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Agenda de trabajo .

 Higado graso: MASLD y MASH
*Importancia de deteccion de MASLD y estadiaje de fibrosis

*MASLD y psoriasis

o Epidemiologia
o Mecanismo fisiopatoldgico compartido: “Eje Hepato-dérmico”
o Dianas potenciales
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Ingestion of ultra-processed foods Decreased Health Related Quality Increased risk of Chronic Kidney Disease,
fruciose sweelened drinks and foods of Life Increased reports of Fatigue Cardiovascular Disease, Extrahepatic
physical inactivity, environment (lack InCreased rate of depression Cancers Fibrosis stage associated with

of healthy food choices), genelics Increased Healthcare Utilization increased risk of mortality

/ Hepatocellular
Cirrhosis

carcinoma

15-30% 12-40% N £ - 7%
Reversible Reversible '

Healthy liver

Late stages of

Fat in <5% of | Steatosis » Steatosis fibrosis
hepatocytes / (Fat in >5% * Inflammation
: hepatocytes) * Ballooning Resmetirom for MASH

* Fibrosis with F2-F3

Appropriately Manage Risk Factors of « Culturally appropriate, Mediterranean diet, and at | 0
Diabetes, Hypernension, Cholesterol per least 150 minutes of moderate physical activity
rrent guidelines using medications that have « Weight loss goal of 33 10 10% of body weight.
benedit to the liver « Consider Bariatric surgery, if indications are met

L

Liver transplant or death

Younossi, et al. Clinical and Molecular Hepatology 2025




Nomenclatura nueva
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« Consenso internacional: 236 panelistas / 56 paises

= AASLD

AMERICAN ASSOCIATION FOR
THE STUDY OF LIVER DISEASES

 Previamente: NAFLD y NASH

Adult Criteria
- Confusores excluyentes

At least 1 out of 5:

[J BMI 225 kg/m? [23 Asia] OR WC > 94 cm (M) 80 cm (F)
OR ethnicity adjusted equivalent

- Lenguaje estigmatizante (“Fatty”, “non-alcoholic”)

[[] Fasting serum glucose = 5.6 mmol/L [100 mg/dL] OR
2-hour post4oad glucose levels = 7.8 mmolL
(2140 mg/dL) OR HbA1c 2 5.7% [39 mmol/L] OR
type 2 diabetes OR treatment for type 2 diabetes

« Cambio en nomenclaturay en la definicion

[] Blood pressure = 130/85 mmHg OR specific
antihypertensive drug treatment

« Consideracion a consumo de enol

[:] Plasma triglycerides = 1.70 mmol/L [150 mg/dL] OR
lipid lowering treatment

[:] Plasma HDL-cholesterol £ 1.0 mmol/L [40 mg/dL] (M)
and = 1.3 mmolL (50 mg/dL] (F) OR lipid lowering
treatment

The Home of Hepatology

Paediatric Criteria

At least 1 out of 5:

[(] BMI = 85" percentile for agefsex [BMI z score 2 +1]

OR WC > 95" percentile OR ethnicity adjusted equivalent

[[] Fasting serum glucose = 5.6 mmol/L [= 100 mg/dL)

OR serum glucose 2 11.1 mmol/L [z 200 mg/dL] OR
2-hour post-load glucese levels = 7.8 mmol

[140 mg/dL] OR HbA1c 2 5.7% [39 mmollL] OR
already diagnoseditreated type 2 diabetes OR
treatment for type 2 diabetes

Blood pressure age < 13y, BP = 95th percentile OR
2 130/80 mmHMHg (whichever is lower), age 2 13y,
130/85 mmHg OR specific antihypertensive drug
treatment

Plasma triglycerides age < 10y, 2 1.15 mmol/L
[ 100 mg/dL]); age = 10y, = 1.70 mmol/L
[2 150 mg/dL] OR lipid lowering treatment

Plasma HDL-cholesterol = 1.0 mmol/L [£ 40 mg/dL]
OR lipid lowering treatment

-

Modificado de: Rinella, et al Hepatology 2023
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" Alcohol-
Metabolic MASLD and increased alcohol intake* Associated

Dysfunction-Associated MetALD -
Steatotic Liver Disease ( ; ‘Allj\?:: II)lr:eI:t:: )

(MASLD) T i A e (ALD)

P

/ Metabolic
Dysfunction-Associated
\ Steatohepatitis
\ (MASH)

Average daily alcoho] intake (g)

- @

Modificado de: Rinella, et al Hepatology 2023
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Pooled Prevalence of NAFLD: | 30.05% [95% confidence interval: 27.88 to 32.32%)

S =

East Asia
§ Western Europe _ 29.7% (25.96 t0 33.76%)
25.1% (20.55 t0 30.28%) Eastern Europe

North America

31.20% (25.86 to 37.08%) e, . Z&OZ%A(;i:::dﬂgl ) I
o I . to Om’s
o South East Asia
"4: ‘ 33.07% (18.99 to 51.03%)
® . g "
‘ South Asia N’. .

