - ?longer – ViiV working 
on 4/12 with rilpivirine CROI 2025: ?longer

• Intramuscular injectable, (oral lead in - ?need) 
• T ½  21-50 days, studies found it detectable out to year!
• This ‘tail’ a double-edged sword – great for dosing, but lots of time to:

• to get breakthrough HIV if on PrEP 
• and resistance if on other antiretrovirals for treatment

• Safety excellent (injection site reactions) (erythema, nodules, intravenous 
administration can be scary – Cape Town!))



Cabotegravir IMI administration is complex

• Special training required to administer
• Separate injection, in a different buttock region, relatively large 

volume
• Special needle needed for people with obesity 
• Other sites (thigh) being tested – similar pk, but patients largely 

preferred buttocks (CROI, 2023)

• Self-administration devices being tested (2023) ANS 
subcutaneous (minor-epiphany) with higher volumes – but 
painful



How effective is it as PrEP?
• Phase 1, 2, 3 studies completed – highly effective across all 

sexes, superior to oral TDF/3TC
• FDA approval 2022, SA 2022, EMA 2023, multiple other 

countries ince then (including 7 African countries (as of May 2024))
• Highly acceptable in multiple studies as PrEP (and treatment)



Politics of costs and access to CAB LA
• ViiV initially announced it would make the world’s CAB LA
• Immediate reaction was immediate and angry, ViiV changed position especially 

when clear could not cope with volume post PrEP results
• No immediate access plan, no immediate access price, restrictions on access to 

drug for implementation/investigator studies 
• Initial cost of ViiV offering of CAB LA high - >$40/dose, now UK£29/dose, needs to 

to be $9-15 (CHAI: possible)
• Cabotegravir is complex to make

• technology transfer
• expensive manufacturing equipment
• important QA processes

• Led to licencing to Medicine’s Patent Pool (MPP) and granting of 3 licences (Cipla, 
Viatris, Aurobindo) – protracted process ?2027 – NOT for treatment 
(https://medicinespatentpool.org/licence-post/cabotegravir-long-acting-la-for-hiv-pre-exposure-prophylaxis-prep)

https://medicinespatentpool.org/licence-post/cabotegravir-long-acting-la-for-hiv-pre-exposure-prophylaxis-prep


Agent 2: Rilpivirine (J&J/Jansen) – discussing injectable here

• Next generation non-nucleoside reverse transcriptase inhibitor
• Oral agent available for > decade as FDC, injectable IMI LA (oral ½ life 

45-50 hours, IMI 13-28 weeks) separate injection with CAB
• Higher barrier to resistance vs older NNRTIs, but still vulnerable
• Dosed 2 monthly – CROI 2025: ? Longer achievable
• Given IMI, needs HCW training, needs cold chain, painful (very viscous), 

separate injection site from cabotegravir, new site each time
• Side effects – local reactions, but well tolerated
• In HIC, prior resistance/lack of resistance testing a contraindication



Much shorter than 
CAB LA!



Access?

• Munich IAS July 2024: “We won’t enforce the patent” – appears that 
J&J will cease developing/manufacturing the LAI drug 

• No formal communication yet - ? What this means for ViiV
• Major implications for cabotegravir/rilpivirine combination for 

treatment



CAB/RILP for treatment

• Phase 3 – monthly and 2-monthly dosing 
non-inferior to oral Rx

• Lead-in optional (Orkin, LancetHIV, 2023)

• Occasional resistance 
• EMA approval 2020, FDA 2021, others 

followed



Combination of CAB/RILP LA for treatment?

