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|| dr....CESARE MIRANDA.... dichiara di aver ricevuto negli ultimi due anni

compensi o finanziamenti dalle seguenti Aziende Farmaceutiche e/o
Diagnostiche:

* Dichiara altresi il proprio impegno ad astenersi, nell’'ambito dell'evento, dal
nominare, in qualsivoglia modo o forma, aziende farmaceutiche e/o
denominazione commerciale e di non fare pubblicita di qualsiasi tipo

relativamente a specifici prodotti di interesse sanitario (farmaci, strumenti,
dispositivi medico-chirurgici, ecc.).



Prevalenza del Diabete in Italia

Figura 1 - Trend prevalenza diabete. 2001-2021 » TFigura 2 - Prevalenza del diabete per classi d'eta e per sesso. Figura 3 - Prevalenza diabete per area geografica. 2021
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Prevalenza dell’eccesso ponderale in Italia

Figura 4 - Adulti (>18 anni) per indice di massa corporea. 2021
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Andamento per 7 classi del BMI (©6)

Annali BMI>30=37.1%
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Caratteristiche dei paziente DMT2-
Annali Regionali AMD 2022 - FVG

Livelli medi del BMI (Kg/m?)

2010 2011

2012 2013 2014 2015 2016

2017

2018

2019

2020

BV (Kg/m?) 29,7+ | 29,8+ | 29,7+ | 29,7+ | 29,8+ | 29,7+ | 29,6+ | 29,5+ | 29,5+ | 29,4+ | 29,6%
5,2 5,3 5,3 5,4 5,4 5,4 5,4 5,4 5,4 5,5 5,5
2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020
0-18,4 03 | 03|03 ]| 03| 04| 04| 0505|051/ 051 04
18,5-25,0 16,5 | 169 | 16,9 | 17,3 | 17,9 | 17,9 | 18,3 | 19,2 | 19,4 | 20,5 | 19,7
25,1-27,0 15,2 | 14,2 | 15,0 | 15,0 | 14,6 | 148 | 150 | 15,2 | 152 | 152 | 15,2
27,1-30,0 25,8 | 253 | 25,0 | 24,6 | 24,1 | 23,9 | 23,6 | 23,3 | 23,7 | 23,4 | 23,2
30,1-34,9 27,7 | 283 | 27,7 | 27,7 | 27,6 | 279 | 27,8 | 27,2 | 26,5 | 25,9
35,0-39,9 10,4 | 10,7 | 10,6 | 10,5 | 11,0 | 10,7 | 10,5 | 10,2 | 10,4 | 10,1
>40 40 | 42 | 44 | 45 | 45 | 44 | 44 | 43 | 42 | 43

BMI >30= 41,4%







Obesita: cambio di paradigma

Then... Now...

“[Obesity is a] complex chronic
disease in which abnormal or
excess body fat (adiposity)
impairs health, increases the
risk of long-term medical
complications, and reduces
lifespan.”

Obesity is defined by
a BMI of 2 30

Rueda-Clausen CF, Poddar M, Lear SA, Poirier P, Sharma AM. Canadian Adult Obesity Clinical Practice
Guidelines: Assessment of People Living with Obesity.
Available from:https://obesitycanada.ca/guidelines/nutrition. Accessed 11/11/2024



Ruolo del cervello nel controllo dell’appetito

= [1’2] - '.l J - - -
.Hg?:oéf_f-lf So))f(sh}le;"nd SO Executive function

. = Behavioral interventions
other hormones increase .
: to empower sustainable
satiety

- m control of eatin
= Ghrelin increases hunger i g

Medication Lifestyle

and surgery

Hedonic system/?l
= Dopamine controls wanting, motivation/
drive to eat
= Opioid and cannabinoid receptors control
liking, or the pleasure associated with food

Psychology

OXM., oxyntomodulin.
1. Badman MK, et al. Science. 2005;307:1909-1914; 2_ van Bloemendaal L, et al. Diabetes. 2014;63:4186-4196; 3. Berridge KC, et al. Brain Res. 2010;1350:43-64; 4_ Vallis M. Clin Obes. 2019.,9:12299.



Conseguenze dell’infiammazione del tessuto
adiposo nell’obesita

Hypertrophic .
adipocyte ‘ .

