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Fetge gras no alcoholic (FGNA)
en persones amb VIH
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Definicio de FGNA

]
“La malaltia per fetge gras no alcoholic s’esta convertint en una
epidemia similar a altres malalties com el cancer, 'obesitat, les
malalties cardiovasculars o la diabetis.”
= La malaltia per FGNA es caracteritza per un acumul excessiu d’acids ¥ _ L —
grassos lliures i triglicérids als hepatocits, preferentment en formade - ' " L
vacuoles de greix. o s 2,
= >5% dels hepatocits amb excés de greix en absencia d’altres causes . ‘. S
e e T

A global view of the interplay between non-alcoholic fatty liver disease and diabetis. The Lancet Diabetes & Endocrinology Published: February 17, 2022
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Singh, Siddharth et al. “Fibrosis progression in nonalcoholic fatty liver vs nonalcoholic steatohepatitis: a systematic review and meta-analysis of paired-biopsy
studies.” Clinical gastroenterology and hepatology : the official clinical practice journal of the American Gastroenterological Association vol. 13,4 (2015): 643-54.
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* FGNA és la malaltia hepatica més freqlient amb una prevalenca de
24% en poblacio general
35-60% en pacients amb VIH (monoinfeccid)
75-92% en pacients amb obesitat

60% en pacients amb DM2 on el 37,3% ja presentaven NASH (un 17% fibrosi)

Younossi ZM et al. The global epidemiology of NAFLD and NASH in patients with type 2 diabetes: a systematic review and meta-analysis. ) Hepatol 2019; 71: 793-801.
Maurice JB, Patel A, Scott AJ, Patel K, Thursz M, Lemoine M. Prevalence and risk factors of nonalcoholic fatty liver disease in HIV-monoinfection. AIDS. 2017 Jul 17
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| Augment de la resistencia a la insulina | | Augment acids grassos lliure t i activacio d’adipocits |
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Activa lipogenesi hepatica » | Acumul de greix a ’hepatocit
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1B, TNF-a
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* EI FGNA és una malaltia sistemica que augmenta la morbimortalitat.

* Les causes més freqlients de mortalitat son:
Malalties cardiovasculars (40%)
Neoplasies extrahepatiques (20%)

Complicacions hepatiques (10%)

Mantovani A et al. Non-alcoholic fatty liver disease and increased risk of incident extrahepatic cancers: a metaanalysis of observational cohort studies. Gut 2021
Angulo, Paul et al. “Liver Fibrosis, but No Other Histologic Features, Is Associated With Long-term Outcomes of Patients With Nonalcoholic Fatty Liver
Disease.” Gastroenterology vol. 149,2 (2015): 389-97



Cumulative Events

Malalties cardiovasculars
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Simon TG et al. Non-alcoholic fatty liver disease and incident major adverse cardiovascular events: results from
a nationwide histology cohort. Gut. 2022 Sep;71(9):1867-1875
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0.71 ~ Population comparators (reference)
06 =~ Simple steatosis®
o5 = MASH without fibrosis*
0.4 = Non-cirrhotic fibrosis*
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Allen et. Al. J Hepatol 2019
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Prevalence Incidence

Figure 6: Epidemiology of primary liver cancer due to NASH in the WHO
European region, 1990 vs 2019

Estimates are retrieved from Global Burden of Disease 2019, and are expressed
as age-standardised rates per 100 000 people (appendix p 13). NASH=non-
alcohol steatohepatitis.
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o La infeccid virica genera:
-Inflamacié crénica
-Augment estrés oxidatiu
o Usde TAR
- Augment de Sd Metabolic
- Redistribucio greix corporal, lipodistrofia
m Resistéencia alainsulina
m Hipertrigliciridemia
m HDL baix
Gonzalez-Domenech CM et al. Synergic effect of metabolic syndrome and lipodystrophy on oxidative stress and inflammation process in treated HIV-patients.

Enferm Infecc Microbiol Clin (Engl Ed). 2021 Jan 22
Van Welzen BJ et al. A Review of Non-Alcoholic Fatty Liver Disease in HIV-Infected Patients: The Next Big Thing? Infect Dis Ther. 2019 Mar;8



Principals factors de risc g wrc scaic 7 S/ gl etee.,,

o Obesitat abdominal

o DM2

o HTA

o Hipetrigliciridemia, HDL disminuit
o Polimorfismes genetics

o Tractament antiretroviral

Van Welzen BJ, Mudrikova T, El Idrissi A, Hoepelman AIM, Arends JE. A Review of Non-Alcoholic Fatty Liver Disease in HIV-Infected Patients:
The Next Big Thing? Infect Dis Ther. 2019 Mar;8
Fourman LT, Stanley TL, Zheng | et al. Clinical Predictors of Liver Fibrosis Presence and Progression in Human Immunodeficiency Virus-
Associated Nonalcoholic Fatty Liver Disease. Clin Infect Dis. 2021 Jun 15
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Dallas Heart Study Dallas Biobank Copenhagen Cohort PNPLA3 TM6F2 MBOAT7/TMC4
50 { PNPLA3 50 50 - _— . - . . )
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PNPLA3 || 629 807 619 664 687 861 741 996 24787 22159 7034 2026 N) (46) (19)  (23) (36)  (6) (59) (A1) (18)  (21) (32) 6 (s3) 39) (17)  (19) (32) (5) (51)
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Stender, Stefan et al. “Adiposity amplifies the genetic risk of fatty liver disease conferred by multiple loci.” Nature genetics vol. 49,6 (2017)

