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1) Determine the
prevalence of liver steatosis
and fibrosis

2) Assess associations
between steatosis and
fibrosis, and demographic-,
metabolic-, and HIV-specific
factors, including ART
regimens

Bl Overview of the study

i

% 2000HIV cohort

% Fibroscan®:
- Liver stiffness
measurements e
(LsMm)
- Controlled BMI (kg/m?)
attenuation Ethnicity (white)
parameter T20M
(CAP ) HIV duration (years)

HIV transmission (MSM)
CD4 nadir (10%cells/L)

Inclusion Exclusion:
HIV-1 * Active HBV/HCV
> 6 months ART] < Other active
VL <200 infection
copies/mL * Pregnancy

52.0 [43.0-59.0)
s Excluded:
25.1[22.6~-27.8) L
82.1%
5.2%
11.0{5.9-16.6) Valid LSM and/or

CAP result:
74.8%

N =1075

270 {150 - 400)




Prevalence of liver steatosis and fibrosis mgﬂ

47.5% steatosis

. ' ° OCAP < MBdlVm 525
{ﬁ Steatosis

| il CAP > 248 dB/m
Fibrosis 8.8% fibrosis
LSM > 7.0 kPa ‘



Factors associated to liver steatosis and fibrosis A®h
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Discussion

Liver steatosis and fibrosis affect nearly one in two and
one in ten PLHIV.

47.5% steatosis nm & 8.8% fibrosis

NAFLD was most strongly associated with metabolic risk
factors = focus on metabolic alterations that may
contribute to NAFLD.

ART: cumulative duration of treatment with INSTI may
increase risk of NAFLD = mediated by weight gain?

High CD4+ and CD8+ T cell counts at enroliment are
associated with liver steatosis = further elucidate role of
adaptive immunity in NAFLD.
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SEX DIFFERENCE THE
AS HIV WITH
BOLIC-FATTY LIVER DISEI‘SE/\.

Dana Kablawi

McGill University Health Centre, Montreal, QC, Canada

8
|

Ql
O:



Objective: Investigate sex differences in the incidence and prevalence
of MAFLD and liver fibrosis in HIV population

* Multicenter cohort study of consecutive PWH who
underwent screening for MAFLD and liver fibrosis by liver
stiffness measurement with associated CAP

MAFLD was defined as:

* Presence of hepatic steatosis (CAP>270 dB/m) plus any
among type 2 diabetes, overweight (BMI>25 Kg/m?) or
two other metabolic abnormalities

P():\nluiinn charastorictiog

(N= 1359)

A S51.8 e : ’ .
Fgc l - * Significant liver fibrosis was diagnosed as LSM>8 kPa
emale 25% s S - X
o oeE * The incidence of MAFLD and significant liver fibrosis was
: assessed through survival analysis
Ethnicity 25% black,
64% white
HIV 17.2 (9.5) years

duration 30% HCV co-infected
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Results

Baseline characteristics

“n . on

Female |  Male [

Prevalence of MAFLD 17.7% 24.3% t Fibrosis -

. , f. | 4years 3 : ; ;
Prevalence of liver fibrosis 10.7% 13.4% "
Black ethnicity 48% 17% {1 P e
ALT, U/L 264 +204 334+225 g ‘
HDL cholesterol, mmol/] 146+057 1.11+033 | §° o e
Triglycerides, mmol/l 1.69+096 247+263 | £ - ‘ : . ;

* Incidence oﬂ MAFLD similar]betwccn
women and men with HIV

(On multivariable cox regression and after age )
: adjustment: MAFLD (aHR 3.3, 95% CI 2.0-5.6)
* Incidence of liver fibrosis was higher in and female sex (aHR 2.2, 95% CI 1.3-3.5) were

women vs. men with HIV independent predictors of developing significant
~q7-0vs. 5.9 per 100 PY liver fibrosis while CD4 cell count was protective
particylarly after 50 years old %gm'% CT0.99-0.09).
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LIVER STE D FIBROSIS
IN WOMEN W HIV BY
NTEGRASE INHIBITOR USE
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STUDY AIM
Assess hepatic steatosis and fibrosis
among women with HIV switching to
INSTIs vs those on non-INSTIs

Womes's ' INSTI SWITCH
WI Interagency e L e ,‘t—_:-: Baseline Post-Switch Assessments
HIV Study A . (:msm:m: ; ;
=g ‘
R — '
T T 1 I I T T 7T
-1 o 1 2 3 4 S
Time in years
Outcomes
- NI * Liver steatosis (CAP) = controlled attenuation
parameter (2248 d8/m)
m i | | fﬁ% % * Liver stiffness (LS) = shear wave elastography (27.1 kPa)
HBV Surf Ags ART <2 years * FibroScan AST (FAST) Score 2 0.67
>12 drinks/wk Pregnant
l S 18 Analyses
257 participants * Mixed-effects and logistic regression models
*INSTI, n = 123 for continuous and categorical outcomes,
*Non-INSTI, n = 134 respectively