Lean adlpose tissue Obesity adipose tissue

Calorie-dense food

TIL-6, T TNFa, TIL-1B
CCL2, CCLS5, CXCLS

| Chalestarol metadalisy T Endothalial parmoablity.

il oo
T glucosse production, plague developrment,
insslin resistance atherosclorosis

Systemic inflammation -

T Endothelial permeability, 1 Cholesterol metabolism, e
plaque development, T glucose production, o P ; 1 Insulin secretion
. - : g insulin resistance
atherosclerosis insulin resistance
| cVvD | T2D

CCL, chemokine (C-C motif) ligand; CXCL, chemokine (C-X-C motif) igand; IL, interleukin; TNF, tumor necrosis factor; M1 ATM, classically activated adipose tissue macrophages; M2 ATM,
alternatively activated adipose tissue macrophages.
Yao L, et al. J Immunol Res. 2014;2014:181450.

These materais ae provided o you soely as an educational resounce for your personal use. Ay commestial use or distrbuion of these matenals or any portion thereof is stricty prohibited.



Il ruolo dello stress

Stress hormone cortisol

Peripheral fat

N Adipogenesis
N Differentiation N Lipolysis
N Hypertrophy ' LPL activity

v .

Abdominal fat accumulation

LPL, lipoprotein lipase.
Fardet L, et al. Drugs. 2014;74:1731-1745; Van der Valk ES, et al. Curr Obes Rep. 2018;7:193-203.

These matenals are provided o you solely as an educational resource for your personal 1se. Ay commercial use or distrbuton of these matenals or any portion thereof is stnoty prohibeed .



Il ruolo dello stress

G E e R EL

N Adipogenesis

N Differentiation ™ Lipolysis
N Hypertrophy \/ LPL activity
= |ncreased appetite
= Preference for J' J'
calorie-dense food Abdominal fat accumulation

LPL, lipoprotein lipase.
Fardet L, et al. Drugs. 2014;74:1731-1745; Van der Valk ES, et al. Cumr Obes Rep. 2018;7:193-203.

These matenals are provided o you solely as an educational resounce: for your persaonal use Amy commerial use or distrbution of these matenals ar any portion thereof is stricty prohibied.



Perché si riprende peso dopo averlo perso ?

t Hunger tGrehlin ¥ GLP-1 } £ Hunger

Py ,|. PYY ,I, Insulin } Satiety
. f $CcCK ¥ Leptin } Satiation
) — ENERGY GAP
\ ‘ } SNS Activity } TDEE
4 Body Mass } TEF

4 Leptin } RMR

$ Energy Expenditure o © oo ppaee

BEFORE WEIGHT LOSS  AFTER WEIGHT LOSS

Melby CL, Paris HL, Foright RM, Peth J. Attenuating the Biologic Drive for Weight Regain
Following Weight Loss: Must What Goes Down Always Go Back Up? Nutrients. 2017 May
6;9(5):468. doi: 10.3390/nu9050468. PMID: 28481261; PMCID: PMC5452198.



E’ una legge della fisica

A ogni azione
corrisponde una
reazione uguale

ed opposta

- Isaac Newton




Come fare per mantenere la perdita di peso
a lungo termine?

Hunger
t Dietary Protein + Glycemic Load
", Hunger 1Dietary Fiber § Energy Density
ENERGY GAP *an R ————
‘ Energy Expenditure 1EXEE
t Energy Flux =+ $TEF, RMR

Energy Expenditure

Melby CL, Paris HL, Foright RM, Peth J. Attenuating the Biologic Drive for Weight Regain
Following Weight Loss: Must What Goes Down Always Go Back Up? Nutrients. 2017 May
6;9(5):468. doi: 10.3390/nu9050468. PMID: 28481261; PMCID: PMC5452198.



Perdita di Peso=Un approccio Olistico al trattamento
del DM tipo 2

[ Obstructive sleep apnoea
Metabolic dysfunction-associated steatohepatitis
Osteoarthritis

Obesity or adiposopathy —p < Hyperlipidaemia

Hypertension 2 ¥ Macrovascular complications

Coronary artery disease

Type 2 diabetes ——— Hyperglycaemia ——

—» Microvascular complications

Weight-centric approach Glucocentric approach
Upstream intervention Downstream intervention

1

Lingvay |, et al. Lancet. 2022;399:394-405.



