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Obesity measured at ART initiation and the risk of cardiovascular disease, cancer and death in people with HIV 651

= Cristina Mussini 1, Andrea Giacomelliz3, Giuseppe Lapadula4>, Antonio Di Biagio®7, Andrea Gori23, Giancarlo Orofino8, Eugenia Quiros Roldan®, Antonella Cingolanil?, Giordano Madeddu??,
w Valentina Mazzottal2, Roberto Rossotti3, Sergio Lo Caputo4, Giulia Marchettis, Giovanni Guaraldit and Alessandro Cozzi-Lepri'6 on behalf of the Icona Foundation Cohort Study Group$

Fondazione Icona

Table2. Clinicaleventsobservedthroughout follow-up

Figure 1. Kaplan-Meier estimate of the time to CVD/cancer/death by exposure group

(non -obese vs obese)

CVD 112 (14.5%) 10 (15.6%) 122 (14.6%)

348 (45.0%) 26 (40.6%) 374 (44.7%) *7 swun obe eens statum

1 11005 773 Non-Obese
114 (14.7%) 5 (7.8%) 119 (14.2%) A Ohess
234 (30.3%) 21 (32.8%) 255 (30.5%)
313 (40.5%) 28 (43.8%) 341 (40.7%)
773 (100%) 64 (100%) 837 (100%)

0.5

0.4
Logrank p=0.0029

03

Table 3. Hazard ratios (HR) from fitting a Cox regression model stratified by age groups

02+

s Adusted ‘HR
95%CI 95%CI 01
Non-Obese |

Cumulative probability of CvVD/cancer/death

Young (18 -30 years)
Non-Obese

]

1 1 0.0

Non-Obese 75215741467137412821209

ese|1 981 4
( Obese| 647 503 562 538 513 492 473 451 435 416 400 382 371 347 316 291 268 238 223 203 189 175 166 153 141 127 114 105 90 83 77 74 65
1.76 (0.71, 4.35) 1.83 (0.74, 4.56)

0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 192

Middle age (31 -60 years) p=0.76 Months from ART iniiation

Non-Obese 1 1
Obese 1.37 (1.03, 1.83 1.49 (1.11, 2.00 . . . , .

_ ( ) ( ) Laobesidaden el momentodeiniciar el tratamiento del VIHestarelacionadaconun
mayor riesgoa largo plazode enfermedadescardiovasculareszancero muerte.
Non-Obese 1 1

bese
Older (> 60 years)
1.16 (0.58, 2.30) 1.20 (0.60, 2.41) LaspersonagdvenesconVIHtienen un mayorriesga

*for year of ART initiation, sex assigned at birth, mode of HIV acquisition, HIV -RNA and CD4 at ART,
hepatitis co -infection, smoking, diabetes, level of education and employment status.

Estoshallazgossugierenque abordar a tiempo el excesode pesoen el cuidadodel
VIHpodriamejorar los resultadosde saluda largoplazo




Agonistas del receptor de GLP-1: ;Son la cura para todo?
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Actualizacion Clinica y Congresos

Conference on Retroviruses
and Opportunistic Infections

GLP1 RA & HIV:

What are the key questions?

* Are the risks and benefits any different in PWH
compared to PWOH?

« Can GLP-1 RA attenuate inflammation and immune
activation in PWH? What dose?
What are the mechanisms?

« What is the impact on common comorbid conditions in

PWH? (eg CVD,
* What is the long
PWH?

Abstract 447: Effect of semaglutide on depressive symptoms in CNICS
Abstract 601: Effect of semaglutide on liver fibrosis scores in CNICS
Abstract 695: Use and weight effects of GLP-1 RAs in the DC Cohort
Abstract 696 & 697: Tirzepatide use and efficacy

Abstract 698: Semaglutide effects on cigarette smoking in CNICS
Abstract 699: RCT of semaglutide on subclinical CVD

)
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Todd T. Brown. 33" CROI. Denver, Colorado 2026. # 24 (Plenaria)




MECANISMO DE ACCION DESAR1L

® = GLP-1 receptor
= = Afferent neuronal signal
(GLP-1-stimulated)
== = Afferent neuronal signal
(nutrient-stimulated)
= = Afferent neuronal signal
(gastric distension)

=P = Circulation

== = Efferent neuronal signal

Y »
Browns’ ipose Pancrogas Stomach
tissu 7 Insulin 1 Gastric emptying
T Thermogenesis 1 Glucagon

Systemic
circulation

/ Intestinal vagal

afferents/ENS
Hepatic vagal 2
branch

A

Portal
circulation

Moiz, A etal. Am BMed 2025

Glucagon-like peptide-1 (GLP-1)

