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Long-acting Oral therapy Difference (95% CI)*
therapy (n=255) (n=257)

Primary outcome

HIV-1 viral load level

<50 copies per mL 246 (96%) 250 (97%) -0-8 (-3-7/t02.3)

ESU CCH:H,HH,M| + i TiTA] [ A T T P = A B I, T

vovir | ong-acting therapy had non-inferior efficacy
Primary

wvav compared with oral therapy, with a good safety

<50 cc . . .

... profile, and can be considered for African
o« treatment programmes.

econd: )
HIV-1 viral load <200 copies per mL 250 (98%) 252 (98%) -0-01 (-2-4to 2-4)
Confirmed virological failure|| 2 (1%) 0 0-8 (-0-7 to 2-8) j
Confirmed virological failure (per protocol)|| 2 (1%) 0 -
Confirmed virological failure with =1 major 2 (1%) 0

acquired resistance mutation™*

Mean (SD) change from baseline in CD4 -13(203) 13 (206) -26 (-62t09)
count, cells per mm*11
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Second-Line Switch to Dolutegravir
for Treatment of HIV Infection

Table 2. Primary End Point at Week 48.

Dolutegravir Ritonavir-Boosted PI Difference
End Point (N=397) (N=394) (95% Cl)* P Value
number (nercent) percentaoe noints
[imary endein Ty previously treated, virally suppressed patients ]

HIV-1 RNA =!

.. without known drug resistance, switching to
ey dolutegravir was noninferior to continuing a ritonavir-

Treatment dis

winlasta DOOSted PI regimen.

HIV-1 RNA <50 c

N Engl ] Med 2023;388:2349-59.
DOI: 10.1056/NEJM0a2210005
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Efficacy and safety of the novel capsid inhibitor lenacapavir
to treat multidrug-resistant HIV: week 52 results of a

phase 2/3 trial

Onyema Ogbuagu, Sorana Segal-Maurer, Winai Ratanasuwan, Anchalee Avihingsanon, Cynthia Brinson, Kimberly Workowski, Andrea Antinori,
Yazdan Yazdanpanah, Benoit Trottier, Hui Wang, Nicolas Margot, Hadas Dvory-Sobol, Martin S Rhee, Jared M Baeten, Jean-Michel Molina, on

behalf of the GS-US-200-4

A Trial desig|

Randomly

assigned col
Stable viraen
HIV-1RNA o
=400 copies
during screel

period

Non-randor
assigned col
Reduced vira
HIV-1RNA o
<400 copies
during screel
period, or

enrolment after
cohort 1 filled

Particinants (%)

A
KohorE{5=36) Cohort 2 (n=36) Cohorts1and 2 (n=72)
100 HIV-1RNA
8 [ <50 copiespermL | :
83 3 I <200 copies permL | : g5

so_|—l 78 78

In participants with ‘multidrug—resistant HIV-1, subcutaneous
lenacapavir combined with an optimized background regimen
achieved high virological suppression rates through 52 weeks.

viroiogicai viroiogicai NO virologicai viroiogicai viroiogicai NO viroiogicai viroiogicai viroiogicai NO viroiogicai
suppression failure data suppression failure data suppression failure data ‘
T T 1
Day1 Day 15 Week 52

Lancet HIV 2023; 10: e497-505
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Do

utegravir plus boosted darunavir versus recommended

stz
wi
no
fai

D’EFT

Stage 1and .
Viral load at week 48
Standard of care group Comparator
b0 (ritonavir-boosted darunavir group, n/N
darunavir plt plus two NRTIs), n/N
two NRTIs
HISRNhATaCTaS Standard of care vs dolutegravir with tenofovir ‘

Participantswithdata ~7~

= —— In ndividuals failing NNRTI-based ﬁrst line ART,

[ <50 copies per mL

‘iEZZZEiZiZZ'th switching to dolutegravir plus r/darunavir or dolutegravir

Baseline HIV RNA =10

asnen W1th TDF and lamivudine/emtricitabine was non-inferior

Missing data

sosn -t r/darunavir with two NRTIs 1n achieving viral

<200 copies per mL

e SUppression, even without universal genotyping.