Prevezione delle Complicanze

CV Risk Factor Glycemic Management
Management

Weight Management Cardiorenal protection -

glucose-lowering agents

CV, cardiovascular.
Davies MJ, et al. Diabetes Care. 2022;45:2753-2786; Davies MJ, et al. Diabetologia. 2022;65:1925-1966.



La Perdita di Peso come target dell’intervento
terapeutico

Weight reduction is seen as a strategy to improve glycemic management and
reduce the risk for weight-related complications

people living with T2D

A higher magnitude of weight loss confers better outcomes

| A weight loss of 5% to 15% should be a primary target in management for many
| = A 5% to 10% loss confers metabolic improvement

A loss of 10% to 15% or more of body weight can have a disease-modifying effect

| Weight loss may exert benefits that extend beyond glycemic management

Davies MJ, et al. Diabetes Care. 2022;45:2753-2786; Davies MJ, et al. Diabetologia. 2022;65:1925-1966.



Gli effetti della perdita di peso sulle comorbidita

Toward greater weight loss and overall health improvement

Prevention of T2D Cardiovascular T2D remission
disease
PCOS Urinary stress _
) incontinence CV mortality
Hypertension Dyslipidemia
) Knee OA OSAS
Hyperglycemia Asthma/AD HFpEF
MASH GERD
MASLD

10-15%

AD. airway disease; GERD, gastroesophageal reflux disease; HFpEF, heart failure with preserved ejection fraction; MASLD, metabolic dysfunction—-associated steatotic liver disease;
MASH, metabolic dysfunction—associated sleatohepatitis; OA, osteoarthritis; OSAS, obstructive sleep apnea syndrome; PCOS, polycystic ovary syndrome; TG, triglycerides.

Garvey WT, et al. Endocr Pract. 2016;22 suppl 3:1-203; Look AHEAD Research Group, et al. Lancet Diabetes Endocrinol. 2016;4:913-921; Lean ME, et al. Lancet. 2018;391:541-551;
Benraouane F, et al. Curr Opin Cardiol. 2011;26:555-561; Sundstrém J, et al. Circulation. 2017;135:1577-1585.



Use of Glucose-Lowering Medications in the

Management of T2D

Agents with very high
efficacy for glycemic
control and weight loss:

Semaglutide
OR
Tirzepatide

Davies MJ, et al. Diabetes Care. 2022;45:2753-2786; Davies MJ, et al. Diabetologia. 2022;65:1925-1966.

Glycaemic Management: Choose
approaches thal provide the
efficacy to achieve goals:
Matlormin OR Ageniis) incleding
COMBINATION therapy thal previde
adequale EFFICACY fo achiove
and maintain trealment goals

Coriidr avoidance of ypoglyciemia a
priority in high-risk indriduals

In general, higher efficacy approaches
have greater likelihood of ackiaving
glycaemic goals
Efficacy for glucose lowering
Vory High:

Dulaglutide (high dose).
Semaglulide, Tirrepalide
Insslin
Combination Oral, Combinaton
Ingeciable (GLP-1 RA/nsulin)
High:

GLP-1 RA (nat listed above), Metformin,
S6LT21, Sellonylurea, TID
Intermediate:

DPP-&i

Achievement and Maintenance of
Weight Management Goals:

L Sel individualised weigh! managemen! goals ]

Gerserad Westyle ahvice: Infensive endence-
medical nultition buased structured
tharapy! eating patterns! wiighl management
physial activity programme
Consider medicalisn Comsidor molabolic
Tor weight loss sungery

When choosing glucase-lowering therapies:

Consder regimen with high- to-very-high dual
glucese and weight elficacy

L

Efficacy for welght loss

Very High:
Semaglulide, Tirrepalide

Dulaglutide, IJ:Iql.I'II“
Intermediate:
BLP-1RA (nol listed above), SGLT2I

Mewtral:
DFP-&i, Meiformin




American
Diabetes
. Association.