Brain

T Satiety
1 Appetite

Stomach
1 Gastric motility

T Insulin

1 Glucagon

1 Gastric emptying

Pancreas

https://www.apexanesthesia.cofiniog/glp-1-and-anesthesigpatient-care/



MECANISMO DE ACCION ARGIYFGIP

Tirzepatide

W p. Brain

, //\L . Appetite
;\"’ + Food intake

- ,"‘ * Weight loss

Pancreas

t Insulin secretion
t Insulin synthesis
' Beta-cell survival

* Lipolysis (GLP-1)
t Lipogenesis (GIP)
avoids ectopic fat deposition
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Evaluation of GLP-1 Medications in an Observational Cohort of

People with HIV in Washington, DC (2011-2025)
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Milken Institute School
of Public Health

THE GEORGE WASHINGTON UNIVERSITY

1George Washington University Milken Institute School of Public Health, Washington, DC, United States, 2Kaiser Permanente Mid-Atlantic Permanente Medical Group, Washington, DC, United States

Weight Loss

Weight Loss

Variable

2 5% vs. < 5% 210% vs. <10%
BMI2| 1.03 (1.00,1.06) 0.98 (0.94, 1.03)

Diabetes Status
History of Diabetes| 0.47 (0.26, 0.84) 0.21 (0.10, 0.45)

No History of Diabetes 1.00 1.00

Race/Ethnicity

Hispanic| 0.54 (0.19, 1.56) 0.50 (0.11, 2.29)

Non-Hispanic Black
Non-Hispanic White

0.47 (0.22, 1.01)
1.00

0.51(0.19, 1.33)
1.00

Age [years]?

1.00 (0.98, 1.03)

1.02 (0.98, 1.06)

Weight Loss | Weight Loss | Weight Loss
. < 5% 5-9.9% 210% p-
Variable
(N (%)) (N (%)) (N (%)) value
252 (69.6%) | 70 (19.3%) | 40(11.1%)

Years taking GLP-1 (Mean [St.Dv.]: 3.2 (2.6))| 3.4 (2.6) 2.9 (2.7) 2.3(1.9) 0.04
BMI (Mean [St.Dv.]: 35.9 (8.0))2| 35.4 (7.8) 38.2(9.3) 35.0(5.9) | 0.02
Diabetes Status® <0.01

History of Diabetes (N= 298; 82.3%)| 218 (86.5%) | 58 (82.9%) | 22 (55.0%)

No History of Diabetes (N = 64; 17.7%)| 34 (13.5%) 12 (17.1%) 18 (45.0%)
Race/Ethnicity® 0.014

Hispanic (N = 35; 9.7%)| 23 (9.1%) 8 (11.4%) 4 (10.0%)

Non-Hispanic Black (N = 284; 78.5%)| 206 (81.8%) | 50 (71.4%) | 28 (70.0%)

Non-Hispanic White (N = 32; 8.8%)| 17 (6.8%) 7(10.0%) 8 (20.0%)
Age [years] (Mean [St.Dv.]: 54.8 (9.5))2| 55.1(9.4) 53.5 (9.7) 54.8(9.6) | 0.38
Sex 0.72

Female (N = 118; 32.6%)| 85 (33.7%) 22 (31.4%) 11 (27.5%)

Male (N = 244; 67.4%)| 167 (66.3%) | 48 (68.6%) | 29 (72.5%)
Years Since HIV Diagnosis (Mean [St.Dv.]: 19.5 (8.5))2| 19.6 (8.1) 19.2 (10.2) 19.4(7.7) | 0.70
CD4 [cells/pL] (Mean [St.Dv.]: 797.8 (356.2))2| 766.7 (355.4) | 855.4 (350.1) | 892.3 (351.7) | 0.07

A Tratamiento eficaz: El 30,4 % de los participantes
perdio un 5 % de peso.

A Se identificaron posibles disparidades raciales, pe

no fueron significativas tras ajustar por IMC,

diabetes y edad.

A PWH con antecedentes de diabetes tuvieron meng
probabilidades de perder un 10 % de su peso.
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EFFECTS OF SEMAGLUTIDE ON SUBCLINICAL CARDIOVASCULAR HEALTH IN PEOPLE WITH HIV

Allison Ross Eckard’, Qian Wu?, Abdus Sattar?, Danielle Labbato3, Ziad Koberssy?, Joviane Daher?, Grace A. McComsey?3

"Medical University of South Carolina, Charleston, South Carolina, USA; 2Case Western Reserve University, Cleveland, Ohio, USA;
3University Hospitals Cleveland Medical Center, Cleveland, Ohio, USA
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MAIN STUDY ASSESSMENTS

“+Assessments were performed on participants
after fasting for 212 hours and abstaining from
smoking, caffeine, and exercise for 24 hours

«*Endothelial function: reactive hyperemia index
(RHI) via peripheral arterial tonometry (EndoPAT)

«+Arterial stiffness: pulse wave velocity (PVW) via
carotid to femoral applanation tonometry
(average of 3 measurements); Augmentation
Index (Al) & adjusted Al at heart rate of 75
beats/min (AI@75) via EndoPat