• Initially dismissed for LMICs
• Cost – 2 injections, likely to be $ >>> $ TLD
• Resistance profile (background NNRTI resistance) and requirements for 

genotyping
• Complexity of systems for administration (trained staff, cold chain, long 

needles, etc etc), risk stratifications (obesity, clades etc etc)
• For suppressed patients? – the ones who least need it!
• 4/12 in development



Renewed interest in CAB/RILP…

• Off-label use in viraemic and ARV-naïve patients – with 
excellent results 

• And along came CARES (Kityo et al, CROI 2024, LancetID), 97% 
suppression in switch patients at 48 weeks! High 
acceptability, safety



Caveats are virological

• One patient on CARES with isolated INSTI mutation Q148R
• Dutch cohort failures – 5 with failure, despite no risk, low pk - Wensing, 

CID

• Failure in pregnancy case, RILP 70% lower, although no VF - van der 
Wekken-Pas, CID



But immediate and urgent need:

• In unsuppressed patients – think adolescents, high-risk adults
• And the only combination to start testing implementation of LAIs in 

LMICs
• But:

• Extremely limited access to either drug
• No licencing agreement for either drug for treatment 
• Unclear patents for rilpivirine, and no pathway to make it viable for generic 

companies



Agent 3: Lenacapavir (Gilead Sciences)

• Capsid inhibitor
• Oral (daily, weekly) or subcutaneous (3, 6 monthly)
• Well tolerated (subcutaneous nodules?), resistance barrier high(ish)
• Approved for heavily pretreated ARV patients in small study, on 

optimised backbone – registered FDA/EMA 2022
• Don’t forget needs oral lead in!
• Manufacturing – technically not hard to make, but API complex 

to manufacture; having oral and subcutaneous formulations 
makes access complex



How is it available?

• Orally and subcutaneously
• Oral – 300mg tablet
• Subcutaneously – 3 and 6 

monthly (?can be dosed other 
intervals), 1.5ml 463mg in each 
syringe, given as TWO injections

• NB: Subcut takes time to reach 
peak value, so needs a loading 
dose – has significant 
implications for programmes



Lenacapavir Dosing Schedule

Source: Lenacapavir Prescribing Information

Lenacapavir Dosing Schedule

Initiation Option 1

Day 1 927 mg by subcutaneous injection (2 x 1.5 mL injections) + 600 mg orally (2 x 300 mg tablets) 

Day 2 600 mg orally (2 x 300 mg tablets) 

Initiation Option 2

Day 1 600 mg orally (2 x 300 mg tablets) 

Day 2 600 mg orally (2 x 300 mg tablets) 

Day 8 300 mg orally (1 x 300 mg tablets) 

Day 15 927 mg by subcutaneous injection (2 x 1.5 mL injections)

Maintenance

927 mg by subcutaneous injection (2 x 1.5 mL injections) every 6 months (26 weeks) from date of the last injection +/-2 
weeks 

Missed dose: If more than 28 weeks since last injection and clinically appropriate to continue lenacapavir, restart initiation from Day 
1, using either Option 1 or Option 2

Slide acknowledgement: National HIV 
Curriculum, www.hiv.uw.edu



Access

• Opaque access plan from Gilead after prevention results – several 
generics licenced in internal arrangement Sept 2024

• NOT for treatment beyond highly pre-treated patients!
• Prevention volumes envisaged late 2027
• ??? cost
• Gilead says ‘will make enough drug for everyone’ till generics make it
• Tiny ACTG study for LEN/CAB after > year pleading – concern is ‘asynchronous 

dosing’





Do we need a lenacapavir/cabotegravir study 
for LMICs?
• Most obvious combination

• Pregnancy data
• Plenty safety, acceptability data
• TB less of an issue, hep B will need resolution with any LAI without TDF/3TC

• CAB may be amenable to 3, 4, 6 monthly dosing, more ‘synchronous’
• Cost likely to approach TLD if administration devices kept simple, 

volumes high, HCW approach kept simple



Agent 4: Islatravir (MSD/Merck)

• Nucleoside reverse transcriptase translocation inhibitor (NRTTI)
• Derived from soy sauce flavouring
• Developed by Merck/MSD when bought in 2012
• Oral – daily, weekly; monthly (PrEP/implant paused due to side 

effects)
• High resistance barrier, very well tolerated, very low dose



Pure enzyme synthesis

• Traditional small molecule synthesis – multiple steps, time 
consuming, complex, with significant waste and environmental hazard

• Islatravir – manufactured using ‘biocatalysis’- pure enzymatic 
reaction, biochemist awe