From: 9. Pharmacologic Approaches to Glycemic Treatment: Standards of
Care in Diabetes—2024

Diabetes Care. 2023;47(Supplement_1):5S158-S178. doi:10.2337/dc24-S009

USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES

TO AVOID
THERAPEUTIC
INERTIA REASSESS
AND MODIFY TREATMENT
REGULARLY
(3-6 MONTHS)

HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT EDUCATION AND SUPPORT (DSMES); SOCIAL DETERMINANTS OF HEALTH (SDOH)

Cardiorenal Risk Reduction in H uals with Type 2 Diabetes n to comprehensive CV risk management)*

+ASCVD? +Indicators of high risk +HF +CKD Glycemic Management: Choose Achie\!ement and Maintenance of
Defined differently across While definitions vary, most Current or prior eGFR <60 mL/min per 1.73 m? OR approaches that provide the Weight Management Goals:
. FYDTS but ?ll |nclud.ed comprise 255 years c_uf.age sympto[ns albuminuria (ACR =3.0 mg/mmol efficacy to achieve goals: [ Set individualized weight management goals ]
individuals with established with two or more additional of HF with [30 mg/g]). These measurements Metformin OR Agent(s) including
CvVD (e.g: M!, stroke, any risk factors (|E||:lud|ng :tbesﬂy, documented may va!y over_tlme: thus, a repeat COMBINATION therapy that provide - - - -
revascularization procedure). hypertension, smoking, HFrEF or HFpEF measure is required to document CKD. adequate EFFICACY to achieve General lifestyle advice: Intensive evidence-
Variably int:lud_ed: t_:nndilin_ns dyslipidemia, or albuminuria) and maintain treatment goals medical_nutritiun h_ased structured
such as transient ischemic o R T therapy/eating patterns/ weight management
attack, unstable angina, Prioritize avoidance of hypoglycemia in physical activity program

+CKD (on maximally tolerated dose
of ACEi/ARB)

J— PREFERABLY

with proven SGLT2i® with primary evidence of
HF benefit reducing CKD progression

in this Use SGLT2i in people with an eGFR

amputation, symptomatic
or asymptomatic coronary
artery disease.

high-risk individuals

L Consider medication Consider metabolic
In general, higher efficacy approaches for weight loss surgery
have greater likelihood of achieving

glycemic goals

When choosing glucose-lowering therapies:

+ASCVD/Indicators of High Risk Consider regimen with high-to-very-high dual

Efficacy for glucose lowering

b

If additional cardiorenal risk reduction or glycemic lowering needed

population =20 mL/min per 1.73 m%; once Very High: glucose and weight efficacy
GLP-1 RA* with proven SGLT2i with proven should be continued until init; Dulaglutide (high dose),
CVD benefit CVD benefit of dialysis or transplantation Semaglutide, Tirzepatide | |
_GI} :RI\ __“1_ OR _I:;I]; _f_:_f_ Insulin Efficacy for weight loss
- with proven enefit i CombinationlOratiCombination Very High:
R R SGLT2i not tolerated or contraindicated Injectable (GLP-1 RA/Insulin) Semaglutide, Tirzepatide
High: High:
If A1C above target, for patients on GLP-1 RA (not listed above), Metformin, Dulaglutide, Liraglutide
N . N o SGLT2i, consider incorporating a SGLT2i, Sulfonylurea, TZD Intermediate:
= For patients on a !5LP—1_ RA, consider adding SGLT2i with GLP-1 RA or vice versa Intermediate: GLP-1 RA (not listed above), SGLT2i
proven CVD benefit or vice versa —4j .
DPP-4i Neutral:
« TiDA A .
I DPP-4i, Metfarmin

L

* In people with HF, CKD, established CVD, or multiple risk factors for CVD, the decision to use a GLP-1 RA or SGLT2i with proven benefit should be independent of background use of metformin; A strong
recommendation is warranted for people with CVD and a weaker recommendation for those with indicators of high CV risk. Moreover, a higher absolute risk reduction and thus lower numbers needed to treat
are seen at higher levels of baseline risk and should be factored into the shared decision-making process. See text for details; * Low-dose TZD may be better tolerated and similarly effective; § For SGLT2i, CV/

MACE, CV death, all-cause mortality, MI, HHF, and renal outcomes in individuals with T2D with established/high risk of CVD;
# For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, MI, stroke, and renal endpoints in individuals with T2D with established/high risk of CVD.

renal outcomes trials demonstrate their efficacy in reducing the risk of

Date of Download: 11/23/2024

If A1C above target

Identify barriers to goals:

= Consid hnolagy (e.g., diag

« Consider DSMES referral to support self-efficacy in achievement of goals

ic CGM) to identify therapeutic gaps and tailor therapy
= Identify and address SDOH that impact achievement of goals

Copyright © 2024 American Diabetes Association. All rights reserved.