« Calcified atherosclerotic plaque: coronary
artery calcium (CAC) score via gated, non-
contrast computed tomography of heart

++Indirect calorimetry: fasting resting energy
expenditure (REE) and oxygen consumption
(V0,)

++CVD risk: 10-year atherosclerotic cardiovascular
disease (ASCVD) risk estimate using ACC’s
ASCVD Risk Estimator Plus calculator

qgni

lels for statist

Outcome variable
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B* SE 95% Clof B p-value % change! |

Anthropometric measurements S— m— = — — — - -
In(Weight, kg) ~0.11 | 004 -0.19,-0.03 0.0057  -104% L Y ION MODE ( BOLIC AN
Body mass index, kg/m? -415 133 -6.77,-1.54 0.0018 -11.2% ASCULA |
WC, eny? -932 267 =1455-410 <0.0001 -8.3% 3 5 I Ll SE l I % change y
Ivnv,'\:la\sl-lo-mg ratio) 0.02 0.01 0.05,.0.00 0.0854 2.3% Subclinical cardiovascular function

ole-body dual-energy x-ray absorptiometry measurements =
In(Total body fat, kg) =021 006 -033,-008 | 00000  -18.9% RHI | -0.07 012 | -0.30,0.16 | 0.54 | —4.1%
In{Total limb fat, kg) -0.19 | 0.07  -0.32,-0.05 0.0085  =17.3% RHI <1.67 . -0.02 043 -0.86,0.83 0.97 4.3%
In(Trunk fat, kg) -0.24 007 -0.37,-0.1 <0.0001  -21.6% Al -1.0 48 | -104.84 | 084 -25.0%
Computed tomography area and volume measurements 5 [
Abdominal TAT, cm* 7207 1929 -1099,-343 | <0.0001 =-15.1% Al@T75 | 20 38 | -54,94 | 0.60 | 12'52‘)
Abdominal SAT, cm? -4201 17.08 -75.49,-852 = 00138 -11.2% In(PWV, m/s) 005 005 -0.14,004 025 -52%
Abdominal VAT, cm? -3082 9.85 -50.13,-11.51  0.0017 -30.6% CVD risk measures
Glucose metabolism and insulin resistance CAC score, Agatston units 0.06 042 -0.76,0.88 0.89 -15.2%
;T&;% L '?:; glg 'gf;- ‘? :3 "g 822; '?'55"5’2 In(10-yearASCVD risk estimate, %) | -0.39 0.18 -0.74,-0.050.026 | -32.6%

-nr i s /m 1 X - e o

T OGTT e ulUm)) -036 021  -0.76.0.05 0.0819  -30.1% In(hsCRP, mg/mL) -0.51 0.18 -0.87.-0.15 0.006 -39.9%
In{2-hr OGTT HOMA-IR) -0.56 025 -1.05.-0.07 | 0.0238  -43.0% Cardiometabolic health measures
Lipid profiles REE, kcal/day | -173.5 166.1 -499.1,152.1 0.30 -7.1%
In(HDL cholesterol, mg/dL) 008 005 -0.01,0.17 0.0989  8.1% VO,, L/min 430 252 -923,63 0087 -11.3%
In(VLDL cholesterol, mg/dL) -020 0.10 -0.39,-0.01 00375 =-18.0% * coeficients from the final regression models estimating effect size of semaglutide at 32 weeks on outcome, adjusted for male sex and multiplicative
In(Triglycerides, mg/dL) -023 0.10 =043 -0.03 0.0220 -20.7% effects of treatment and time; hsCRP additionally adjusted for age and smoking using linear regression; “estimates calculated using the formulas
Vital signs 100(e"~1) and 100(B/regression intercept) for In- and non-transformed vanables, respectively
In{Systolic BP, mmHg) -0.05 0.02 -0.10.-0.01 0.0203  -5.2%
Al depictod variadles showed statistically sgndicant effects of reaiment on the respacive ostcome vanable afler

Benjamin-Hochberg fal ory rato

(Eckawd AR, ot ol Lancet [

0 20 cor

n of tested vanables were nciuded n the analysis
3-34)

#669

A El tratamiento durante 32 semanas caemaglutidano tuvo efectos discernibles sobre la enfermedad vascular subclinic

incluida la rigidez arterial y la funcion endotelial.
A Sin embargo, hubo mejoras en la saladrdiometabélicageneral y el riesgo de enfermedades cardiovasculares (ECV)