Australasia
31.20% (25.86 to 37.08%)

>~

33.83% (22.91 to 46.79%)

. ' »

DM2: 63%

g

Younossi, et al. Hepatology 2023



Epidemiologia:

InmunoDerma2025
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Revision sistematica: 1990 - 2019
» 92 estudios (n = 9,361,716)

* Aumento de prevalencia NAFLD un +50.4%
25.7% (<2006) (2) 38% (2016-2019) Mortalidad

Studies with ultrasound or FLI (n=3) Studies with ultrasound, FLI, or biopsy (n=5)
Rate per 1000 person-years (95% CI)

Total NAFLD cases 8153 19,340
Total person-years 104,470 263,947

All-cause mortality 12.6 (6.68-23.67) 17.05 (10.31-28.05)
Cause-specific death

Cardiac specific 4.20 (1.34-7.05) 5.54 (2.72-8.35)
Extrahepatic cancer specific 2.83 (0.78-4.88) 4.21 (1.94-6.48)

Liver specific 0.92 (0.00-2.21) 1.75 (0.58-2.91)

Abbreviation: FLI, fatty liver index.

T
Younossi, et al. Hepatology 2023
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n = 5,123 NAFLD (cirrosis basal 1.8%) - Seguimiento de 23 ainos

decom-
pensa-

tion
orLT

17%

CAP NIS4
MRI-PDFF FAST

ELF / FibroTest /ProC3 / FIB-4 / APRI / NFS
Elastografia / MRE

AASLD guidelines, Hepatology 2025; Allen, et al. J Hepatol 2023

Historia Natural

decom-
pensa-
tion
orLT

46%

Estadiaje enfermedad:

- NASH

- Fibrosis

Limitantes biopsia hepatica

SUMMARY GUIDANCE STATEMENT OF IMAG-
ING-BASED NILDA

e Recognizing that liver histology is an imperfect
reference standard, prior to considering a liver
biopsy to assess fibrosis staging in patients with
CLD, AASLD recommends using blood
and imaging-based NILDA as the initial tests
to detect significant (F2-4) to advanced
fibrosis (F3-4) and cirrhosis (F4). (ungraded
statement)

Diagnosticoy
seguimiento
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Etiologia hepatopatia en THO (USA) Eti()logia emergente
(A)
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2 7% : ,

proportion of non-HCC listings, %

15% o 12% B 10% 7% 6% 4% 4%

2014 2015 2016 2017 2018 2019 2020 2021 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022
mCHB ®CHC |mNASH] mAIH WALD =ALD+CHC =PBC = PSC mCHB mCHC [mNASH] mAIH WALD wALD+CHC wPBC = PSC

S ——

Younossi, et al. Hepatology Communications 2024
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Importancia: MASLD / MASH

Etiologia emergente

Age-standardized prevalence (per 100,000 inhabitants) of the leading causes of chronic liver disease in Latin America (2019);
data were collected from the Global Burden of Disease database [13].

Country Alcohol-related] Metabolic dysfunction- Hepatitis B
liver disease’ associated steatotic liver

Hepatitis Cvirus Hepatocellular
virus infection® infection” carcinoma®

Argentina

Bolivia
Brazil
Chile

Colombia
Costa Rica

Cuba

Dominican Republic

Ecuador

El Salvador
Guatemala

Haiti

Honduras

Mexico

““Nicaragua

Panama
Paraguay
Peru

Uruguay

Venezuela

2019
306.6
2272
300.6
142.5
2820
1838
29538
3433
3168
430.7
2233
300.6
455.0
339.7
1993
178.2
3013
124.0
1874

LA Diaz, et al. Annals of Hepatology 2024

disease”

8022.4
13,0399
15,300.1

9434.0
13,262.8
12,7193
17,0353
14,866.0
20,7494
16,079.7
18,643.6
13,7195
18,973.7
17,687.8
16,539.1
16,681.5
13,0799
10,4525
11,2396
17,166.7

3238
5979
3066.9
430.6
2347.1
664.1
3039
661.6
509.1
677.5
1294.2
1659.9
1266.4
1703
8144
540.6
3058.7
492.5
2404
704.2

