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Obesity: a growing global (and local) challenge
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World Obesity Atlas, 2022; D’Errico M, et al. Eur J Health Econ 2022; https://www.epicentro.iss.it/okkioallasalute/indagine-2023-report-Abruzzo




Obesity is associated with multiple complications
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Life expectancy decreases as BMI increases
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Prospective Studies Collaboration. Lancet 2009;373:1083-96



Prevalence of complications in people with obesity

Body mass index 230

. e
3% Stroke @@' 21% Myocardial infarction @‘
X

3.5% Congestive heart failure @z [ 80% MASLD g’ ]

@) 35% GERD symptoms* ‘)

51% Hypertension @

60-70% Dyslipidemia

19% Major depression ’

21% Diabetes

*Weekly heartburn and regurgitation.
GERD, gastro-oesophageal reflux disease; NAFLD, nonalcoholic fatty liver disease; OSAS, obstructive sleep apnoea syndrome; PCOS, polycystic ovary syndrome.

Simon GE et al. Arch Gen Psychiatry 2006;63:824—-30; Su W et al. ] Med Economics 2015,;18:886-97; Lépez-Veldzquez JA et al. Ann Hepatol 2014;13:166-78; Yildiz BO et al. J Clin Endocrinol Metab. 2008;93:162—68;
El-Serag HB et al. Am J Gastroenterol. 2005,100:1243-50; Prieto-Alhambra D et al. Ann Rheum Dis 2014,73:1659—64; Modena DAO et al. Rev Assoc Med Bras 1992,;63:852-8.



Subcutaneous obesity Visceral obesity AdeminaI Obesrty
ki Vel Is the Principal Link between
Metabolic Syndrome and MASLD
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Subcutaneous fat Visceralfa’t
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Normal adipose tissue Pathological adipose tissue

Blood Adipocytes
vessel Apoptotic
adipocyte
M2 macrophage ,l M1 macrophage ,l
Anti-inflammatory adipokines T Pro-inflammatory adipokines
Adiponectin and SFRP5 Leptin, TNF, IL-6, IL-18, PAI1, resistin
and RBP4
l ! Anti-inflammatory adipokines

cardiovascular disease syndrome and cardiovascular diseas

Protection against inflammation, l
diabetes mellitus and [Diabetes mellitus, metabolic }
e

Mod from Gonzales-Muniesa et al. Nature Reviews Disease Primers volume 3, Article number: 17034 (2017)



Pathophysiological Mechanisms of Increasing Risk of
Cardiovascular Disease in MASLD
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Stahletal. JACC vol 73, no. 8, 2019; Zannad et al. JIntern Med. 2024; 296: 24-38.
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Bidirectional relationship between MASLD and T2DM

~
&
Increased risk of progression towards:
hampers to maintain an optimal glycemic control P v MASF.l .
Increase risk of Advanced fibrosis
v HCC

macrovascular and microvascular complications _
v' Liver —related outcomes

Cusi K. Diabetologia (2016) 59:1112—-1120

Birkenfeld Al et al. Hepatology. 2014,59(2).713-23 McPherson S et al. J Hepatol. 2015:62(5):1148-55

Targher et al. Nat Rev Endocrinol. 2018 Feb,;14(2):99-114 Wang P et al. Diabetes Metab Res Rev. 2012:28(2):109-22
Huang et al Gastroenterology . 2023 Aug,;165(2) . 463-472.€5.6
Huang et al. Lancet Gastroenterol Hepatol. 2023 Sep,;8(9).829-836.



)

VAR

(Metabolic dys
Sﬁatotlc Liver Disease)

e

_,.a

i"“\

Rinella ME et al. J Hepatol. 2023 Jun 20:S0168-8278(23)00418-X



MASLD: Diagnostic Criteria

Steatotic Liver Disease
(Hepatic steatosis identified by imaging or biopsy)

Does the patient meet any of
the cardiometabolic criteria?*

Yes

l

|

No

l

[ Are there any other causes of steatosis? ]

[ Are there any other causes of steatosis? ]

l

l l

l

*Cardiometabolic criteria

No Yes No Yes
Metabolic Dysfunction Other specific
Associated Steatotic MetALD or other s aetiology SLD
LD**
Liver Disease combination aetiology Cryptogenic S (e.g. ALD, DILI,