Busca C, Arias P, Sdnchez-Conde M, Rico M, et al. “Genetic variants associated with steatohepatitis and liver fibrosis in HIV-infected patients
with NAFLD”. Front Pharmacol. 2022 Aug 30
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o Ecografia

Baixa sensibilitat si <30% d’esteatosi per histologia, IMC > 40 i variabilitat interorbservador
o Biopsia hepatica

Prova estandar

Agressiva
o RMN — Espectroscopia per RMN

Molt costosa

Alta sensibilitat i especificitat

Probable alternativa a la biopsia
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_ 1! Fatty Liver Index ™~
o EIaStografla transitoria Diagnoses fatty liver using labs and exam findings.
Valors del CAP > 248db/m '
‘ When to Use Pearls/Pitfalls ~ Why Use
o Marcadors serologics
FLI (Fatty Liver Index)
NAFLD Liver fat Score BMI Norm: 20 - 25 kg/m?
Waist circumference Norm: 64 - 94 tm s
GGT Norm:15-41 U/L

Triglycerides Norm:0-1,7 mmol/L &
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o Elastografia transitoria
o Biopsia hepatica

o RMN espectroscopica
o NAFLD Fibrosi Score

o FIB-4

o Bioquimica: ELF



3 Quric scaicl? S/ g Bt

Hospital Universitari

Fibrosis-4 (FIB-4) Index for Liver Fibrosis i~

Moninvasive estimate of liver scarring in HCV and HBV patients, to assess need for biopsy.

‘ When to Use v Pearls/Pitfalls + Why Use +

Age

Use with caution in patients <35 or >65 years Norm:0-0 years
old, as the score has been shown to be less

reliable in these patients

AST

Aspartate aminotransferase Norme 15 - 41 uiL
ALT

Alanine aminotransferase Norme =55 uiL
Platelet count Norm: 150 - 350 » 10/l 5

NAFLD fibrosis score

Online calculator

Angulo B, Hui JM, Marchesini G et al. The NAFLD fibrosis score
A noninvasive system that identifies liver fibrosis in patients with NAFLD
Hepatology 2007;45(4):846-854 doi:10.1002/hep.21496

Agepes | ]

BML ey [ |
IGF/diabetes 0O

AST [ ]

AT

Platelets gaosy [ |

Albuminen [ |




3L C(AMFiC scaic W7

Imemunologia Clinica

L. Caballeria et al. / Med Clin (Barc). 2019;153(4):169-177

PACIENTES CON FACTORES DE RIESGO' Y/O HIGADO GRASO
POR ECOGRAFIA

Fatty Liver Index (FLI)
|

FLI = 60 o higado graso
por ecografia®

4
Estudio de fibrosis hepatica:
NFS y/o FIB-4

1
FLI <60

¥
Seguimiento cada 2-3 anos con
determinacion del FLI

; l
Riesgo bajo de fibrosis

<65 anos NFS <= -1,4y/lo FIB-4 <1,3
=65 anos NFS < 0,12 y/o FIB—4 < 2

'

Cambios de estilo de vida
Control enfermedades asociadas
+
Seguimiento cada 2-3 afos con
analitica y marcadores de fibrosis

v

Riesgo medio/alto de fibrosis

< 65 anos NFS=-1,4y/o FIB-4=1,3
=65 anos NFS=0,12y/o FIB-4= 2

|

Derivar para
elastografia

Bellvitge
Hospital Universitar
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= Elastografia transitoria

= Ecografia abdominal

= FLI
= NFLD fat liver Score
- FIB4

= NFLD Score

Busca C et al. Assessment of Noninvasive Markers of Steatosis and Liver Fibrosis in Human Immunodeficiency Virus-Monoinfected Patients on Stable
Antiretroviral Regimens. Open Forum Infect Dis. 2022 Jun 9
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o Perdua de pes
o Estils de vida saludables

o Dieta pobre en sucre
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PERDUA <5% PERDUA 5-7% PERDUA 7-10% PERDUA >10%

B REGRESSEN W ESTABLES B PROGRESSEN
Vllar Gomez E et al., Gastroenterology 2016
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o Perdua de pes

o Estils de vida saludables
o Dieta pobre en sucre

o Estatines???

o Pioglitazona???

o arGLP1 ???

o iSGLT2???

Ghosal S et al. A meta-analysis of the effects of glucagon-like-peptide 1 receptor agonist (GLP1-RA) in nonalcoholic fatty liver disease (NAFLD) with type 2
diabetes (T2D). Sci Rep. 2021 Nov 11
Mantovani A et al. Efficacy of peroxisome proliferator-activated receptor agonists, glucagon-like peptide-1 receptor agonists, or sodium-glucose
cotransporter-2 inhibitors for treatment of non-alcoholic fatty liver disease: a systematic review. Lancet Gastroenterol Hepatol. 2022 Apr;7(4):367-378
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