490.0
1183.0
23348

590.0
1654.6
21422
14719
1971.6
1007.6
23679
3035.6
2595.3
3180.1
1636.8
3117.0
1596.8
1956.6

997.2

4153
1841.1

2.0
4.6
24
3.0
2.5
5.1
2.3
4.6
34
20
4.5
4.1
14.8
3.5
3.8
29
2.1
2.6
2.3
23
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Importancia: MASLD / MASH

Etiologia emergente

Retrospectivo cirrhosic T MAFLDICryptogenic ALD
N = 4584 etiology: I auoimmunty ] oter
- Adultos

- Dx Cirrosis 2000 - 2019 _—

- 6 centros CDMX / Edo Mex

7
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3
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L

Alex Gonzalez-Chagolla, et al. Lancet Regional Health Ame, Marzo 2022
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Importancia: MASLD / MASH
FIBROSIS

Meta-analisis: Mortalidad por estadio de fibrosis por MASLD vs. FO (Biopsia) | @9

= Cumulative Incidence "- All-Cause Mortality ’ Liver-Related Mortality

ICl: 1.08 - 1.98, p=0.01)
ICl: 1.41 - 2.72, p<0.01)

Cl: 2.65 - 5.05, p<0.01)

= o
< e
= ©
g 8
g g
3 3

HR: 1.99 (CI: 1.47 - 2.71, p<0.01)

HR: 1.33 (CI: 1.05 - 1.70, p=0.02)

Mo m» 0. - o @™
“ws s N s N~
.~
s

:.’:::.::;':. Advanced Cirthosis Fibrosis clinicamente Fibrosis clinicamente

0.3% 0.3% 0.3%

84%  88%  13.0% Slgnlflcatlva HR 2 06 S|gn|flcatlva HR 649

14.0% 14.9% 20.6%

S-year - ( 0 z
‘ 0%  237%  255%  333% ﬁ%ﬁé‘,’“ﬂ;‘ 3%2"‘223"3;’;“”“ " Clinical Gastroenterology

203%  322%  415% and Hepatology

Han et al. Clinical Gastroenterology and Hepatology 2023
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Importancia: MASLD / MASH @
46 estudios (21 paises) II

. = 3 7 - | _%"
n = 8 millones _ = * N -
- Fibrosis: Imagen, sangre y/o biopsia R o & QL. |
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Advanced fibrosis Cirrhosis
N=7,935,182 N=7,442,156

[7] Not applicable

Zamani, et al. Clinical Gastroenterology and Hepatology 2025
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Importancia: MASLD / MASH o

FIBROSIS

46 estudios (21 paises) =50

Nn = 8 millones : Fugy
- Fibrosis: Imagen, sangre y/obiopsia | &

Prevalence of

No. of No. of advanced fibrosis, % P-value for  P-value for
studies participants (95% CI) heterogeneity  interaction

»
0

H

39 7,935,182 3.3 (2442 100.0% < .0001

1,069,267 2.0(1.0-3.0
Il | s 4 i A

™~

poblacién general (%)

e

" ~ ;

o Lat A-rica : Y :‘
the o : h " e f{rﬁx’

Advanced fibrosis Cirrhosis v |
N=7,935,182 N=7,442,156 W2 Oceania

W >20
[7] Not applicable

Prevalencia agrupada en

S5
3
.5
2
LS
1
o>
0

Zamani, et al. Clinical Gastroenterology and Hepatology 2025
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Importancia: MASLD / MASH e
FIBROSIS

Table 3. Pooled Adjusted ORs" for Potential Risk Factors for Advanced Liver Fibrosis and Cirrhosis

Advanced fibrosis Cirrhosis

Variables

Age (per 10 years)
Diabetes

Dyslipidemia

Excessive alcohol intake

Hepatic steatosis

Hypertension

Obesity

Sex (men)

Smoking

Viral hepatitis (B or C)”

No. of
studies

3
5
4
4
3
3
4
5
2
3

OR (95% Cl)

3.09 (1.08-5.10)
2.33 (1.49-3.16)
0.99 (0.63-1.35)
1.43 (1.25-1.61)
1.35 (1.12-1.57)
1.08 (0.42-1.74)
1.87 (1.14-2.61)
1.69 (1.28-2.11)
0.86 (0.61-1.11)

7.89 (4.17-11.61)

12
95.8%
38.6%

96.0%
0.0%
46.2%
89.5%
55.7%
56.1%
0.0%
0.0%

P-value for
heterogeneity

< .0001
164
< .0001
670
156
.0001

No. of

studies OR (95% CI)

NA
2

NA
1.99 (1.94-2.04)
NA
2.01 (1.18-3.42)
NA
NA
1.98 (1.93-2.03)
1.56 (1.20-1.92)
NA
1.81 (1.19-2.42)

P-value for
¥ heterogeneity
NA
0.0%
NA

NA
.690
NA

Zamani, et al. Clinical Gastroenterology and Hepatology 2025
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MASLD y Psoriasis .