(MASLD)

monogenic diseases)

Adult criteria

At least 1 out of 5:

[ ] BMI =25 kg/m? [23 Asia] OR WC >94 cm (M) 80 cm
(F) OR ethnicity adjusted equivalent

[] Fasting serum glucose 25.6 mmol/L [100 mg/dl] OR
2-hour post-load glucose levels 27.8 mmol/L
[2140 mg/dl] OR HbA1c =5.7% [39 mmol/L] OR
type 2 diabetes OR treatment for type 2 diabetes

|:| Blood pressure 230/85 mmHg OR specific
antihypertensive drug treatment

[] Plasma triglycerides 21.70 mmol/L [150 mg/dl] OR
lipid lowering treatment

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

Paediatric criteria

At least 1 out of 5:

[] BMI 285" percentile for age/sex [BMI z score = +1]
OR WC >95" percentile OR ethnicity adjusted equivalent

[] Fasting serum glucose 25.6 mmol/L [2100 mg/dl]
OR serum glucose 211.1 mmol/L [2200 mg/dl] OR
2-hour post-load glucose levels 27.8 mmol
[140 mg/dl] OR HbA1c 25.7% [39 mmol/L] OR
already diagnosed/treated type 2 diabetes OR
treatment for type 2 diabetes

|:| Blood pressure age <13 yr, BP 295th percentile OR
2130/80 mmHg (whichever is lower); age 213 yr,
130/85 mmHg OR specific antihypertensive drug
treatment

[] Plasma triglycerides <10 yr, 21.15 mmol/L
[=100 mg/dl]; age =10 yr, =1.70 mmol/L
[=150 mg/dl] OR lipid lowering treatment

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

Aligned with Alberti et al. Circulation 2009

Rinella ME et al. J Hepatol. 2023 Jun 20:50168-8278(23)00418-X



MASLD/MASH: Diagnosis in Clinical Practice

o
C© \
o Age
NAFLD AST FIB-4
fibrosis dlar Score
sScore
Platelet count
- - 1 BMI -
NAFLD e FIB4 ) S
fibrosis | Erfect | NPV S | | | Alburin Score | Effect | NPV Or
scorelll G ) - [2,3] '
= | Impaired fasting
| /diabetes? Rules out
@ CE et i DR e 13| fibrosis i
0676 | oA | 554690 v
Advanced fibrosis IRresIS
fibrosis
Vit. D (Sie) [ng/ml] 37,0
Significant Fibrosis.4 (FIE.4)
ibrosis- .
fibrosis
MAFLD fibrosis score (NFS) L
No to early

Piastrine [10"9/L] 238,00
Albumina (Sie) [g/dl] 43
Colesterolo non HDL (calc) [mg/dI] 164

fibrosis

ated steatohepatitis
Normal  Simple steatosis S inflammation

Gold Standard: Biopsia
Gold Standard: Biopsia o Spettroscopia RMN Imaging: VCTE, 2D-SWE
Pratica Clinica: Ecografia, CAP Marcatori Sierici: FIB-4, NFS




Non-invasive assessment of the risk for
advanced fibrosis

Type 2 diabetes
or
obesity + 21 cardiometabolic risk factor(s)
or
persistently elevated liver enzymes

- FIB-4* ! =,
| S
<1.3 1.3-2.67 @ =2 67

or altemative test***

[ veTe }

I L ]
<8.0 kPa 28.0kPa

'\—-[ Hepatology referral )

Intensified management
of comorbidities**

+ Diagnostic work-up and management plan for
liver-related outcomes

re-assess FIB-4
at=1year

+ Intensified management of comorbidities (in a
S multidisciplinary team)

Re-assess FIB-4
every 1-3 years

* FIB-4 thresholds valid for age =65 years (for age >65 years: lower FIB-4 cut-off is 2.0)
** e.g. lifestyle intervention, freatment of comorbidities (e.g. GLP1RA), bariatric procedures
*** e.g. MRE, SWE, ELF, with adapted thresholds

®and @ are options, depending on medical history, clinical context and local resources

