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PLATFORM OF LABORATORIES FOR ADVANCES IN CARDIAC EXPERIENCE

Cardiovascular-Kidney-Metabolic (CKM) Syndrome

Nonmetabolic
etiologies of

/ hypertension

Stage 0: Stage 1: Stage 2:
No Risk Factors Excess/Dysfunctional Metabolic Risk
Adipose Tissue Factors and CKD

Hypertension
%

Essential

>
& A

Overweight/obesity
@ Abdominal obesity Type2 Moderate- to
e 0 Impaired glucose diabetes high-risk CKD
tolerance
A focus on ~+
primordial prevention /
and preserving Nonmetabolic
cardiovascular health etiologies of CKD

Ndumele CE, et al. Circulation. 2023 Nov 14;148(20):1606-1635.
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@PLACE The risk of MACE was reduced by
semaglutide in high-risk CV patients with T2D

— HR (95% CI)
B 201 0.74 (0.58; 0.95)
T ©<0.001 for non-inferiority
v 151 p=0.02 for superiority
)
£ 10
2 -~ Hazard ratio (95% Cl)
£ 51 ~0
GC) = MACE _— 0.74 (0.58; 0.95)
= A —_ CV degth —— 0,98 (0.65-1.48)
U \J
o O 8 16 24 32 40 48 56 64 72 80 88 96 104 109 E Fatal/non-fatal MI — 0.81 (0.57; 1.16)
Time (Weeks) a Fatal/non-fatal stroke S a— 0.65 (0.41; 1.03)
o
HR (95% CI) oz MACE —1 0.79 (0.57; 1.11)
0.79 (0.57;1.11) T CV death ¢ 0.49 (0.27; 0.92)
< _. . . m - N ’ =
POLLL0N fer METIETe Z Fatal/non-fatal M —_—l 1.04 (0.66; 1.66)
9 Fatal/non-fatal stroke ¢ 0.76 (0.37; 1.56)
o.

0.5 1 1.5

PIONEER 62

18 27 36 45 54 63 72 83
Time (weeks)

Patients with event (%)

Cl, confidence interval; CV, cardiovascular; CVOT, cardiovascular outcomes trial; HR, hazard ratio; MACE, major adverse cardiovascular events; MI, myocardial infarction.
T.Marso S, ef al. N Engl J Med. 2016;375:1834-44. 2. Husain M, et al. Diabetes Obes Metab. 2020;22:442-51.
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@PLACEZ8 CVOTs & Anti-Atherosclerotic Effects GLP-1

PLATFORM OF LABORATORIES FOR ADVANCES IN CARDIAC EXPERIENCE

DIRECT EFFECTS

Improved endothelial 1 Vascular smooth 1 Vascular ! Lipid

function muscle activation inflammation accumulation
T Nitric oxide 1 Proliferation
1 ICAM-1/VCAM-1

Eormnex ————
B s a b e
i P e g
Endothelium

1

_— —
- 3 — —— - — —
-

— S -»_*; >_ ¢ — - — - .

oth muscle cells 8 s xS S j
- — o — )
| Blood Pressure
INDIRECT EFFECTS

GLP-1RA, glucagon like peptide receptor agonist; HbA,,, glycated haemoglobin; ICAM-1,
intercellular adhesion molecule 1; VCAM-1, vascular cell adhesion protein 1

1 Weight L HbA,,

Sharma A and Verma S. Can J Diabetes 2020;44:93—102
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OPLACESS  cumulative incidence of MACE

SELECT: Primary cardiovascular composite endpoint

"1 HR0.80 (95% CI: 0.72; 0.90) \ . .
_ p<0.001 for superiority 20% Semagilutide 2.4 mg significantly
X 8 o reduced
0 reductionl, ~ the risk of MACE by 20%
S compared with placebo in
T 6 people with obesity and
2 established CVD, without T2D1.2
:Z_) 4 ) All three components (death
g @ 4 from CV causes, non-fatal Ml
= @ and
8 2 @ non-fatal stroke) contributed to

MACE risk reduction
0 T T T T T T T 1 (—\ Mean follow-up time was
12 18 25 31 37 43 49 @ 398 months
No. af risk Months since randomisation

Semaglutide 8,803 8,695 8,561 8,427 8.254 7,229 5,777 4,126 1,734
Placebo 8,801 8,652 8,487 8,326 8.164 7,101 5,660 4,015 1,672

— Semaglutide 2.4 mg — Placebo

Cumulative incidence (using the Aalen-Johansen method) of the composite MACE primary endpoint. The HR was estimated using a Cox proportional hazards regression model. The proportion of participants with MACE was 6.5% with semaglutide 2.4 mg and 8.0% with placebo. MACE was defined as death from
CV causes, non-fatal myocardial infarction, or ﬂOﬂ fc?a/sfroke

Cl, confidence interval;’HR, hazard ratio; I\} r adverse cardiovascular events; MI, myocardial infarction.