UC San Diego Health

DIABETES

>5% BW
>10% BW

>15% BW
>20% BW

>30% BW

'University of California, San Diego Owen Clinic, San Diego, CA, USA

NO 3-months 6-months 9-months | 12-months | Last weight
DIABETES (n=33) (n=286) (n=24) (n=286) (n=37)
>5% BW 20 (60.6) 24 (92.3) 21 (87.5) 22 (84.8) 31 (83.8)
>10% BW 10 (30.3) 16 (61.5) 19 (79.2) 19 (73.1) 24 (64.9)
>15% BW 5(15.2) 11 (33.3) 10 (41.7) 14 (53.8) 19 (51.4)
>20% BW 2 (6.1) 3(9.1) 7(29.2) 9 (34.6) 12 (32.4)
>25% BW 0(0.0) 2(7.7) 4(16.7) 4(15.4) 8 (21.6)
=30% BW 0(0.00 11(3.8) 1(4.2) 3(9.1 51({13.9)

ENTIRE Baseline 3-months 6-months 9-months 12-months
COHORT (n=61) (n=52) (n=45) (n=38) (n=41)
Mean BMI 354 32.7 31.7 30.2 31.0
(kg/m2)
Mean A in nia -24 -4.0 -4.3 -4.8
BMI from BL
(kg/m?)
p-value <0.001 <0.001
DIABETES
Mean A1C
k)
Mean A in
A1C from BL
(%)
p-value
ENTIRE Baseline 3-months 6-months 9-months 12-months
COHORT (n=61) (n=51) (n=47) (n=37) (n=41)
Mean SBP 132.5 121.0 120.5 115.8 124.0
(mmHg)
Mean A in n/a -11.2 0.7 -14.0 -5.9
SBP from BL
(mmHg)

value <0.001 <0.001 <0.001 0.02
ENTIRE Baseline 3-months 6-months 9-months 12-months
COHORT (n=61) (n=51) (n=47) (n=37) (n=41)
Mean DBP 80.5 77.4 75.9 74.5 76.4
(mmHg)
Mean A in n/a -2.8 -3.3 -4.0 =2.7
DBF from BL
(mmHg)
p-value 0.1 0.06 0.03 0.16

Real-World Outcomes of Tirzepatide Use in People With HIV With and Without Diabetes
Daniel Lee', Paloma Arvizu', Allan Pfeil!, Elvia Suarez’, and Lucas Hill'

Contact: Daniel Lee, MD
Email: dalee@health.ucsd.edu

TABLE 5 — SECONDARY OUTCOMES —

Lipids (TC, LDL, HDL), ASCVD Risk Score
ENTIRE Baseline 12-months
COHORT (n=59) (n=33)
MeanTC | 176.7 165.8
(mg/dL)
Mean A in n/a 9.0
TC from BL
(mg/dL)
p-value 0.05
ENTIRE Baseline 12-months
COHORT (n=56) (n=33)
Mean LDL 94.8 91.5
(mg/dL)
Mean A in n/a 4.9
LDL from BL
(mg/dL)
p-value 0.38
ENTIRE Baseline 12-months
COHORT (n=59) (n=33)
Mean HDL 438 50.5
{mg/dL)
Mean A in n/a 4.7
HDL from
BL (mg/dL)
p-value 0.002
ENTIRE Baseline 12-months
COHORT (n=44) (n=22)
Mean 10.7 7.4
ASCVD risk
score (%)
Mean A in n/a =3.0
ASCVD
Risk Score
from BL (%)
p-value 0.0005

T'C = Total Chelesterol, BL = Baseline,

LDL = Low-Density

El uso ddirzepatidaen PWH produjo reducciones estadisticamente significativas en el peso corporal, el IMC, la

presion arterial sistélica, la HbAlc y las puntuaciones de riesgo en ASCVD a 10 afos.

Sin embargo, el 26,2 % (16/61) de las personas con VIH interrumpieron el tratamientdrzepatida antes de un ano
debido a problemas relacionados con el seguro o el suministro.




CNICS

CFAR Network Of

Integrated Clinical Systems

Heidi M. Crane’, Stephanie A. Ruderman?, Lydia N. Drumright', Lara Haidar?, Bridget M. Whitney', D. Scott Batey?, Maile Karris*, Ryan P. Kyle', Carolyn A. Fahey’,

Tirzepatide use in People with HIV Shows Effectiveness for 697

Weight Loss and Diabetic Control

Comparisons with Semaglutide UNIVERSITY of

WASHINGTON

Y. Joseph Hwang®, Kenneth H. Mayer®, Sonia Napravnik”, Mari M. Kitahata', Kristina Crothers', Joseph A.C. Delaney’
1 University of Washington; 2 University of Manitoba; 3 Tulane University; 4 University of California, San Diego; 5 Johns Hopkins University; 6 Fenway Health; 7 University of North Carolina, Chapel Hill

METHODS

/ Setting & Participants \

Centers for AIDS Research Network of Integrated
@ Clinical Systems (CNICS) Cohort