Diabetologia (2024) 67:2375-2392



EASL—EASD—EASO Clinical Practice Guidelines on the management of MASLD

Weight loss goals

[

3—5% weight reduction

P

Recommendations to all MASLD

Implementation

and late-evening snack

Compensated cirrhosis with obesity: moderate weight
reduction plus high-protein intake and physical activity

n Diet quality Physical activity
MASLD g =5% for steatosis +  Mediterranean diet « Tailored to the individual's Multidisciplinary care
with > reduction - Minimising processad preference and ability Lifestyle evaluation
overweignt = meat, ultra-processed « =150 min/week of during healthcare visits
/obesity £8 27-10% for MASH foods and sugar- moderate- or 75 min‘week Affordable structured
62 bl Ll sweatened beverages of vigorous-intensity lifastyle interventions
B8 sical activi o
%TL; Consider incretin- « Increasing unprocessed/ pr_lyr_ - v _ Individualised plan
S g - based weight loss minimally processed foods © LtlnEi e e T gﬁﬁﬂ?&”&gﬂﬂﬁms and
=
@ g drugs Other lifestyle habits aconomic constraints
MASLD £c + Smoking: avoidance Rehavi Ith
with - D 3 LT IS EIANE +  Alcohol: discouraged or snaviourariherapy
class llor i T o procedures o
obesity 0 E avoidance in advanced
8 fibrosis or cirrnosis
E E . - A
= e F !
g MASH cirrhosis
5 ; « Lifestyle adapted to the severity of liver disease and
Q nutritional status
e = Sarcopenia or decompensated cirrhosis: high-protein diet

e A "

Prevention of MASLD and HCC

= Preventing obesity

= Healthy diet

= Regular physical activity

= Avoiding smoking and alcohol

L o h, A

Diabetologia (2024) 67:2375-2392

Long-term goals:

Quality of life and survival
Cardiometabolic benefits
Prevention of cirrhosis, HCC, T2D, cardiovascular disease




EASL—EASD—EASO Clinical Practice Guidelines on the management of MASLD

MASLD/
MASH

without cirrhosis
(FO-F3)

MASLD/
MASH with

compensated
cirrhosis (F4)

MASH-targeted

If locally approved:
resmetirom
in F2/F3 fibrosis

Check indication for
liver transplantation
in case of
decompensation or
HCC

[ Preferred pharmacological options for treating comorbidities J

T2D

GLP1RA
(e.g. semaglutide,
liraglutide, dulaglutide)
and coagonists
(e.q. tirzepatide)

SGLT2 inhibitors
(e.g. empagliflozin,

dapagliflozin)

Metformin*®

Insulin
(in case of
decompensated
cirrhosis)

*if glomerular filtration rate>30 ml'min

Dyslipidaemia

\

Obesity

GLP1RA
(e.g. semaglutide,
liraglutide) and
coagonists
(e.g. tirzepatide)

Bariatric
interventions
(special caution in
case of compensated
cirrhosis)

Diabetologia (2024) 67:2375-2392



RESEARCH SUMMARY

A Phase 3, Randomized, Controlled Trial of Resmetirom

Agonista selettivo dell’isoforma
beta del recettore
degli ormoni tiroidei

Placebo Resmetirom Resmetirom
(N=321) 80 mg 100 mg
(N=322) (N=323)

Percentage of Patients

Harrison SA et al.

100 4
90
80
70—
60 —
50-
40 —
304
20

in NASH with Liver Fibrosis

DOI: 10.1056/NEJMoa2309000

Primary End Points

Placebo M Resmetirom, 80 mg Il Resmetirom, 100 mg

(N=318) (N=316)

P<0.001 P<0.001

5.9 29.9

9.7

(N=321)

P<0.001 P<0.001

24.2 259

NASH Resolution with No
Worsening of Fibrosis

Fibrosis Improvement by =1 Stage
with No Worsening of NAFLD
Activity Score

- aumento della SHBG con corrispettivo aumento dei livelli circolanti totali di estradiolo e testosterone
- | funzionalita dell’asse ipofisario-tiroideo, con una riduzione dal 17 al 21% dei livelli di free T4 con parallela riduzione del TSH

Harrison SA et al. N EnglJ Med 2024 Feb 8;390(6):497-509



Effect of incretin-based therapies on obesity-related comorbidities

O Most incretin-based therapies

CKD O Liraglutide

1 UACRY
«5759] | 70 aGFR decline O Semaglutide

ASCVD

11-13,182024262830383597 | Triglycerides, { total and LDL-c
11-14,16-18,20-24,26-28,30-33,35-37 'L SBP- 'L DBP