MASLD
50-40%




MASLD y Psoriasis: Epidemiologia

3205 participants with liver ultrasonography

Excluded:
588 unccrtainty about case
ascertainment of psonasis

Excluded:
91 medication

0 methotrexate
0 TNF inhibdtor
33 amiodarone,
55 corticosterods
3 tamoxifen

23 pos HBV, HCV

220 >14 alcohol beverage

2617 liver ultrasonography and psonasis

data

Included 2292

PRIMERFORO

InmunoDerma2025

CANCUN, MX

Crude/adjusted
OR (95% CI)

2174 controls

118 psoriasis

724 NAFLD
(33%)

van der Voort, et al. J Am Acad Dermatol 2014

55 NAFLD

(46,2%)

Crude univariate model*

Psoriasis

Age and sex adjusted

Psoriasis

Multivariable adjusted’

Age, y

Sex, female
Metabolic syndrome
Smoking

Never

Past

Current

Pack years

Alcoholic beverages weekly
ALT, U/L

Psoriasis

¢(LEPTINA?

1.70 (1.17-2.46)

1.70 (1.17-2.47)

0.98 (0.96-1.00)
1.19 (0.96-1.48)
3.51 (2.86-4.32)

1
0.88 (0.67-1.15)
0.99 (0.96-1.01)
1.01 (1.01-1.02)
0.99 (0.96-1.01)
1.01 (1.01-1.02)
1.70 (1.13-2.58)
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MASLD y Psoriasis: Epidemiologia

COLIPSO study (Co-prevalence of Liver Disease in Psoriatic Disease) MRI
*  Multicéntrico, vida real y observacional

e ’ PDFF + cT1
- Psoriasis moderada - grave (n=50) vs controles (n=150)

PsD from
secondary
care (COLIPSO)
(n=50)

Matched
controls
without

PsD (n = 150)

POPULATION RESULTS

O MASLD/MetALD

Matabolic dysiunction-a3sociasd SBalolc Aver
disaase’ Mefabolc dysnction-assonalnd ataholc e

Demographics

Age, mean (S.D.), years

Sex (male), n (%)

BMI, mean (s.D.), keg/m”
Categories, n (%)
Lean (<25 kg/m?)
Overweight (>25-< 30 kg/m?)
Obese (=30 kg/m?)

PsA, n (%)

PsO, n (%)

Type 2 diabetes, # (%)

Type 1 diabetes, #n (%)

Hypertension, n (%)

Hyperlipidaemia, n (%)

Cardiometabolic risk factor, n (%)

High lcohol use, # (%)

Lija James, et al. Rheumatology 2025

48 (14)
29 (58)
29 (5)

10 (20)
24 (48)
16 (32)
34 (68)
16 (32)
1(2)
2 (4)
10 (20)
9 (18)
43 (86)
3 (6)

50 (13)
87 (58)
27 (5)

49 (33)
57 (38)
44 (29)

4 (3)
16 (11)
38 (25)
43 (29)

111 (74)

9 (6)

Matched controls D%

(n=150)

Multiparametric
MRI-biomarkers:

O ¢T1 and PDFF
8
lég:

PsD
(n=50)

Blood markers.

f.', United Kingdom ELF & Liver function tests

Age: 18-80y
Study dates: 2021 to 2024

= P$O/PSA (psoriasis andior psonalic arthnlis)

/% = PsD (psoriatic disease which includes both PsO/PsA)

RHEUMATOLOGY

' 44% o 25%
~P80 c

Controls

MASH

Matabolic dysfunction-sssociaed stasiahepsnng (POFF 253 and ¢ T1 2800ms)

"’ \JJ

PsD Controls

54%:
PFHs y ELF normales
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Esteatosis
Fibro-Inflamacion

1%,
4k 74’,-'°T
ke

3%

PsD PsD Matched ' PsD Matched Healthy
(n=50) UK Biobank controls UK Biobank controls controls
(n = 360) (n=150) (n=360) {rn=150) (rn=150)