CNICS is a 10-site cohort of adult PWH engaged
in care at academic clinics across the US

o o]
m j[ﬂ\ New-users of semaglutide or tirzepatide were

included in this study /
f ™
Observation Period

@ Semaglutide: 04/2018 — 07/2025
Tirzepatide: 08/2022 — 07/2025

N S

%l Outcomes )

m 1. Percent change in weight

2. Change in hemoglobin A1c

J

Table 1. Baseline Characteristics by Medication

Semaglutide Tirzepatide

RESULTS

Figure 1. Comparison of change in (a) percent bodyweight and (b) hemoglobin A1c in
adjusted models among people with HIV who initiated tirzepatide vs. semaglutide

a b
) Semaglutide Tirzepatide ) Semaglutide Tirzepatide
n=2,187 n=497 n=2,164 n=492

. 0.1
-0.2
-0.3
-0.4
-0.5
-0.6
-0.7
-0.8
-0.9

-0.25 (-0.31, -0.19)
3.1 (-3.4, -2.7)

Mean Percent Change in Weight
o
Mean Change in HbA1c

6.2 (-7.4,-5.1) -0.64 (-0.87, -0.42)

Difference: -3.1 (-4.3, -1.9) Difference: -0.39 (-0.63, -0.16)

N (%) or mean (SD) N=2,187 N=497
Age 52.4(10.9)  51.9(11.0)
Female 555 (25.4%) 126 (25.4%)

Non-Hispanic White
Non-Hispanic Black

885 (40.5%) 187 (37.6%)
844 (38.6%) 190 (38.2%)

Body Mass Index (BMI) 35.6 (7.7) 36.4 (7.8)
BMI 230 1,712 (78.9%) 410 (83.0%)
Hemoglobin A1c (HbA1c) 6.9 (2.0) 6.6 (1.9)
HbA1c 26.5 901 (42.1%) 171 (35.0%)

Diabetes

1,192 (54.5%) 265 (53.3%)

PWH que tomaronirzepatida perdieron un 3,1 % mas de peso corporal

tuvieron una reduccion de la hemoglobina Alc un 0,39 % mayor que |3
gue tomabansemaglutidaen la atencion habitual.




N= 1.850 PWH
> 18.00Celastografias

Edad media 52 afnos,
27 % sexo femenino,
60 % no blancos,

96 % VIH<200 aiL
CD4 797

-(79%) no tenian
fibrosis

- (19%) tenian fibrosis
moderada

- (2%) tenian fibrosis
avanzada.

PWH adultos en 9 sitios de CNICS. Seguimiento desde el 4/2018 al 11/2024
Semaglutida (diabetes y/o pérdida de peso) y datos (FIB-4)

Stratum? AFIB-4 9594
ratum N, Observations score (95% P
CI)
Overall 1,850, 18,549 0.01 (-0.02, 0.04) 0.6
No-to-Low Fibrosis (Stage 0-1) 1,467, 13,964 0.05 (0.02, 0.08) <0.001
qgn 1
% Moderate Fibrosis (Stage 2-3) 347.4.,127 -0.05 (-0.12, 0.02) 0.15
4
2]
E Advanced Fibrosis (Stage 4-6) 36. 458 -1.05 (-1.49, -0.60)
= T | : .
Moderate-to-Advanced Fibrosis 383, 4.585 10.13 (-0.21, -0.06)
(Stage 2-6)
: Ny - .
| Moderate-to-Advanced Fibrosis and 87. 1.260 0.11 (-0.28, 0.06) 0.2
% i HCV®
o Moderate-to-Advanced Fibrosis and

No HCV®

296, 3,325

-0.14 (-0.23, -0.06)

Ma J et al. CROI 2026: Abst. 601
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120 - Weight Rebound After

Discontinuing Metformin in PWH
Without Diabetes: Week 144 Trial
Results

Cristina Marcelo Calvo
La Paz University Hospital, Madrid, Spain

’ Methods - Study design

Phase Il, single-centre, randomised, double-blind, placebo-controlled, pilot trial

Metformin 850 mg /24h (4 weeks)
Followed by 850 mg /12 h

141
randomization
ratio

Placebo

Day 1 Week 4 Week8 Week24 Week 48

Week72 Week 96

Week 144

0 —0—0—0—90

Screenin g E Safety tests Safety tests Safety tests Safety tests
: Weight  Weight Weight Weight
: and BMI  and BMI and BMI and BMI
v