[
11-14,16-1820-24,26-28,30-33,35-37, 39-60 LBW

2 L MACE

{,.,\ Tirzepatide
HF 0SA
71KCCQ f. -j; LAHI'®® | hypoxic burden3®
771 6 minutes walking test \= [ A | tsleep quahty =
2L hHF and CV death ( /

MASLD | ), \

p— GERD
‘ ' 7?4 Liver fat T Possible AE*
340 | non-invasive fibrosis markers : 19
3980 | histological MASH markers b

# e/* | histological fibrosis markers

T2D

511 HOMA-IR, 7 VAT

13146163 | incidence of prediabetes and T2D
13303536565961 T chances of prediabetes
reversal

PCOS, Infertility

1 Free androgen index, T SHBG®
T Menstrual frequency®

T Pregnancy rate®®

KOA

21} Inflammation (IL-6, macrophages M1)
%3 | Pain

ED, Infertility
& o . )
1 Oxidative stress®
1 Smooth muscle cell dysfunction®
L Incidence of ED¥

Caruso et al. NPJ Metab health Dis. 2024



Body weight loss with incretin-based anti-obesity medications

100
90
80
70
60
50
40

30

PROPORTION OF PARTICIPANTS (%)

20

10

Liraglutide 3.0 mg Semaglutide 2.4 mg Semaglutide 50 mg Orforglipron 45 mg Tirzepatide 15 mg Retatrutide 12 mg
% WEIGHT LOSS VS BASELINE

5% m10% w15%  m20%  wm25%
Caruso et al. NPJ Metab health Dis. 2024



Relative percent liver
fat change with
Incretin-based Therapies

Brouwers et al. DRCP Volume 211, May 2024

Percent Liver Fat Content Change from Baseline

Exenatide 10 pg BID (pooled)

4
i =
g
i

Dulaglutide 1.5 mg QW

Liraglutide 1.2 mg QD

—19'%I- Liraglutide 1.8 mg QD (pooled)

~24%)| Liraglutide 3.0 mg QD {pooled)

<
i

-58% Semaglutide 0.4 mg Q0D

Semaglutide 1 mg QW

‘Semaglutide 2.4 mg QW (poolad)

:

Tirzepatide 10015 mg QW

I
i

Cotadutide 200 pg QD

Efinopegdutide 10 mg QW

3

i Ea
g I
i

Pemvidutide 1.2 mg QW

Pemvidutide 1.8 mg QW

Pemvidutide 2.4 mg QW

Efocipegtrutide 0.08 mglkg QW

Retatrutide 1 mg QW

Retatrutide 4 mg QW

Retatrutide & mg QW

Retatrutide 12 mg QW

Exenatide 10 pg BID +Piogitazone 45 mg QD

Sema 2.4 mg QW +Cilofexor 30 mg QD

Sema 2.4 mg QW + Cilofexcr 100 mg QD

Sema 2.4 mg QW + Firsocostat 20 mg QD

Sema 2.4 mg QW + Cilofexer 30 mg QD + Firsocostat 20 mg QD

~100% -T5% -50% -25% 0%
Percent Liver Fat Content Change £ SE

Type

B GLr-1

B ciriGLP-1

B GLP-1/Glucagon

B GIF/GLP-1/Glucagon
[ Combination therapy



BREAKING

company
announcement

Semaglutide 2.4 mg demonstrates superior improvement in
both liver fibrosis and MASH resolution in the ESSENCE trial

In 1,200 adults with metabolic dysfunction-associated steatohepatitis (MASH) and moderate to advanced liver fibrosis (stage 2 or 3)
At week 72, 37.0% of people treated with semaglutide 2.4 mg achieved improvement in liver fibrosis with no worsening of
steatohepatitis compared to 22.5% on placebo. 62.9% of people treated with semaglutide 2.4 mg achieved resolution of
steatohepatitis with no worsening of liver fibrosis compared to 34.1% on placebo.