Esteatosis

o

Esteatosis
Fibro-Inflamacion

o@

e a2 ®
- G .. .. - — JEEE. .- - - - = = - - - -
e ¥ =

Fibro-Inflamacion

hode an g o

e °
i

Mid Mol BEes Mid Molasts  SHas Never Historical Current Historical Current
€51  [5-10]  [10] (5] [5-10]  [210] s e, WS Thy T
(n=368) (n=6) (n=8) (n=38)  (n=6) (n=8) (n =20) (n =20)

Gravedad PASI Uso de Metotrexate

—_— 9

Lija James, et al. Rheumatology 2025
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MASLD y Psoriasis o

Meta-analisis: 7 estudios de casos-controles
» Asociacion entre MASLD y Psoriasis
» ¢Screening MASLD en pacientes con Psoriasis?

Study n (psoriasis/ Age (1SD), Country of Characteristics of Diagnosis of NAFLD
control) years origin control group

Farias et al.’® 100/4928 43 (+19) Chile National Health Survey Not described

Gisondi et al.’® 130/260 51.2(+£13.4) Iltaly Healthy volunteers US, liver test, exclusion of other liver
diseases

Fewell et al.’® 60/328 53.2(+13.3) USA Outpatients recruited in US, liver test, exclusion of other liver
a military medical centre diseases

Madanagobalane et al.’®  333/330 46.2 (£11.5) India Outpatients recruited in US, liver test, exclusion of other liver
a Dermatological centre diseases

Miele et al.*°* 142/125 50.1 (£15) ltaly Outpatients recruited in US, liver test, exclusion of other liver
a Dermatological centre diseases

Tsai et al.*’ 51 800/207 200 46.4(+18.6) Taiwan National Health Insurance  ICD-9-CM code: 571.8%
Research Database

Van Der Voort, et al.***®  118/2174 76.2 (:6) Netherlands  Population-based US, liver test, exclusion of other liver
(Rotterdam Study) diseases

- 0
R. Candia, M Arrese, et al. JEADV 215




MASLD y Psoriasis
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Meta-analisis: 7 estudios de casos-controles
» Asociacion entre MASLD y Psoriasis
« ¢Screening MASLD en pacientes con Psoriasis?

Psoriasis Control
Study or Subgroup Events Total Events Total Weight
1.1.1 Low quality studies
Farias 2011 14 100 138 4928 13.1%
Fewell 2012 28 60 151 328 13.9%
Tsai 2011 223 51800 443 207200 23.0%
Subtotal (95% CI) 51960 212456 50.0%
Total events 265 732
Heterogeneity: Tau? = 0.37; Chi* = 17.66, df = 2 (P = 0.0001); I = 89%
Test for overall effect: Z = 2.14 (P = 0.03)

1.1.2 Best quality studies

Gisondi 2009 61 130 73 260 16.5%
Madanagobalane 2012 58 333 26 330 15.3%
Van Der Voort 2013 55 118 724 2174 18.2%
Subtotal (95% CI) 581 2764 50.0%
Total events 174 823

Heterogeneity: Tau? = 0.00; Chi*=1.44,df=2 (P =0.49); ?=0%
Test for overall effect: Z = 5.80 (P < 0.00001)

Total (95% CI) 52541 215220 100.0%
Total events 439 1555

Heterogeneity: Tau? = 0.10; Chi* = 19.01, df =5 (P = 0.002); I? = 74%
Test for overall effect: Z = 4.81 (P < 0.00001)

Test for subaroup differences: Chi? = 0.04, df = 1 (P = 0.84), = 0%

Odds Ratio Odds Ratio
M-H, Random, 95% CI

M-H, Random, 95% CI

5.65 [3.13, 10.19) —
1.03 [0.59, 1.78)

2.02 [1.72, 2.37) -
2.24 [1.07, 4.68) e

2.26 [1.46, 3.51]
2.47 [1.51, 4.03]

——
s
1.75 [1.20, 2.54] =
2.07 [1.62, 2.64) >

2.15 [1.57, 2.94) <&

0.01 0.1 OR; 21 5 100

More NAFLD i oJa1uge D M Psoriasis

S —

R. Candia, M Arrese, et al. JEADV 215




PRIMERFORO

InmunoDerma2025

MASLD y Psoriasis

Meta-analisis: 7 estudios de casos-controles
« Asociacion entre MASLD y Psoriasis
« ¢Screening MASLD en pacientes con Psoriasis?