• High volume, no waste, possible revolutionary mechanism to 
manufacture drugs

https://cen.acs.org/pharmaceuticals/process-chemistry/Scientists-made-HIV-
drug-using/97/web/2019/12



Islatravir continued

• Current plan is oral weekly combo with LEN – preliminary data from 
CROI 2024 phase 2 promising, also plans for oral daily with doravirine

• 2025: long-acting treatment back on the table
• No access discussions, minimal pregnancy data
• Combination is potentially very cheap to make, and package
• Provisional safety and resistance data very encouraging



Other agents: Mabs and things

• >17 antibodies evaluated – good safety, but resistance a major issue; 
cost and dose – Gilead’s LEN pairing strategy

• Lots of optimism in the field, not many results yet
• Also: long-acting TAF, new Merck ‘islatravir’
• Industry products that aren’t in the sunlight 
• Injectable TLD LA – in primates, s/c 4 weekly, pk adequate (AIDS 2023) – 

intriguing data suggesting alternative to current approaches



The rise of weekly tablets…



Once-Weekly Islatravir Plus Lenacapavir in 
Virologically Suppressed PWH: Week 48 Safety, 
Efficacy, and Metabolic Changes 
Amy E. Colson1, Gordon E. Crofoot2, Peter J. Ruane3, Moti N. Ramgopal4, Alexandra W. Dretler5, Ronald G. Nahass6, 
Gary I. Sinclair7, Mezgebe Berhe8, Fadi Shihadeh9, Shan-Yu Liu9, Stephanie Klopfer10, Sharline Madera9, 
Hadas Dvory-Sobol9, Martin S. Rhee9, Elizabeth G. Rhee10, Jared Baeten9, Joseph Eron11

Presentation O21

1Community Resource Initiative, Boston, Massachusetts, USA; 2The Crofoot Research Center, Houston, Texas, USA; 3Ruane Clinical Research, Los Angeles, California, 
USA; 4Midway Immunology & Research Center, Fort Pierce, Florida, USA; 5Metro Infectious Disease Consultants, Decatur, Georgia, USA; 6IDCare, Hillsborough, 
New Jersey, USA; 7Prism Health North Texas, Dallas, Texas, USA; 8North Texas Infectious Diseases Consultants, Dallas, Texas, USA; 9Gilead Sciences, Foster City, 
California, USA; 10Merck & Co., Inc., Rahway, New Jersey, USA; 11University of North Carolina, Chapel Hill, North Carolina, USA

HIV Drug Therapy Glasgow 2024, November 10–13, Glasgow, United Kingdom 
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Methods

a600 mg of LEN was given on Day 1 and Day 2 for pharmacologic loading. bRandomised, N=106; dosed, n=104. 
AE, adverse event; B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; BMI, body mass index; c/mL, copies/ml; D, Day; FDA, Food and Drug Administration; HBV, hepatitis B virus; ISL, islatravir;
LEN, lenacapavir; PWH, people with HIV-1; QD, daily; QW, weekly; W, Week.
1. Colson A, et al. CROI 2024; Abstract 208.

A Phase 2, Open-label, Active-Controlled Study in Virologically Suppressed PWH

Eligibility criteria
• Aged ≥18 years
• On B/F/TAF for >6 months
• HIV-1 RNA <50 c/mL for 

>6 months
• No history of virologic failure
• CD4+ T-cell count ≥350 cells/µl
• Lymphocyte count ≥900 cells/µl
• No HBV infection

ISL 2 mg + LEN 300 mg oral QWa

B/F/TAF oral QD

ISL 2 mg + LEN 300 mg oral QWN=106b

1:1

D1 W12 W24 W48 Visits every 12 weeks

Extension phase

Primary endpoint:1 

• Proportion with 
HIV-1 RNA ≥50 c/mL 
at Week 24 per FDA 
Snapshot Algorithm

Secondary endpoints included in this presentation: 
• Proportion with HIV-1 RNA ≥50 c/mL at Week 48
• Proportion with HIV-1 RNA <50 c/mL at Week 48
• Change from baseline in CD4+ T-cell count
• AEs leading to study drug discontinuation