The NEW ENGLAND
JOURNAL o MEDICINE

ESTABELISHED IN 1812 JULY 25, 2024 VOL. 391 NO. 4

Tirzepatide for Metabolic Dysfunction—Associated
Steatohepatitis with Liver Fibrosis

R. Loomba, M.L. Hartman, E.). Lawitz, R. Vuppalanchi, J. Boursier, E. Bugianesi, M. Yoneda, C. Behling,
O.W. Cummings, Y. Tang, B. Brouwers, D.A. Robins, A. Nikooie, M.C. Bunck, A. Haupt, and AJ. Sanyal,

for the SYNERGY-NASH Investigators¥

«The small sample size did not provide
adequate statistical power to evaluate the
effect of tirze on fibrosis»

parTicipants 52 Weeks A Resolution of MASH and No Worsening of Fibrosis
Risk difference,
34 (95% ClI, 17-50)
P<0.001
Risk difference,
46 (95% CI, 29-62)
P<0.001
1
100— Risk difference,
w 190 participants 53 (95% Cl, 37-69)
o PR 90- P<0.001
] 1
18 to 80 years of age g 307 62
(=9
s 79 56
Women: 57%; Men: 43% T 60+
e 44
CLINICAL H “5 50_ T
s Biopsy-confirmed MASH & 40
T 30
Stage 2 or 3 fibrosis § 20 0
BMI, 27 to 50 107
: : Tirzepatide, Tirzepatide, Tirzepatide, Placebo
With or without type 2 5mg 10 mg 15 mg (N=48)
diabetes mellitus (N=47) (N=47) (N=48)

B Decrease of =1 Fibrosis Stage and No Worsening of MASH

Risk difference,
25 (95% CI, 5-46)

Risk difference,
22 (95% Cl, 1-42)

1007 Risk difference,
90 21 (95% Cl, 1-42)
2 30
a
:-g- ] >3 51 51
g 60 T
% 50
8 40 30
§ 304
& 204
10+
Tirzepatide, Tirzepatide, Tirzepatide, Placebo
5mg 10 mg 15 mg (N=48)
(N=47) (N=47) (N=48)




JAMA Internal Medicine | Criginal Investigation

GLP-1Receptor Agonists and Risk for Cirrhosis and Related Complications
in Patients With Metabolic Dysfunction-Associated Steatotic Liver Disease

Fasiha Kanwal, MD, M5HS; Jernifer B. Kramer, MPH, PhD; Liang Li, PhD:; Yu-Xiao Yang, MO, M5CE: Yumei Cao, M5;
¥zan Y, PhiD; Ronald Samued, MO; Basim Ali, MD: Roxanne Desideno, BS; Geonge Cholankeril, MO, M5c;
Mandeep Bajag MD; Hashem B. El-Serag, MO, MPH; Steven M. Asch, MD, MPH L} Cirrhosis Ii] Cirrbosis complications

10 57

— GLP-1RA users |
DPP-44 users

®1 HR0.86;95%Cl, 0.75-0.98

B84

=

7 HR, 0.78; 95% ClI, 0.59-1.04

Cumulative incidence
of cirrhosis complications, %

16 058 patients

(14 606 without and 1452 with cirrhosis) S ol S O///f

Cumulative incidence of cirrhosis, %

- Q 1 2 3 4 S 6 0 1 2 3 4 5 6
Treated with GLP1RA Year Year
NEL':‘I-?:-\uws 14579 12886 9667 7162 4737 2802 NEL;'-;“RL;’E users 14579 13010 Q837 7342 4904 2934 1635
DPP-4i users 14579 12875 9646 7102 4663 2679 DPP-di users 14579 129856 9822 7311 4841 2820 1543
GLP_l RA use was aSSOCIated WIth a Iower | €| Decampensated cierhasis [D] Hepatocellular cancer
risk of progression to cirrhosis and 2 19,
mortality among patients with MASLD and V4 o 3 08
diabetes. 227! HR, 0.75: 95% Cl, 0.55-1.01 205 4R 0.89;95% Cl, 0.40-2.01
¥ H &=
23] ZE o4
. . . é £ = ‘é
The protective association was not seen 3§, 55; -

in patients with existing cirrhosis, offff N A

. . 0 1 2 3 4 5 6 0 1 2 3 a 5 6
underscoring the importance of treatment Vear Year
No. at risk No. at risk
1 1 1 GLP-1 RA users 14579 12706 9407 6880 4514 2632 1415 GLP-1 RA users 14579 12718 9428 6905 4517 2651 1425
earller In the dlsease Course' DPP-4i users 14579 11495 7889 5349 3286 1793 947 DPP-di users 14579 11506 7908 5415 1308 1811 957