Participants with data .. | | | | | | |

Missing data 1 -15 -10 -§ 0 B 10 15
<50 copies per mL 25 (57%) . :
<200 copies per mL 34 (77%) Proportion difference (95% Cl)
<400 copies per mL 34 (77%) < ’
Efficacy percentages exclude participants) Favours standard of care Favours com pa rator

assigned but excluding administrative wit

LMl ke b B BE ¥ LW iy 11: 435_48
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Short oral regin
tuberculosis (TI
controlled, pha:
non-inferiority

Bern-Thomas Nyang'wa, Catherine E
Varvara Solodovnikova, Irina Liverko,

Standard care BPaLM Risk difference Pinteraction
n/N (%) n/N (%) (two-sided 96-6% Cl)
Primary outcome 56/137 (41%) 16/137 (12%) —_—— -29-2% (-39-8t0-18-6)
—— | Age(years)
Number of parti,___19 0o foTal
Numberwith | 18tec <45 33/100 (33%) 12/101 (12%) — -21-1% (-33-2to -§-0)
outcome 45 to <65 22/36 (61%) 3/33 (9%) 4+“—— -52:0% (-723to-}1-8)
Number with| =65 1/1 (100%) 1/2 (50%) NA
outcome Sex
Number non-| Female 21/52 (40%) 7160 (12%) . -28.7% (-45-6 to ~11.8)
~20.5% (-43.2 to -15. .
Unadjusted risk| M3 35/85 (41%) 9/77 (12%) e 295% (-432to-158)  0.94
Country
S Belarus 17/27 (63%) 126 (4%) @——— -591% (-80-4t0 -37.9)
Non-inferiority | .
(margin12%) | >outhAfrica 12/49 (24%) 9/48 (19%) . -57% (-23-4t011.9)
o Uzbekistan 27/61 (44%) 6/63 (10%) . -347%(-503t0-19-1)  0-0002
Superioritypval |,

foatkimejer Pt The 24-week, all-oral BPaLM regimen is safe and effective for
treating pulmonary rifampicin-resistant tuberculosis and was
added to WHO guidelines in 2022. It 1s likely to become the
preferred regimen for adolescents and adults.

Treatment failur
Lost to follow-uj
Lost to follow-
Withdrew con
Disease recurren
Dataare norn (%)

96-6% Cl for prima
Haenszel approach

Table 2: Primary |

randomisation

e

Not currently smoking

36/91 (40%)
Currently smoking 20/46 (43%)
Fluoroquinolone resistance status
Sensitive 38/91 (42%)
Resistant 11/31(35%)

Enrolment relative to COVID-19 pandemic
Pre-COVID-19 pandemic  37/78 (47%)
Post-COVID-19 pandemic ~ 19/59 (32%)

14/94 (15%)
2/43 (5%)

5/91 (5%)
6/32 (19%)

6/74 (8%)
10/63 (16%)

P i
—_— i

[ T T T : 1
-60 -40 -20 10
«— —»

-24.7% (-38-0t0-11.2)
-38.8% (-55-8t0-21-9)

-363% (-48:3t0-24-2)
-167% (-40-1 to 6-6)

-393% (-531t0 -256)
-16:3% (-32:5t0 0.0)

0-16

012

0.022
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Co-morbidities
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.. NT TKXA7T TN 2T A NT T
A Estimated Treatment Effect
Pitavastatin Placebo
Subgroup (N=3888) (N=3881) Hazard Ratio (95% Cl)

no./1000 person-yr (no. of events)

Primary outcome and supporting analyses
First MACE 431 (89) 7.32 (136) —e— 0.65 (0.48 to 0.90)
First MACE including vital status follow-up 4.75 (90) 7.22 (137) —— 0.66 (0.50 to 0.86,
First confirmed MACE PN M B (W W ARE  ——— ALC INAC ta A TT\
Pit: First MACE (as-treated analysis) B First MACE C First MACE or Death
¢ First MACE (per-protocol analysis) 100 8 100 8
S Sec?ndary outcomes and supporting an . . Placabis
1 First MACE or death X 30 6 Placebo X 30 6
Geral First MACE or death including vital st bt 3
era Death from any cause S 4 S 4
Individual components of MACE ‘5 €0 2 '3 60 2 -
| First . [ P=3 atP®
Joi First
il Partici pants W|th HIV infection who recelved pltavastatl n had a lower risk of a major adverse
i cardiovascular event than those who received placebo over a median follow-up of 5.1 years
eal
Flrst CAraiac camneterizauon or revasc O_J = c I —
F | g 1 I i 1 1 1 = 1t 1 i I 1 1 I
frst Cal‘l.)tld or cereb.rovascu ar re.vaS(‘ 0 12 24 36 43 60 72 0 12 24 36 48 60 72
First peripheral arterial revascularizat|
Months Months
Cumulative Cumulative
Incidence Incidence
of Event (%) of Event (%)
Placebo 000 0.66 1.38 2.14 2.74 336 436 Placebo 0.00 080 2.03 3.34 4.44 5.35 7.06
Pitavastatin 000 0.56 0.95 135 1.89 2.41 2.73 Pitavastatin ~ 0.00  0.77 1.58 2.39 340 454 5.54
No. at Risk No. at Risk
Placebo 3881 3693 3506 3356 2997 2182 959 Placebo 3881 3693 3506 3356 2997 1975 919
Pitavastatin 3888 3647 3475 3364 2997 1947 1052 Pitavastatin 3888 3647 3475 3364 2998 1948 1027
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Annals of Internal Medicine ¢ Vol. 177 No. 6 e« June 2024 835