Other assessments: 
• Change in BMI, body weight, and adherence
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Baseline Demographic and Disease Characteristics
ISL+LEN (n=52) B/F/TAF (n=52) Total (N=104)

Median (range) age, years 40 (28–67) 40 (26–76) 40 (26–76)
Assigned female at birth, n (%) 10 (19.2) 9 (17.3) 19 (18.3)
Gender identity, n (%)

Transgender female 1 (1.9) 0 1 (1.0)
Non-binary/third gender 0 1 (1.9) 1 (1.0)

Race, n (%)
White 25 (48.1) 27 (51.9) 52 (50.0)
Black 21 (40.4) 16 (30.8) 37 (35.6)
Asian 2 (3.8) 1 (1.9) 3 (2.9)
American Indian or Alaska Native 1 (1.9) 2 (3.8) 3 (2.9)
Native Hawaiian or Pacific Islander 0 (0) 1 (1.9) 1 (1.0)
Other 3 (5.8) 5 (9.6) 8 (7.7)

Hispanic or Latinx ethnicity, n (%) 13 (25.0) 17 (32.7) 30 (28.8)
Mean (SD) CD4+ T-cell count, cells/µL 755 (223.6) 818 (271.3) 786 (249.5)
Mean (SD) lymphocyte count x 103 cells/µL 1.94 (0.445) 1.95 (0.652) 1.94 (0.556)
Median (IQR) body weight, kg 79.3 (70.4–87.4) 83.2 (76.1–92.5) 80.5 (74.4–88.7)
Median (IQR) BMI, kg/m2 26.9 (23.8–30.0) 27.2 (25.5–29.3) 27.1 (24.5–29.4)

B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; BMI, body mass index; IQR, interquartile range; ISL, islatravir; LEN, lenacapavir.
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Virologic Outcomes at Week 48 by FDA Snapshot Algorithm

Participants in both treatment groups maintained high rates of virologic suppression

AE, adverse event; B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; c/mL, copies/mL; FDA, Food and Drug Administration; ISL, islatravir; LEN, lenacapavir.
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Change in BMIChange in Body Weight

No between-group differences in median change in body weight and BMI at Week 48

B/F/TAF, bictegravir/emtricitabine/tenofovir alafenamide; BL, baseline; BMI, body mass index; IQR, interquartile range; ISL, islatravir; LEN, lenacapavir; W, Week.

-3

-2

-1

0

1

2

3

ISL+LEN; n=52

B/F/TAF; n=52

–3

–2

–1

–1

–0.5

Body Weight and BMI Changes Through Week 48



Dual therapy continued – the next blockbuster?

• Other combinations:
• Gilead – LEN + LAI INSTI
• Merck – LAI NNRTI + islatravir

• Same number of tablets for 6 months as usually provided monthly
• Concerns:

• Adherence for weekly dosing unfamiliar in HIV world
• Pregnancy data, TB and hep B issue
• How big a step forward is this really for LMICs? Why not wait for injectables?
• Do we work on this as a side-project?



Current situation for treatment access
• No access to promising agents for necessary studies – for changing 

guidelines or demonstration projects
• Even if all drug companies allowed instant access today, we need:

• Studies of different drugs in different combinations
• Switch studies, naïve studies, unsuppressed studies, pk studies, special 

population studies

• And THEN we need to start working how to scale in LMIC health 
systems
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And finally…

• Just when you thought the weight nonsense was over….



PASO-DOBLE (GeSIDA 11720): Switch to DTG/3TC 
vs BIC/TAF/FTC in Virologically Suppressed Persons 
With HIV

Supported by educational grants from Gilead Sciences, Inc. and ViiV Healthcare.

CCO Official Conference Coverage
of AIDS 2024, the 25th International AIDS Conference; 
July 22-26, 2024; Munich, Germany  

Provided by Clinical Care Options, LLC 
Produced in partnership with the International AIDS Society.