Comparison of approved GLP-1 RAs with respect to their effectiveness in
reducing body weight

Short-acting Long-acting
Or— T
e -1F
8 =
-] 2'2'
Bagl
= } '
=X
2 | i
R
o g
-7

] Exenatide b.i.d. Il Liraglutide [l Albiglutide
[] Lixisenatide Il Exenatide q.w. B Semaglutide s.c.
B Dulaglutide B3 Oral semaglutide

Adattato da Nauck M et al Mol Metabol 2020



Time to reaching maximum plasma concentrations

after injection (oral administration)
c
R AVAVATECSVAVA //\,
3 Osb ¢ : §
o e N T e S S S S S
T WL O & O Exenatide QW
O .sz \}Q' {;S\o \)’9‘ S‘) Albiglutide® 4 1 2 3 4 5 6 4 8
N @6\ é} N4 @“ *\C} Dulaglutide* 4 Time (days) 4
e LD ) W 0 y
W %° Q¥ »
) 5
N
@G
og
8
ExenaticeBIDS 4 + + + + t + + + t + ¢t t t t t ¢t

l s ol g gl s gl aala ] ] |
11 Lixisenatide® 4 4 4 4 4 4 4 4 4
O 6 1 2 1 8 24 48 72 96 BID, twice daily; GLP-1RA, glucagon-like peptide-1 receptor agonist; QW, once weekly
1. Elbrend et al. Diabetes Care 2002;25:1398-404: 2. Fineman et al. Clin Pharmacokinet 2011;50:65-74; 3. Bush et al. Diabetes Obes Metab 2009;11:498—

T|me aﬁer |nject|0n (OI' Oral adm|n|5tratlon *) [h] 505; 4. Kuritzky et al. Postgrad Med 2014;126:60-72; 5. Reddy et al. AAPS J 2005;7:M1285; 6. Christensen et al. IDrugs 2009;12:503-13

Adattato da Nauck M et al Mol Metabol 2020



Structures of (a) GLP-1, (b) GIP and (c) tirzepatide

a GLP-1 b GIP

Lys Ala Ala GIn Gly Glu

(o 1ILER GIn | Thr lle Asn His Lys Trp

¢ Tirzepatide

WIS E Tyr AiB Glu Gly Thr PheThr Ser Asp

(1 IGEYSer Pro Pro Pro Ala

Tschop et al (2023) Diabetologia DOI 10.1007/s00125-023-05929-0

© The Author(s) 2023

« TZP is a multifunctional peptide based
on the native GIP peptide sequence,
modified to bind to GIPR or GLP-1R

* TZP is a 39-amino-acid linear peptide
and includes a C-20 fatty diacid moiety

* TZP has a mean half-life of ~5 days,
enabling once-weekly dosing



+ Meurons
« Asirocytes
« Oligodendrocytas

+ Neurons
+ Pericytas
« Oligodandrocytas

+ Endothelial cells
+ VSMC

[~ Endothalizl calls ™ |

O GIPR
O GLFIR

» ATl cells
« Endothalial cells

« Cardlomyocytas
+ Endothallzl cells

# [EL

# Entaric naurons

« Pericytas
« Mesothelial calls

—

« Cardlomyocytes

+ Pericytas
« Adipocytes

« B-calls
» g-calls
« &-colls

« B-calls
» g-calls
« &-colls
« Pancreatic

polypeptida calls

« Ostaocytas
+ Osteoblasts
+ Ostaoclasts

—

+ Myalold calls
« Tcells

Harmmirmowd R O& Dyruwrclker D,
MNatore Rewv Endo 2023



The SURPASS Clinical Program in T2D

Monotherapy!? 2-Drug 2-Drug to 4-Drug Open-Label RCT
Combinationl®! Combination(® Phase 30
TZP 2P TZP TZP
(5mg, 10 mg (5mg, 10 mg, (5mg, 10 mg, (9mg, 10 mg,
15 mg weekly) 15 mg weekly) 15 mg weekly) 15 mg weekly)
VS Vs Vs Vs
PBO Semaglutide (GLP-1 RA) Insulin degludec Insulin glargine
for 40 weeks for 40 weeks for 52 weeks for 52 weeks
(add-on fo MET) (add-on to MET + SGLT2i) in patients at increased

CVrisk (add-onto 2 1 and
< 3 every morning MET,
SGLT2i, or SU)

MET, metformin; RCT, randomized controlled trial.