Arthritis Non Arthritis Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fewell 2012 8 16 20 4 19.0% 1.20 [0.38, 3.77)
Madanagobalane 2012 21 73 37 260 65.9% 2.43[1.32, 4.50) i

Miele 2009 25 28 59 84 15.1% 3.53[0.98, 12.77]

Total (95% Cl) 117 388 100.0% m B
54 116

Total events
T 2 = ‘ i2 = = - 12 = 09
Heterogeneity: Tau? = 0.00; Chi* = 1.69, df =2 (P = 0.43); I’ = 0% N0 " 1 10 100

Test for overall effect: Z = 3.19 (P = 0.001)
PsD Cutanea PsD Articular

Moderate/Severe Psoriasis  Mild Psoriasis Odds Ratio Odds Ratio
Events Total Events Total i M-H, Random, 95% CI M-H, Random, 95% CI
Gisondi 2009 71 21 59 14.1% 2.33 [1.15, 4.75]
Tsai 2011 9063 156 42737 85.9% 2.03 [1.53, 2.71)

Total (95% CI) 9134 42796 100.0% OR: 2.07

Total events 107 177
Heterogeneity: Tau? = 0.00; Chi* = 0.13,df =1 (P =0.72); ? = 0%

Test for overall effect: Z = 5.37 (P < 0.00001) - . MODERADA

R. Candia, M Arrese, et al. JEADV 215



PRIMERFORO

InmunoDerma2025

MASLD y PsoriaSiS — CANCUN, MX

Meta-analisis: 12 estudios observacionales (casos y controles / transversales)
» n=14millones (Psoriasis: 41,853)
» Asociacion entre MetS = Psoriasis vs poblacion general

OR (95% C1)

4.22 (2.06, 8.65)
1.85 (1.16, 2.35)
0.84 (0.31, 2.27)
2.40 (0.67, 8.59)

2.69 (2.16, 3.38)

2.86 (2.21,3.71)

3.40 (2.22, 5.21)
6.09 (2.84, 13.06)
1.74 (0.99, 3.05)
1.96 (1.02, 3.77)
1.73 (1.086, 2.82)
1.41 (1,317, 1.51)

Owverall

NOTE: Weights are from random efects analysis

Armstrong, et al. J Am Acad Dematol 2013




PRIMERFORO

MASLD y PsoriaSiS o lnmunoDérmaZOZS

CANCUN, MX

Meta-analisis: 15 estudios observacionales (casos y controles / transversales)
e N =249,933Psoriasis (49% NAFLD) /1,491,402 Controles (36% NAFLD)
» Asociacion entre NALFD y Psoriasis placa crénica (Dx imagen)

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup og|Odds Ratio SE Total Total Weig IV, Random, 95% Cl IV, Random, 95% CI
1.4.1 ultrasonographic NAFLD
Abedini et al 2015 1.2782 0.2687 123 123 49% 3.59(2.12,6.08)

Awosika et al 2018 0967 08369 101 51 0.7% 2.63[0.51,13.56)

Gisondi et al 2009 08154 0.2246 130 260 6.2% 2.26 [1.46, 3.51) S ——
Gisondi et al 2016 0.7885 0.3135 124 79 40% 2.20[1.19,4.07) ——
Madanagobalane et al 2012 0.7975 0.25 333 300 54% 2.22[1.36,362) B —
Van der Voort et al 2014 05306 0.1906 118 2174 7.4% 1.70[1.17,2.47) ——
Van der Voort et al 2016 06523 0.0245 74 1461 148% 1.92[1.83,2.01) .
Subtotal (95% CI) 1003 4448 43.5% 2.02[1.78, 2.28] 4
Heterogeneity. Tau*=001,Chi*=694, df=6 (P=0.33),F=13%

Test for overall effect Z= 1099 (P < 0.00001)

1.4.2 Hospitalization discharge report
Ogdie et al 2018 01702 00422 197130 1279754 : 1.19[1.09,1.29)

Tsaietal 2011 08218 0.091 51800 207200 : 2.27 [1.90, 2.72)
Yang etal 2021 06523 0.0245 0 0 1.921.83, 2.01)

Yousafetal 2020 0.7975 0.0023 0 0 . 222(2.21,2.23)
Subtotal (95% CI) 248930 1486954 X 1.83 [1.45, 2.32)

Heterogeneity. Tau*= 0.05, Chi*= 254 .33, df= 3 (P < 0.00001); F= 99%

Test for overall effect. Z= 510 (P < 0.00001)
Total (95% CI) 249933 1491402 X NAFLD @

Heterogeneity. Tau®= 0.03; Chi*= 292.90, df= 10 (P < 0.00001), F= 97% OR:1.96
Test for overall effect: Z= 9.26 (P < 0.00001) -

Test for subagroup differences: Chi*F= 049, df=1 (P=0.48), F=0%

—‘

Bellinato et al. Journal of Endocrinological Investigation 2022
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PRIMERFORO

InmunoDerma2025

CANCUN, MX

MASLD y Psoriasis .