Slide credit: clinicaloptions.comMartinez. AIDS 2024. Abstr OAB3606LB.

PASO-DOBLE: Study Design

 Multicenter, randomized, open-label phase IV trial in Spain

 Primary endpoint: plasma HIV-1 RNA ≥50 c/mL at Wk 48 by FDA Snapshot with 
noninferiority margin of 4%

 Key secondary endpoints: efficacy, safety, tolerability, weight change

Adults with HIV-1 RNA <50 c/mL for 
≥24 wk; current ART with ≥1 pill/day 
including either COBI booster, EFV, or 
TDF; no earlier VF or ART resistance; 

no previous use of DTG or BIC;
no chronic HBV

(N = 553)

DTG/3TC
(n = 277)

BIC/FTC/TAF
(n = 276)

Randomized
1:1

Stratified by TAF 
use at baseline,

sex at birth 

http://www.clinicaloptions.com/


Slide credit: clinicaloptions.com

PASO-DOBLE: Baseline ART Regimens

Agent/Class, n (%) DTG/3TC
(n = 277)

BIC/FTC/TAF
(n = 276)

NRTI 1
   TAF
   ABC
   TDF
   No NRTI 1

77 (27.8)
59 (21.3)
92 (33.2)
49 (17.7)

78 (28.3)
52 (18.8)

103 (37.3)
43 (15.6)

NRTI 2
   3TC
   FTC
   None

70 (25.3)
182 (65.7)

25 (9.0)

64 (23.2%)
190 (68.8%)

22 (8.0%)
Core drug 
   NNRTI only
   INSTI only
   PI only
   >1 core drugs

138 (49.8)
44 (15.9)
93 (33.6)

2 (0.7)

141 (51.1)
49 (17.8)
82 (29.7)

4 (1.4)

Martinez. AIDS 2024. Abstr OAB3606LB.

http://www.clinicaloptions.com/
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PASO-DOBLE: Virologic Efficacy

Martinez. AIDS 2024. Abstr OAB3606LB.

Snapshot Outcomes at Wk 48 (ITT-E Population)
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 By Wk 48, ≥1 virologic blip in 5.8% (16/277) receiving DTG/3TC and in 9.4% (26/276) receiving 
BIC/FTC/TAF; P = .106 
‒ Through Wk 48, 98 vs 152 total blips in those receiving DTG/3TC and BIC/FTC/TAF, respectively 

 Confirmed virologic failure through Wk 48 in 1 participant receiving BIC/FTC/TAF vs 0 in those 
receiving DTG/3TC; no cases of emergent resistance in either arm

http://www.clinicaloptions.com/
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PASO-DOBLE: Body Weight Outcomes by Baseline NRTI 

 Change in weight with BIC/TAF/FTC may depend on NRTI of previous regimen

‒ In DTG/3TC arm, proportion with >5% weight gain was similar regardless of BL NRTI

‒ In BIC/FTC/TAF arm, proportion with >5% weight gain was highest after switch from TDF or ABC 

Martinez. AIDS 2024. Abstr OAB3606LB.
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ADVANCE 192-week data

http://www.clinicaloptions.com/


L Calza HiV Med 2024

60.4% at baseline

Improved insulin resistance
associated with decreased
waist circumfence and 
improved cardiometabolic
profile



YJ Hwang CROI 2924 #805, AIDS 2024

Weighted cumulative incidence of diabetes after switching to an 
INSTI compared to continuing an NNRTI or PI
N at risk and N of events represent weighted values

2,075 PWH who attended 22,116 visits where they continued NNRTI or PI and 631 visits where they
switched to INSTI.
Globally, switching to INSTI was associated with a weighted HR of 1.11 for incident diabetes (NS).
Increased risk of incident diabetes in the first two years (wHR: 1.79)
If no weight gain occured during the first two years wHR: 1.22 (NS).