Double-Blind
Phase 3 RCTII

TZP
(5mg, 10 mg,
15 mg weekly)
Vs
PBO
for 40 weeks
patients Inadequately
controlled on insulin

- glarg "|-::—.--t ME

a. Rosenstock J, et al. Lancet. 2021;398:143-155; b. Frias JP, et al; SURPASS-2 Investigators. N Engl J Med. 2021:385:503-515; c. ClinicalTrials.gov. Accessed September 20, 2021
https://clinicaltrials.gov/ct2/show/NCT03882970; d. ClinicalTrials.gov. Accessed September 20, 2021. hitps://clinicaltrials. gov/ct2/show/NCT03730662; e. ClinicalTrials.gov. Accessed September 20, 2021.

https://clinicaltrials.gov/ct2/show/NCT04039503

These matensis are provided o you solely as an educational resource for your personal use. Any commertial use or distrbution of these matenals or any

portion themol is strctly prohibited



The SURPASS Clinical Program in T2D

© 060

+ SURPASS CVOT (12,500 patients; head-to-head with dulaglutide)!!

MET, metformin; RCT, randomized clinical trial.

a. Rosenstock J, et al. Lancet. 2021;398:143-155; b. Frias JP, et al; SURPASS-2 Investigators. N Engl J Med. 2021:385:503-515; ¢. ClinicalTrials.gov. Accessed September 20, 2021.
https://clinicaltrials.gov/ct2/show/NCT03882970; d. ClinicalTrials.gov. Accessed September 20, 2021. hitps://clinicaltrials.gov/ct2/show/NCT03730662; e. ClinicalTrials.gov. Accessed September 20, 2021.
https://clinicaltrials.gov/ct2/show/NCT04039503; f. ClinicalTrials.gov. Accessed September 20, 2021. https://clinicaltrials.gov/ct2/show/NCT04537923; g. ClinicalTrials.gov. Accessed September 20, 2021.
hitps.//clinicaltrials.gov/ct2/show/NCT04255433

These matensis are [rOVICEG 0 YOU SONEdy 35 3N eOucancr. jsmhution of these matenals Is stricfly prohibéed




SURPASS Program

Key Efficacy Findings: BW

SURPASS-1PI SURPASS-2[]
40 weeks 40 weeks
Mean baseline BW,kg 859 937
Monotherapy Add-onto MET
b
o
< 0/
- :
3 -0.7
@ 3 (0.9%)
]
5
g
]
o
c ! *
£ 9 ey I8
B (9.3%)
< 0.5
tlE: 12 4 (-11.0%) g1
s (12.0%)
-5 J
*P <0001
superiority vs PBO superiority vs

semaglutide 1 mg

Data are LSM (SE), mITT population (efficacy analysis set), MMRM analysis.

1.5

(8.1%)

SURPASS-3[¢]

52 weeks
943

Add-on to MET
or MET + SGLT2i

23

7 =g
'¢.7 Jo)

10.7%
(-11.4%)

12,9
(-13.9%)

*P<.0001
superiority vs
insulin degludec

SURPASS-4

52 weeks
90.3

Add-on to MET,
SGLT2i. or SU

(%

(-8.1%)

9.5
(-10.7%

nr
(-13.0%)

*Superiority
vs insulin glargine

SURPASS-56¢]

40 weeks
953

Add-on to insulin
glargine + MET
17

(1.7%)

1

6.2*

(-6.6%)

8.2
(8.9%)

10.9*
(11.6%)

*P<.001
superiority vs PBO

TZP 5mg
B TZP 10 mg
B TZP 15mg
B Active comparator
B Placebo

a. Rosenstock J, et al. Lancet. 2021;398:143-155; b. Frias JP, et al, SURPASS-2 Investigators. N Engl J Med. 2021;385:503-515; ¢. Ludvik B, et al. Lancet. 2021,398:583-598; d. Del Prato S, et al. Lancet

2021;396:1811-182; e. Dahl D, et al. JAMA. 2022;327:534-545,




More Patients Achieved a Composite Endpoint with

Tirzepatide vs Semaglutide in SURPASS-2

Proportion of patients achieving composite endpoint at 40 weeks
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Comparative effectiveness of GLP-1 receptor agonists on glycaemic
control, body weight, and lipid profile for type 2 diabetes: systematic
review and network meta-analysis
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Ma oggi.......