* Weight and BMI changes
* GDF-15
* Other metabolic parameters

®
\

Safety tests
Weight
and BMI

4-

¢ Weight and BMI changes
* GDF-15
* Other metabolic parameters

2026

@

* Weight and BMI changes
¢ GDF-15
* Other metabolic parameters



Oral Abstract Session-03

Monday, February 23, 2026

120 - Weight Rebound After

Discontinuing Metformin in PWH
Without Diabetes: Week 144 Trial
Results

Cristina Marcelo Calvo
La Paz University Hospital, Madrid, Spain

F Results — Weight changes F Results - Weight changes

p=0.045
® 5 . Metformin = 107 On treatment (Baseline -> Week 96) After discontinuation (Week 96 -> Week 144)
5 Treatment discontinuation g
- -
-‘én ¢ - Placebo E Weight gain Weight gain
‘T 34 2 g T - : - .
2 Y z — % | >5% % i 5%
T 1 I - = 80 1 £ £ g :
© 5 (1 EECCECERETE EEERRRPRRRS PR 2 © : 3 g :
8 ol “’LT £ 2o ¢ £ 8 52.9% :
= oo c X (= Al A
E 5 g ' 23 (n=9) :
E 7 e 3 G 3 60 : S § 6o :
3 B £ 5 £ Sulers f 5 E ' 35.3%
® - @ Q< (n=7) 8% ' S
£ 3 < T H - ; 52, P (n=6)
o ] . 5 .‘E'; ! 5§35 222% |
41T T T T T T -10 T T g 'g E 11.1% g E (n=4) E
S > o a © Metformin  Placebo 2 ' =2 8 ¢ 5.5%
S @ @ ¢S & g ! bt g5 : (ne1)
0% 0 0% :§, ;
1 @ [
Mean change at week 96: Metformin -1.5kg, Placebo +1.3kg, p= 0.02! 0 L -— L L .

T T T —;
Mean change at week 144: Metformin +1.9kg, Placebo +0.3kg, p= 0.04% Metformin  Placebo Metformin  Placebo Metformin  Placebo Metformin Placebo



Oral Abstract Session-03
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120 - Weight Rebound After

Discontinuing Metformin in PWH
Without Diabetes: Week 144 Trial
Results

Cristina Marcelo Calvo
La Paz University Hospital, Madrid, Spain

Change in Fasting glucose Change in Fasting insulin
. Ao W96 -W144
Baseline - W96 W96 - W144 Baseline -W96
p=0.475 p=0.684 p=0.599 p=0.147
20+ 20+ J 104 104

3 3 ER t i
E E 104 § s E r By é ..........
T 8= T B
28 gg Ciy Sl il Tl ey £3
<3 TN o £3 -
2 2 2o 5 i =
23 28 101 23 28 .-
cé £2 28 €2
@ @ St @
(v o o o

Meml:rmin Placlebo Met';mlln Plac:ebo h Meﬂ;rmln Placlebo Metﬁl»rmln Plac'eba

* Glycated hemoglobin
HOMA-IR

* Waist and hip circumference

No significant differences were observed in:

* Lipid profile



!’ Results - GDF-15 changes

§ &

-
g

Change in serum GDF-15

from baseline (pg/mL)

LA O

o
()
)

F Conclusions CRET I

Metformin treatment prevented weight gain over two years in non-diabetic
non obese people with HIV receiving INSTIs.
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After discontinuation, weight in the metformin group returned toward baseline s s T TR
. ”» . . = Mean change at week 96: Metformin 489.9 pg/mL, Placebo 104.4 pg/mL, Change from baseline weight (Kg)
levels (“return to weight”), suggesting that the weight effect may require

ongoing treatment.

The inverse correlation with GDF-15, in the absence of glycemic changes,
supports a weight-regulating mechanism likely driven by appetite modulation.

These findings support further evaluation of metformin as a pragmatic
weight-control strategy in PWH receiving contemporary ART, including in Ty
populations with overweight or obesity. : X ~ OralAbstract Session-03

@ CROI 2026

Monday, February 23, 2026

120 - Weight Rebound After
Discontinuing Metformin in PWH
Without Diabetes: Week 144 Trial
Results

Cristina Marcelo Calvo
La Paz University Hospital, Madrid, Spain




x REPRIEVE Relationshipof Inflammatory, Cardiag andLipid Biomarkers

Randomized Trial to Prevent Vascular Events in HIV to Card I OvaS Cu IaEve ntSI n R E P R I EV E
EvalGan en 7005 sujetos lalacion de las concentraciones Estimated Baseline Biomarker Effects on Confirmed MACE Hazard
basales de biomarcadores IR(#events)"

1. cardiacos (NPproBNR hs-cTnT), NTL%?ET;SPQML ®=0010 12 (88) >
. ] 36-49 (12%) 3.46 (16) | | L 2 i
2. inflamatorios (I-6, hs-CRP) 50+ (33%) 6.64 (78) .
o hs-cTnT.ong/L (p=0.008)
3. lipidicos (ApoB100,0xLDL Lp(a) ;_35((1‘?6?/3) e Egg;
con el MACE confirmado por incidente s p
hs-CRP, mg/L (p=0.005)
<1.0 (20%) 3.87 (28) L
.0-3.0(31% 3.50 (39 I i
_ _ ) g wul W
A En PWH con un bajo o moderado riesgo de ASC L6, paimL. (p<0.0001) o T1 1
de bajo a moderado, los biomarcadores cardiaco 532 (48%) 377 69
. . . . . 3.3-6.3 (24%) 7.97 (68)
iInflamatorios se asociaron con el riesgo residual Sl 83809
- . . poB-100, mg p=0.
MACE despueés del por estatinas y por riesgo de el 2SR \
130+ (16% 7.87 (44 ——
ASCVD ] ongL, EJ/L (r)J<0.001) oD
Pueden ser (tiles como complemento de la 0+ 03%) 448 00 (il T -
puntuacion de riesgo tradicional para predecir P ey 466 (106)
30-49 (14%) 4.29 (22)
MACE 50+ (22%) 6.76 (54)