Association between switching to integrase strand transfer inhibitors
and incident diabetes in people with HIV: a longitudinal cohort study



D Rupasinghe CID 2024 in press

INSTI-related changes in BMI and risk of diabetes: a prospective study
from the RESPOND cohort consortium

• Among 20,865 PWH (74% male, 73% 
white) 

• baseline age 45y, median BMI 24,
• 785 DM diagnosed with a crude rate 

7.3/1000 PYFU
• Ln(BMI) strongly associated with DM 

incidence rate ratio: 16.54
• Current INSTI use associated with

increased DM risk: 1.58 in years 1 to 3
• Only partially attenuated when adjusted

to ln(BMI): 1.48



CD Lahiri CROI 2024 #823

Short and long-term body weight gain following switch to 
integrase inhibitors differs by sex



Fibrosis, Inhibition of beiging, Hypertrophy
and Dysfunction of AT

K Ngono Ayissi 23rd workshop on long-term
complications of HIV and SARS-CoV-2, 2021, Cells 2022
J Gorwood ANRS-MIE 2022

BIC

Deleterious impact of INSTIs on adipose tissue functions



As for HIV: The drugs are revolutionising 
everything



0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

Explosion in indications – from renal 
to liver to heart failure (to addiction)

https://www.astralcodexten.com/p/why-does-ozempic-cure-all-diseases




	Slide Number 1
	Slide Number 2
	Quick SA numbers update…
	Slide Number 4
	Then January 2025 came
	South Africa and PEPFAR
	It is almost unbearable – we were so close
	Why must South Africa be scared?
	My epiphanies for 2024/5
	My epiphanies on ARVs (1)
	My epiphanies on ARVs (2)
	My epiphanies on ARVs (this week)  (3)
	My epiphanies on ARVs (4)
	WHO PrEP recommendations and guidance
	How PrEP look like?
	PrEP is a disaster
	PrEP is a disaster
	PrEP is a disaster
	Slide Number 19
	My epiphanies on ARVs (5)
	What happened with mass treatment?
	LAIs pose unique challenges to health systems
	TLD has set a high bar� in LMICs
	So then why all this excitement about long-actings? Especially injections?
	What are we talking practically?�Few LAI treatment agents currently
	Agent 1: Cabotegravir (ViiV Healthcare)
	Cabotegravir IMI administration is complex
	How effective is it as PrEP?
	Politics of costs and access to CAB LA
	Agent 2: Rilpivirine (J&J/Jansen) – discussing injectable here
	Slide Number 31
	Access?
	CAB/RILP for treatment
	Combination of CAB/RILP LA for treatment?
	Renewed interest in CAB/RILP…
	Caveats are virological
	But immediate and urgent need:
	Agent 3: Lenacapavir (Gilead Sciences)
	How is it available?
	Lenacapavir Dosing Schedule
	Access
	Slide Number 42
	Do we need a lenacapavir/cabotegravir study for LMICs?
	Agent 4: Islatravir (MSD/Merck)
	Pure enzyme synthesis
	Islatravir continued
	Other agents: Mabs and things
	The rise of weekly tablets…
	Once-Weekly Islatravir Plus Lenacapavir in Virologically Suppressed PWH: Week 48 Safety, Efficacy, and Metabolic Changes 
	Methods
	Baseline Demographic and Disease Characteristics
	Virologic Outcomes at Week 48 by FDA Snapshot Algorithm
	CD4+ T-cell and Lymphocyte Count Changes Through Week 48
	Slide Number 54
	Dual therapy continued – the next blockbuster?
	Current situation for treatment access
	Slide Number 57
	And finally…
	PASO-DOBLE (GeSIDA 11720): Switch to DTG/3TC �vs BIC/TAF/FTC in Virologically Suppressed Persons With HIV
	PASO-DOBLE: Study Design
	PASO-DOBLE: Baseline ART Regimens
	PASO-DOBLE: Virologic Efficacy
	PASO-DOBLE: Body Weight Outcomes by Baseline NRTI 
	ADVANCE 192-week data
	Slide Number 65
	Slide Number 66
	Slide Number 67
	Slide Number 68
	Slide Number 69
	As for HIV: The drugs are revolutionising everything
	Weight Loss Required for Therapeutic Benefit
	Slide Number 72