The Effect of Open-Label Semaglutide on Metabolic
Dysfunction-Associated Steatotic Liver Disease in People

With HIV e SLD is an independent CVD risk factor
* Semaglutide would reduce intrahepatic triglycerides

Table 2. Changes in IHTG, Cardiometabolic Parameters, and HIV-Associated Parameters

s .
Qutcome Baseline Week 24 Absolute Difference (95% ClI / Percentage Difference (95% c\
Primary
Mean IHTG (SD), %* 12.7 (6.1) 8.5(4.7) —4.2(-5.4to —3.1) —31.3(—39to —23.6)
Secondary
Mean weight (SD), kg 103 (20.8) 95.1(22.8) —7.8(=95t0 —-6.1) —8.1(—9.8t0 —6.4)

Mean BMI (SD), kg/m?

mean waist circurnference (sD), « SeMaglutide 1s an effective therapy for MASLD in PWH andg

Mean HOMA-IR score (SD)

Mean fasting glucose level 5D), - SNOWS eVIdence of broader cardiometaboljc benefit

Mean HbA,_ level (SD), %

Mean fasting total cholesterol level (SD), mg/dLt 175(43.3) 174 (34.8) —4.0(-10.8t02.9) —0.2(-4.2to0 3.7)
Mean fasting triglyceride level (SD), mg/dL§ 150(87.9) 131 (75.8) —26.8(—46.0to —7.5) —10.5(—20.8to0 —0.2)
Mean fasting HDL cholesterol level (SD), mg/dL% 46 (10.5) 47.6(11.4) 20(-0.02t0 4.1) 5.3(0.6to 10.0)
Mean fasting LDL cholesterol level (SD), mg/dLt 101 (35.1) 102 (30.7) —1.0(—7.1t05.1) 3.0(-4.5t0 10.4)
Other
Mean ALT level (SD), IU/L 30.7(13.4) 24.8(11.9) —6.1(=9.5t0 —2.6) —15.3(-23.8t0 —6.7)
Elevated ALT level, n (%)|| 26 (53) 20 (41.7) = =
Mean CD4* T-lymphocyte count (SD), x 10° cells/L  0.762 (0.340) 0.730(0.302) —0.014(—0.081to 0.053) 8.2(—14.3t0 30.7)
HIV-1 RNA <50 copies/mL, n (%) 49 (100) 46 (97.9) = \ /
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Identifying risk factors far anal cancer in neonle with HIV

1-00 —— Median 8-91years (95% Cl 7-0 to >20-0)*

in Spain: a multicer lin
the PISCIS c > ?4count[cel|sperp]_]

075 350
Josep M Llibre, Boris Revollc 100 £
Marta Navarro, Elena Leon, E
Raquel Martin-Iguacel, on | g 0-50 -
300+ 3
2
A

rate

A nadir CD4 count below 350 cells/uL, especially under 200
cells/ulL, may help 1dentify HIV patients at higher risk for anal
cancer. Targeted screening for these high-risk individuals could
optimize resource use.

| I NPt m—cre = ——y -7 .t A\ Sl N~ zars <30 years

n

Figure 3: Survival analysis in people with HIV diagnosed with anal cancer

Figure 1: Incidence rate: - *The ypper limit extends beyond 20 years because it is constrained by the
Point estimates are shov han 30years,

30-44 years, 45-59 years, zufJU\.d}(::ﬁ )%QGY:?L@‘[ QSL\QMMJI?:@JQ&'MQFJM nuthr Of eventsin fh|§ nprind_ Lancet HIV 2024
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Long-Acting Injectable CAB/RPV is Superior to Oral
ART in PWH With Adherence Challenges: ACTG
Ab5359 — CROI 2024

Table: Kaplan-Meier cumulative probabilities for primary and key secondary endpoints and difference in
probabilities between LAI and SOC arms

. Endpoint CAB-LA/RPV-LA S0C Difference (nominal 98.75% CI)
Phase 111, randomized, open- (n=145%) (n=148)
i} . Failure, n Cumulative | Failure, n Cumulative
O Probability Probability
PWH Wlth pe rS I Stent Primary: Regimen 28 24.1% 47 38.5% -14.4% (-29.8%, 0.8%) ]
H IV_ 1 P I\I A )?nn failure (virologic (5+23)" (28+19)

= Endpoir LA Cabotegravir & rilpivirine injections, administered monthly or
failure ( €very other month, offer an effective HIV treatment option for
confirm 1ndividuals struggling with daily pill adherence and maintaining
RNA>2 viral suppression.

treatmer.. S
. . . discontinuation
d I SCO n tl n U a.tl O n * One participant with ART information pending was excluded from the interim efficacy analyses. * One participant

assigned to LAI had treatment discontinuation as the primary endpoint but subsequently experienced VF.