Kanwal et al. JAMA Intern Med . 2024 Nov 1;184(11):1314-1323



SGLT-2i on MASLD-MASH

[ Canagliflozin } [ Empagliflozin}

[ Dapagliflozin J [ Ipragliflozin J

[ Ertugliflozin ]

SGLT-Z Inhilltars Contrals Liver Fat (%} WD Weight
Sludy Wesr M Mgan S0 N Msan SO Molsades wilh 88% CI %)

Belraar 212 37 -2B5 G068 42 -1.33 429 Dapa
Enkszan 2018 21 -2.23 330 2 D60 166 Dapa

7 -1.52|-3.67, 0.3 G583
— -1.63|-3.25, -0.09] 1226

Kuchay 2018 25 -4B0 632 25 080 T2 Empa —————— | -400([-770 -0.30) 235
Latva-Raghy 2019 15 -390 0.20 16 ¢ 815 Dapa ——————— — -370[-8.18, 0.7%) 160
Cui 2018 26 -380 480 30 -1B0 510 Cana ———— -200|-460, DEN] 478
Johanseon 2020 46 -4.40 67E 36 -DBC B4E  Dapa ——— | -360[-6.88 -0.21] 2B
Kahl 2020 42 -300 1.00 42 100 200 Empa -2.00 [-2.68, -1.32] 7038
Cwerall =205 | -261, -1.48]

Heterogensily: T4 = 0,00, F = D.00%, HE = 1.00

Test of B, = 8, QIE) = 287, p= 0.63

Test o B =0:2=-7.07, p = 0.00 |
Total iri) HP #2 B B o @ b
Randam-affects DarSimanian-Lard madel

Significant improvements in liver fat content (as assessed by magnetic resonance-
based techniques) and serum liver enzyme levels

Mantovani et Al, Metabolites 2021; Adil Khaliqg et al. Medicine (Baltimore) 2024 Nov 8;103(45)



Treatment with SGLT-2i vs. DPP-4i is Associated with Reduced
Incidence of MASLD

- N

e UK Clinical Practice
Research Datalink

e 41184 and 148421 new
users of SGLT-2i and DPP-4i

* SGLT-2i were associated
with a decreased risk of
MAFLD (HR 0.78, 95% ClI
0.68-0.89)

0.0%
0 2 4 6 8
Duration of follow-up in years

E
=
&

s [VPP-4 inhibitors

3.0% s GGLT-2 inhibitors

2,09

Cumulative incidence of NAFLD
2

Pradhan R et al, Diabetes Care 2022



Metformin and Survival in Cirrhosis

P < 0.0001
100+
< ™, Continued Metformin (n=172)
-4 75+ oo &
g -_"'I.
o B
© ; SRS
S 50+ !
= '.
S - e .
§ 254 Discontinued Metformin (n=78)
@)
0 ! T )
0 5 10 15

Time after diagnosis of cirrhosis (Years)

After adjusting for other variables, continuation of metformin remained an independent predictor of better survival with a HR of 0.43
(95%Cl: 0.24-0.78, P = 0.005). No patients developed metformin-associated lactic acidosis during follow-up.

Zhang et al. Hepatology. 2014 Jul 31,60(6)



The Global Epidemiology of MASLD/MASH Among Patients With T2D

Globall Nurberof Pecple haing  MASLD,Provelence i Patnts wih T20
y MASLD and T2D millions

436 Million Adults with T2D ~ wcri: =2 > I

Latin America | ] e~ ol 9)
’él,,‘/ - ':s"s"ﬁ" &,

65% of T2D with MASLD s — | Wy, i
I‘\_'."_. | 7 . /

USA & Australasia
Western Europe
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The highest MASLD prevalence among T2D patients was observed in
Eastern Europe (80.62%, 75.72%—84.73%), followed by the Middle East (71.24%, 62.22%—78.84%)

Younossi et al. Clinical Gastroenterology and Hepatology Volume 22, Issue 10, October 2024
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«Un'oncia di azione vale quanto
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Friedrich Engels
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