* Adjusted for: Age, CD4%, BMI, TOFEor TARuse,




Results
; Cohort Characteristics (time of FibroScan) Non-INSTI
Mean (SD), median INSTI Non-INSTI +2.4 (7.9)
O O) oF xRt aaa N e BMI, kg/m? +0.95 (3.0) | +0.6 (2.9)
e hiid [ L9 Waist circumference, cr | +1.5 (7.6) | +0.6 (6.9)
Black race '82(67) 107 (80) > i e
Alcohol use
Abstainer 75 (62) 84 (63)
1-7/wk 44 (36) 49 (37) Differences in measures of Hepatic Steatosis, Fibrosis,
DA, cells/mm? 836 (316) 758 (290) and FAST Scores between INSTI & Non-INSTI
CD4 nadir 214 (87, 245 (141, “- - 018+
A4 ) e 0.10
58».{ { ga"{ gﬁou-{{
il 0 o {
6“;»"‘:"‘0 b"i'»*ts"o | b"i@{s"o
© @ © @© O @
> 1"’ "#m"o "{\.



Hepatic Steatosis (CAP 2 248 dB/m) Moderate Hepatic Fibrosis (LS 2 7.1 Kpa)
22 yrs to < 6 yrs- »—0—4 22 yrs to < 6 yrs 0—0—1
Z1yrto <2yrs '—0—‘ 21yrto <2yrs- r——o—4
<1 yr- ——i <1 yr- —t——
) (‘)“' R'“: h " Odds;Ratlo .
(95% CI) (95% CI)

B INSTI

* Women on INSTIs had a 3.6 greater odds I non-INSTI
of having hepatic steatosis within 1 year

of switch compared to non-INSTI Controls.

Prevalence (%)

* No differences between groups in odds
of moderate fibrosis at any time-point.

Time since switch
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NAFLD AND ITS
NASH PREDIC

Win Min Han

Thai Red Cross AIDS Research Center, Bangkok, Thailand



OZ| Study design

A prospective cohort study
Location - Bangkok, Thailand

NAFLD - defined as CAP >248 dB/m (Karlas 7,)
Hepatol 2017)

NASH with significant activity and liver
fibrosis - defined as FibroScan-AST (FAST)
score* 20.67

& Study population

o)

PWH aged 218 years without hepatitis B or )
C virus infection and without excessive
alcohol consumption AND without DM
diagnosis prior to baseline

Baseline was defined as the first FibroScan

date W,

Study population

* | 847 PWH]included; median age at
baseline was 46 (IQR 39-52) years
(43% female)

* 90% had HIV RNA <50 copies/mL;
w/ median CD4 - 588 (433-579)
cells/mm?

* Duration of ART: 11 (6-18) years;
median CAP measurement: 3 (3-4)

* At baseline, 66% NNRTI, 20% PI, 9%
INSTI and 6% others (6% TAF)

. [ 28% and 15% had NAFLD and NASH]

at baseline; 28 developed DM




Kaplan-Meier failure estimates

Il

Log-rank P=0.002

DM I
4 years
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, R i = Among well-suppressed PWH in a Thai cohort, NAFLD alone
i I e g GOSN W A SO A 2 or combined with NASH w/ liver fibrosis predicts new-
NAFLD without NASH 161 153 148 143 134 123 96 51 23 onset DM
NAFLD with NASH 68 67 66 64 59 59 43 20 1"

No NAFLD NAFLD without NASH = Secondary analyses - show the association of DM with

NAFLD with NASH

NAFLD at baseline and TAF use (time-updated) with
incident NASH by FAST score

* These results highlight the need for DM and CVD risks
Log-rank P<0.001 assessments and management in PWH with NAFLD

= Further mechanistic studies investigating underlying
metabolic associations of NAFLD or NASH and DM
development in PWH are warranted

Kaplan-Meier failure estimates
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Year after first CAP measurement

L

Probablility of DM
000 010 0.20 030 040 050

o+

Number at risk
NoNAFLD 612 576 557 536 508 474 394 199 77
NAFLD 235 226 220 213 196 185 142 4 34

No NAFLD

NAFLD




NAFLD / NASH / Liver fibrosis

Prevalence

0 50% steatosis
o Almost 10% fibrosis

0 MAFLD a18%/ {24 %

Risk factors
o0 Metabolic risk factors

0 INSTI (2000HIV cohort
and WISH cohort)

o d4T

3 Sex

Women :

0 Less MAFLD

o More fibrosis

o Women >50y

4 Consequences

New -onset DM predictors
o NAFLD +/- NASH

S

Interventions

X




2.
Metabolism
Cardiovascular

INSTIs Impact
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