Feb 12, 2024, DSMB halted the study due
to superior efficacy of LA CAB+RPV 1in
secondary endpoints
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Prevention
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HIV-1 infection kinetics, drug resistance, and long-term

safety of pre-exposure prophylax otal poulation
_t_e_an_OALi_r_aJ_aie_n_a F Fastinglipidsand glucd] ANy treatment-emergent adverse event 2544 (94%)
Proteinuria @ Total cholesterol Any grade 3 or 4 treatment-emergent adverse event 67 (3%)
Totalt & —:— tlll))LL Discontinuation of study drug due to adverse event 43 (2%)
g 2001 - Serious adverse events* 257 (10%)
Baseline 25/2687 (0-¢ % l — + - + Serious adverse events related to study drugt 3 (<1%)
Week 48 25/236 1404 8 g0l Deathst 7 (<1%)

Week 06 2ms Routine HIV-1 RNA testing for individuals on daily oral
[week 144 15191 PrEP offers modest clinical benefit. Long-term use of

Dataare /N () ormedian per €MItTICItabine and tenofovir alafenamide as daily PrEP 1s
22. 6 mg/mmol. UPCR=urine pr

e safe, well tolerated, and suitable for those with bone or
at each timepoint (including th I‘enal Condltlons .

the number of participants witl
timepoint and N is the number ..

Time since bad .
T Number 1412 1160 1148 Nasopharyngitis 468 (17%)
Gied QUaNTHABLNE PIOIEIDUN ocsessabie Upper respiratory tract infection 456 (17%)
144 weeks of emtricitabine and  (lipids)
Number 1426 1332 1216 Urethritis chlamydial 394 (15%)
assessable
(glucose) Urethritis gonococcal 295 (11%)
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July 24, 2024

Twice-Yearly Lenacapavir or Daily F/TAF
for HIV Prevention in Cisgender Women

L.-G. Bekker, M. Das, Q. Abdool Karim, K. Ahmed, J. Batting, W. Brumskine,
K. Gill, I. Harkoo, M. Jaggernath, G. Kigozi, N. Kiwanuka, P. Kotze, L. Lebina,
C.E. Louw, M. Malahleha, M. Manentsa, L.E. Mansoor, D. Moodley, V. Naicker,
L. Naidoo, M. Naidoo, G. Nair, N. Ndlovu, T. Palanee-Phillips, R. Panchia,
S. Pillay, D. Potloane, P. Selepe, N. Singh, Y. Singh, E. Spooner, A.M. Ward,
Z.Zwane, R. Ebrahimi, Y. Zhao, A. Kintu, C. Deaton, C.C. | A Background HIV Incidence and HIV Incidence in Lenacapavir, F/TAF, and
and F. Matovu Kiweewa, for the PURPOSE 1 Stt F/TDF Groups
nnnnnnn A Fabast & 100.0-,

No partlclpants on twice-yearly lenacapavir acquired HIV. HIV
incidence with lenacapavir was significantly lower than both

' the background mcidence and that with F/TDF.

_ Ora
+ subcutz = 05 0
' ' R ] : [
0 26 =52 | = 0.0 .
Week Background  Lenacapavir F/TAF F/TDF
Incidence (N=2134) (N=2136) (N=1068)
Background HIV Incidence (N=8094)
Incidence expected in the absence of PrEP, 0 Infections 39 Infections 16 Infections
analogous to a placebo group 1939 Person-yr 1932 Person-yr 949 Person-yr
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Wrap-up
= Long-acting injectable regimens show promise as second-line therapy,

particularly in MDR-HIV.

= Dolutegravir-based regimens are robust for treatment-experienced
patients and those failing NNRTI-based ART.

= BPaLLM regimen is a new standard for rifampicin-resistant TB
treatment.

= Statins and semaglutid are effective in reducing CVD risk

= Nadir CD4 counts can be useful in identifying HIV patients at higher
risk of anal cancer, allowing for targeted screening.

= Long-term PrEP Is safe, particularly for those with bone or renal
concerns and new PrEP regimens are in development
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