05 0.7 11215 2 2.8 4
Hazard Ratio (95% CI)?
'IR: incidence rate /1000 person-years. ?Adjusted for PCE and randomized treatment (N=7005).
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K REPRIEVE

Pitavastatin Effects on Lipids in Relation to MACE: a REPRIEVE Secondary Analysis

Triin Umblejal, Mohammad U. Zafar?, Sara McCallum3, Arijeet K. Gattu3, Markella V. Zanni3, Marshall J. Glesby#4, Jack T. Stapleton®, Michael Frank®, Kim-Lien Nguyen?’, Rachel A. Bender Ignacio®?, Win Min Han!0.1,
Pamela S. Douglas!?, Judith A. Aberg!3, Heather J. Ribaudo?, Steven K. Grinspoon 3 on behalf of the REPRIEVE Study Team

Participant Characteristics

Age (years) 50 50
Female sex 31% 31%
Black or African American 40% 42%
10-yr ASCVD risk by PCE (%) 4.5 4.5
HIV-1 RNA <400 copies/mL 88% 87%
CD4 (cells/mr#) 620 622
Screening TC (mg/dL) 186 184
Screening HDC (mg/dL) 48 48
Screening TG (mg/dL) 115 114
Screening LDC (mg/dL) 109 108
Median for continuous measures, percentage of participants for categorical measur
HDL-C, LDIC and TC denote HDL, LDL and total cholesterols; TG triglycerides.

130
—=— Pitavastatin —#— Placebo

120

After Month 12: change of -1.05 mg/dL per year

110

2
E’ 100
~ 92
Q
a3 8o % (A AR 4 o
R v + + +
- 70 3 After Month 12: change of +0.23 mg/dL per year
60
0
REPRIEVE LDL-C (mg/dL) estimated from the modeling analysis:
Pitavastatin 107 - 77 77 77 78 78
Placebo 107 - 107 106 105 104 103
Difference - - -30 -29 -27 -26 -25
95% CI (-31, -29) (-29, -28) (-28, -26) (-27, -25) (-26, -24)
0 4 12 24 36 48 60
Study month

Dotted lines show Mechanistic substudy means including
amonth 4 lipidassessment

Cumulative probability of MACE

Figure 4LDLC and TG Effects on MACE Outcomes

Primary MACE (n=257)

<70 mg/dL [ —
70-<100 mg/dL —e——
100-<130 mg/dL e
130+ mg/dL *
LDL-C (per 30% lower) —e—i
Average LDL-C (per 30% lower) —e—
TG (per 12% lower) "
Average TG (per 12% lower) o

0.3 0.4 0.6 0.8 1 1.25

Hazard Ratio [HR] (95% CI)

Figure 5:Mediation of Pitavastatin Effect on MACE via LOL

Cumulative probability of MACE

0.50% 0.81% 1.30% 1.88%
0.50% 0.87% 1.54% 2.35%
0.61% 1.33% 1.98% 2.69%
o] 12 24 36 48

Months on study

1.65

HR (95% CI)

0.62 (0.42, 0.90)
0.53 (0.38, 0.76)
0.78 (0.55, 1.10)

Reference

0.84 (0.73, 0.97)
0.80 (0.68, 0.95)
0.96 (0.93, 0.98)
0.95 (0.92, 0.98)

Cox models, adjusted for PCE, GBD region, race; the most recent level and the average of
levels prior to MACE were used as timgdated covariates

Pitavastatin
---------- Pitavastatin, adjusted for mediator (LDL-C)
0.08 —— Placebo
0.06
% mediated through LDL-C at 60 months: 68% (95% CI: 15%, 574%)
0.04
0.02
0.00

2.47%
3.06%
3.37%

60

Pitavastatin adjusted for LBL as a mediatoepresents the estimated effect of pitavastatin on MACE

under the counterfactual condition of no pitavastatin effect on4ML

Importanciade la reducciéndel LDL-C como objetivo
enlaprevenciénprimariade lasECV.