SEMAGLUTIDE ORALE

TIRZEPATIDE




Tirzepatide: indicazioni

* Tirzepatide e un medicinale utilizzato in associazione alla dieta e all’esercizio fisico per
trattare adulti affetti da diabete di tipo 2 non adeguatamente controllato. Puo essere
usato in monoterapia (da solo) nei pazienti che non possono assumere metformina (un
altro medicinale per il diabete) o come terapia aggiuntiva in associazione ad altri
medicinali antidiabetici.

* Tirzepatide e prescrivibile in classe di rimborsabilita Cnn-RR =farmaco in fascia C, non
negoziato, soggetto a prescrizione medica da parte di qualsiasi medico del SSN.

* Tirzepatide e anche utilizzato in associazione alla dieta e all’esercizio fisico per aiutare le
persone a perdere peso e a mantenerlo sotto controllo.

- in soggetti con obesita (indice di massa corporea pari o superiore a 30 kg/m2) o
sovrappeso (indice di massa corporea compreso tra 27 e 30 kg/m2) e con problemi di
salute correlati al peso quali diabete, livelli insolitamente elevati di grassi nel
sangue, ipertensione o apnea ostruttiva del sonno (frequente interruzione della
respirazione durante il sonno).



Tirzepatide: posologia
* La dose iniziale di tirzepatide e 2,5 mg una volta a settimana.

* Dopo 4 settimane, la dose deve essere aumentata a 5 mg una volta a
settimana.

e Se necessario, e possibile aumentare la dose con incrementi di 2,5 mg dopo
un minimo di 4 settimane con la dose in uso.

* Le dosi di mantenimento raccomandate sono 5 mg, 10 mg e 15 mg.

* La dose massima e 15 mg una volta a settimana.



La domanda sorge spontanea......

Come dffrontare la disuguaglianza e garantire
I'equita di trattamento se i farmaci sono
contingentati e/o non rimborsati dal SSN?



Fair Allocation of GLP-1 and Dual GLP-1-GIP Receptor Agonists

Ezekiel J. Emanuel, Ph.D., Johan L. Dellgren, B.A. Matthew S. McCoy, Ph.D., and Govind Persad, J. ., Ph.D.

Table 2. Fair-Allocation Framework for GLP-1 and Dual GLP-1-GIP Receptor Agonists.®

Tier

Objective

Minimize potential years of life lost by

preventing excess and premature
death

Prevent imminent medical complica-
tions, such as cardiovascular ewents

Prevent future medical complications,
such as cardiovascular events

Improve quality of life and social and
emotional health

Distribution Criteria

People with class 11l cbesity (BMI, =40) and peocple with severe type 2 dia-

betes (glycated hemoglobin level, >=8%) whose disease hasn't respond-
ed to alternative treatment

Phase 1: younger patients (e.g., <50 yr of age)
Phase 2: clder patients

People with class Il obesity (BMI, 35.0-39.9), followed by people with

severe type 2 diabetes (glycated hemoglobin level, >8%8)
Phase 1: younger patients

Phase 2: older patients

Pecple with class | obesity (BMI, 30.0-34.9), followed by people with type
2 diabetes (glycated hemoglobin level, =7%5) whose disease hasn't
responded to alternative treatment

Phase 1: younger patients

Phase 2: clder patients

People with overweight (BMI, 25.0-29.9) or type 2 diabetes (glycated he-
moglobin level, =7%%) who aren't eligible under another tier

Phase 1: younger patients

Phase 2: older patients




Grazi/e

*«ll saggio non dice tutto quello che pensa,
ma pensa tutto quello che dice».

Aristotele.
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