Meta-analisis: 15 estudios observacionales (casos y controles / transversales)
e N =249,933Psoriasis (49% NAFLD) /1,491,402 Controles (36% NAFLD)
 Asociacion entre NALFD y Psoriasis placa crénica (Dx imagen)

Mediana PASI

Degriasis with NAFLD Psoriasis without NAFLD Mean Difference Mean Difference
Study or Subgrou  Mean | SD Total Mean SD  Total Weight IV, Random, 95% Cl IV, Random, 95% CI

Awosika et al 2018 2.1 21 408 0.97 80 156% 0.72-0.20,1.64)

Gisondi et al 2009 1 61 5.2 71 B9 111% 790[467,11.13) -
Gisondi et al 2016 12 55 5.7 2.7 51 11.0% 8.40[5.14,11.66) -
Madanagobalane et al 2012 . 108 58 43 38 254 120% 2201062, 502
Magdaleno-Tapial etal 2019 29 37 13.7 11 34 155% 1.30[0.30, 2.30)
Miele et al 2009 10 34 16 e 28 96% 2.00 |-1.96, 5.96)
Narayanasamy et al 2016 1354 113 2319 1205 105 10.7% 969[6.29,13.09)
Roberts et al 2015 496 48 2.996 2.7 55 1456% 2.21 [0.64,3.79)

Total (95% Cl) 477 676 100.0% 1\

Heterogeneity. Tau®*= 590, Chi*= 56.60, df= 7 (P < 0.00001), F= 88%
Test for overall effect. Z=4.02 (P < 0.0001)

-100 -50 0 50
Favours no association Favours association

-—_-_—— ¢

Bellinato et al. Journal of Endocrinological Investigation 2022
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MASLD y Psor|a5|s ® InmunoDerma2025

CANCUN, MX

PSORIASIS:
TPrevalencia SMet y MASLD

T Esteatosis hepatica (independiente FRCM)
TGravedad Psoriasis = TMASLD




PRIMERFORO

InmunoDerma2025

MASLD y Psoriasis

CANCUN, MX

Eje
Hepato — Dermo
— Adiposo

A&

Torosian, et al Semin Arthritis Rheum. 2023



PRIMERFORO

MASLD Yy Psoriasis: InmunoDerma2025

_ . _ _ _ CANCUN, MX
Mecanismo fisiopatologico compartido ®

Adipocitos

. I . . o ibili insulin
Promueve resistencia a insulina, |oxidacion AG, 1sintesis TG y AG Promueve sensibilidad a la insulina y

Lipogénesis hepatica Promueve MASH v fibrosis ‘ oxidacion de AG: .,
Lu?negnta inflampaci()n (IL-17 / TNF-a) y > ” - Disminuye inflamacion (IL-17 / TNF-a)

/- Lo

- ~ o LIPRL]
‘ TNF-a S-100 & LCN2 Entesitis
N genes activated Inflamacién T cel

C. Kupffer activadas / l Hiperplasia epidemal

p-JAK2 N

Hepatocyte
T TG
T FFA
' LEPTINA | =
4 Adhesion
molecules Placas
C. Estrellada m : STA7T' : Baaa

Hiperproliferacion de
queratinocitos

MASLD %

Torosian, et al Semin Arthritis Rheum. 2023

Esteatosis _
Lipogenesi AL Neovascularization _ TINA
inflamacion BL_1=4in2 Psoriasis
Inflamacion —




PRIMERFORO

MASLD y Psoriasis: InmunoDerma2025

CANCUN, MX

Dianas terapéuticas potenciales “Eje Hepato - Dérmico’

EXPANDED AND INFLAMED
ADIPOSE TISSUE

Pérdida
de peso
sostenida

Aumento de IL-17 e IL-23 en NAFLD vs controles

Tang, et al. Clin Exp Immunol 2011 : - : —
Adiponectina baja en psoriasis.

anti-TNF-alfa: Mejoria de Rl en DM2-psoriasis Kyriakou, et al Dermatology 2017

Al-Mutairi, et al. Cutis 2016 ) .
Leptina alta en psoriasis.
Therapeutic Targets for NAFLD Wang, et al Br J Dermatol 2008

Pro-inflammatory hepatokines Therapeutic Targets for PD
(1 CRP, T TNF-alpha, 1 IL-6)