La pitavastatina(4 mg/dia) demostréuna reduccion
robustadel 30%enel LDI-C

Puede ser necesariauna terapia con estatinas de
mayor intensidado agentesadicionalegparaalcanzar
los objetivosde LDI-C parala prevencionprimariade
EC\entre los PWHconnivelesde LDECx130 mg/dL
Losefectosde la pitavastatinasobre el LDL-C estan
fuertementerelacionadoscon el MACE pero pueden
no explicar completamente toda la reduccién del
MACE,dejando la posibilidad de contribucionesde
otrasvias

Enla poblaciénde PVHcon riesgoresidualde MACE
relacionadocon inflamaciony activaciéninmunitaria,
estos mecanismos podrian requerir un estudio
adicional

> areducciondel LDEC comnpitavastatina
estafuertemente relacionadaconlos

MACEen PWH con LBCminimamente

elevado




XREPR|EVE Incident Hypertensionin REPRIEVRiskFactors Pitavastatin
Effect& CardiovasculaConsequences

Pitavastatin Effects on Hypertension in REPRIEVE

Durante una mediana de seguimiento de 5 afios, 668 de los 4.989 0.5 Hazard Ratio (95% Cl)
palfticipantes (13,4%) desarrollaron hipertension arterial . 0.83 (0.71, 0.97)
incidente (27,1 por cada 106RY). § 0.4 ' V'S i | p=0.017
La tasa de HTA fue mas altas con placebo (29,6 por IP¥Pque S
conpitavastatina (24,7 por 1006PY) = 03 02 27 L L
>
Lapitavastatinaredujo el riesgo de hipertension incidente =
(cociente de riesgo [HR] 0,83, IC del 95%-0,BY (p=0,017), ver g 02
Figura). 3]
0.1
. . . Placebo
En la cohorte REPRIEVE patavastatina redujo el 0o Pitavastatin
nesgo de desarrollar HTA. ' Cumulative incidence of Hypertension
La hipertension incidente se asoci6 fuertemente con 24% 51% 82% 11.2% 133% 16.0% 19.0%
. 1.8% 37% 63% 8.8% 11.7% 13.6% 16.7%
un mayor riesgo de MACE.
Estos hallazgos enfatizan tanto el efecto preventivo L T
. . ., Months on study
de las estatinas en el desqrrgllo de la hlpertenglpn Paiticipants at fisk
como la importancia pronostica de la hipertension 2493 2313 2152 1999 1849 1575 746 272

2496 2307 2180 2068 1911 1617 787 313

incidente para los resultados cardiovasculares en
personas con VIH
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% REPRIEVE Characterization of Heterogeneous Statin Benefit in REPRIEVE to Inform Prevention

Emma Davies Smith', Evelyn Zheng', Virginia Triant,2 Aya Awwad?, Carlos Malvestutto®, Gerald Bloomfield*, Carl Fichtenbaum?, Alex Lu?, Sarah Chu?, Judith Aberg®, Markella Zanni?, Pamela Douglas*, Steven Grinspoon?, Heather Ribaudo’
"Harvard T.H. Chan School of Public Health, Boston, MA, USA, 2Massachusetts General Hospital, Boston, MA, USA, 3Ohio State University Medical Center, Columbus, OH, USA, *Duke University School of Medicine, Durham, NC, USA,

All participants

110%

Randomized arm
Pitavastatin
Placebo

17.5%

{5%

12.5%

10%

10-year CVD risk <5%
110%

17.5%

{5%

12.5%

10%6

Cumulative incidence of MACE

10-year CVD risk =5%
110%

17.5%

5%

12.5%

_OI% T T T T T T

0 1 2 3 4 5 6
Follow-up year

&
Funding: REPRIEVE is supported by the ACTG
NIH, ACTG, Kowa Pharmaceuticals,
Gilead Sciences, ViiV Healthcare, and m}
grant 5SRO1HL169015.

Proportion of low-risk participants

Normalized variable importance

Predicted 6-year MACE risk reduction (ITE)

653

5University of Cincinnati College of Medicine, Cincinnati, Ohio, USA, élcahn School of Medicine at Mount Sinai, New York, New York, USA

Higher (8%) Lower MACE risk (92%)

4

120%

110%

0%

5%

7.5%

5%

0%

-5%

(with pitavastatin vs placebo)

5%

0%
Predicted 6-year MACE risk reduction (ITE)
I :
i

N (%) 948 (24%) 379 (10%) 2047 (52%) 588 (15%)
Median 2.2% 2% 1% 0.7%
Qlto Q3 1.7 to 2.8% 1.4to 2.6% 0.5t0 1.5% 0.3to1.2%
Lower eGFR Both Neither Hypertensive
eGFR cba ART dur. LDL-C  Hypertension GBD Region

Lapitavastatinaredujo el riesgo de MACE en la
poblacion de menor riesgo cardiovascular (PCE <5

La disminucion delFGeobtuvo el mayor beneficio de
las estatinas, lo que sugiere un grupo de riesgo para
prevencion dirigida.