Vasoactive and thrombogenic molecules —
(T PAK1, T TGF-beta, T fibrinogen) N - —

-~

P\ -
: > P._SO.RIASI '
1' ..‘ rf ‘.‘:b\. ("’

2
IL-6, TNF-alfa, IL-17

% = may have benefit in PD patients
= may have benefit in NAFLD patients

Younossi, et al. Hepatology 2023



MASLD y Psoriasis:
Dianas terapéuticas potenciales

PRIMERFORO

InmunoDerma2025

CANCUN, MX

“Eje Hepato - Dérmico”

Ensayo clinico:
¢ Pérdida de peso (5-10%) mejoria en respuesta a dosis baja de CyA?
n=30: 2.5 mg/kg/d CsA + dieta hipocalérica / n=31: CsA (control)
Objetivo 1°: Mejoria de PASI > 75% del basal a las 24w

—_
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Gisondi, et al. Am J Clin Nutr 2008
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PRIMERFORO

InmunoDerma2025

CANCUN, MX

MASLD y Psoriasis:
Dianas terapéuticas potenciales e

“Eje Hepato - Dérmico”

Meta-analisis (14 estudios):
« Psoriasis + MASLD / Fibrosis hepatica
- Ttoinhibidores de IL-17 0 IL-23

Gisondi, et al. Am J Clin Nutr 2008



MASLD vy Psoriasis:
Dianas terapéuticas potenciales InmunoDerma2025

Meta-analisis (14 estudios): CANCUN, MX
» Psoriasis + MASLD / Fibrosis hepatica - - ..
- Ttoinhibidores de IL-17 0 IL-23 Eje Hepato - Dermico

Promueve sensibilidad a la insulina y

Promueve resistencia a insulina, |[oxidacion AG, fsintesis TG y AG oxidacién de AG:

TLipogénesis hepatica Promueve MASH vy fibrosis

Aumenta inflamacioén (IL-17 / TNF-a) > | - Disminuye inflamacion (IL-17 / TNF-a)

/ SOCS-3 T EPTINA ADIPONECTINA

p-JAK2 N ?_’m\
)

1 ‘ TNF-a J S-100 & LCN2 Entesitis

N genes activated Inflamacion T cel

C. Kupffer activadas l Hiperplasia epidemal

Hepatocyte
T TG
TFFA
' LEPTINA v
% 4 Adhesion
> molecules Placas
strellada m pSTATa Baan psoriaticas

Hiperproliferaciéon de

TGF-B
MASLD %

Torosian, et al Semin Arthritis Rheum. 2023

_LEPTINA |
queratmomtos LEPTINA
Esteatosis AT CUTER L — . -
Lipogenesis Pl e {EsszRion Psoriasis
Inflamacion P —




PRIMERFORO

InmunoDerma2025

MASLD y Psoriasis: ACON
Dianas terapéuticas potenciales "Eje Hepato - Dérmico”

Meta-analisis (14 estudios):
» Psoriasis + MASLD / Fibrosis hepatica

* Ttoinhibidores de IL-17 0 IL-23 Guselkumab [ IL-23 inhibitors
N
p

=0.0323
L

N=15
p=0.0212

H
N

IL-17: 11 estudios

« 6:Neutro
- 5:Mejoriaen PFHs

IL-23: 3 estudios Takeshima, et al. J Dermatol 2024

* 1:Neutro
« 1:Mejoria de FIB-4 a bm
- 1:Reclutamiento (NCT06586281: Guselkumab / Objetivo: MRI PDFF)

FIB-4 index

6
4
2
0

Conclusion:
Inhibidores de IL-17 e IL-23 podrian tener efectos beneficos en MASLD y fibrosis hepatica en

pacientes con psoriasis. Faltan estudios con major diseno y mayor n

=7
- . L

Gisondi, etal. Am J Clin Nutr 2008

% change of FIB-4 index




PRIMERFORO

InmunoDerma2025

CANCUN, MX

CONCLUSIONES -

» Pacientes con psoriasis: Tamizaje para Smet y MASLD @
(¢ Fibrosis?)

Hepato-Dermal-
Adipose AXis

» Psoriasis: Mas prevalencia para Smet y MASLD vs P

poblacién general n A

e

» Fibrosis hepatica: Riesgo de progression rapida

- Lainflamacion es clave en ambas entidades
¢.Dianas terapéuticas en el Eje Hepato-Dermatologico?

_—mn——— — - - e 9

Torosian, et al Semin Arthritis Rheum. 2023
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