I. Lincoff AM et al. N En\%) J Med 2023:D01 IO 1056/ EJMoa2307563; 2. American College of Cardiology, SELECT: Semaglutide Reduces Risk of MACE in Adults With Overweight or Obesity, Accessed October 2023, https://www.acc.org/Latest-in-Cardiology/Articles/2023/08/10/14/29/SELECT-Semaglutide-Reduces-
Risk-of-MACE-in-Adulfs-With-Overweight-or-Obesity
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PLATFORM OF LABORATORIES FOR ADVANCES IN CARDIAC EXPERIENCE

Semagiutide 2.4 mg significantly The SELECT trial showed further benefits with

reduces risk of MACE* semaglutide 2.4 mg vs placebo:!
versus placebo, both added to SoC
15%

for CV risk factor management,
REDUCTION in risk of CV deatht§

—_
o

(o¢]

over a mean follow-up perio
of ~40 months!

»

18%

TG in risk of composite HF outcomet#*

N

Placebo

Semagilutide 2.4 mg

Proportion of participants (%)
N

19%

0 5 19 18 o4 30 36 40 T —_ in risk of all-cause death1t¥

o

Month

*Time from randomisation to first occurrence of CV death, non-fatal Ml, or non-fatal stroke. tfTreatment with semaglutide 2.4 mg or placebo was as an adjunct to SoC for CV risk reduction. tHF hospitalisation/urgent HF visit or CV death. §Superiority of
semaglufide 2.4 mg versus placebo for time from randomisation to CV death was not confirmed; ¥Superiority of semaglutide 2.4 mg versus placebo for time from randomisation to first composite HF outcome and to all-cause death was not tested.

CKM, cardiovascular-kidney-metabolic; CV, cardiovascular; CVD, cardiovascular disease; eGFR, estimated glomerular filtration rate; HbA, ., haemoglobin A, MACE, major adverse cardiovascular event; Ml, myocardial infarction; SoC, standard jof care.
1. Lincoff AM, et al. N Engl J Med. 2023;DOI:10.1056/NEJM0oa2307563.
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@PLACES2  STEP-HFpEF and STEP-HFpEF DM trial design

LATFORM OF LABORATORIES FOR ADVANCES IN CARDIAC EXPER\ENCE

STEP-HFpEF Trial Design1.2 STEP-HFpEF-DM Trial Design3
N=616

NYHA II-IlV 12D
.. > 2
@ Ejection fraction 245% BMI 230 kg/m 0 HbA, . <10%

Semaglutide OW 2.4 mg +
X . Sed 4[ SoC

N=529
NYHA -1V
Ejection fraction 245%

Semaglutide OW 2.4 mg + %
‘ SoC |

BMI 230 kg/m?

Dose 5 weeks Dose 5 weeks
: . ; : . Follow-
e, Screening escalatio  pose maintenance Follow- Screening escalatio  pose maintenance el
40 I e P (o [N -] <
et e
] Treatment duration ] Treatment duration [
Randomisation (1:1) 52 weeks End of reatment Randomisation (1:1) 52 weeks End of treatment

a*ons @

Trials Objective Key Endpoints

* Dual primary endpoints: KCCQ-CSS and body weight

To investigate the effects of semaglutide 2.4 mg s.c. once weekly on physical * Confirmatory secondary endpoints: 6MWD, hierarchical composite endpoint®,
function, symptoms and body weight compared with placebo, both added to SoC, hs-CRP
in people with the obesity phenotype of HFpEF with/without T2D - Key exploratory endpoints: loop diuretic medication, NT-proBNP, NYHA class,

time to first HF event (hospitalisation or urgent visit)

*Comprising time to all-cause death, time to and number of HF events, changes in KCCQ-CSS and 6MWD
6MWD, 6-minute walk distance; BMI, body mass index; CRP, C-| reactive protein; HbA, ., glycated haemoglobin; HF, heart failure; HFPEF, heart failure with preserved ejection fraction; KCCQ-CSS, Kansas City Cardiomyopathy Questionnaire

Summary Score; KCCQ-OSS, Kansas City Cardiomyopathy Questionnaire Overall Summary Score; NT-proBNP, N-terminal pro B-type natriuretic peptide; NYHA, New York Heart Association; SBP, systolic blood pressure; s.c., subcutaneous: S i 3 SR ol 00 8 “""l!#
sTGndord of care; 12D, type 2 diabetes e | : (e

Available.at: hitos: inicaltrials.ao essed ALlg Kaosiborod MM et o A H 0 - 8 _Po -1000 Q10 Kasibarad MN ot ol N a¥al Med 2024-390) M Q4 40 2
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STEP HFpEF

A Change in KCCQ-CSS

Change from Baseline
(points)
0
1

Semaglutide

o
(-]
~

No. of Participants
Semaglutide 263
Placebo 266

T T 1
52 52

20 36

Weeks since Randomization
249 225 243 263
242 217 237 266

Estimated difference, 7.8 points
(95% Cl, 4.8 to 10.9)
P<0.001

B Change in Body Weight

0-
'E i -26
_5_
&
¥
£=
Ez -10-
& Semaglutide » -133
§  -15
g
-4
_20 T T T T T T T T T T 1
0 4 8 12 16 20 28 36 44 52 52%
Weeks since Randomization
No. of Participants
Semaglutide 263 255 254 250 246 252 239 243 240 246 263
Placebo 266 259 249 250 243 246 243 239 233 242 266

Estimated difference, 10.7 percentage points
(95% Cl, -11.9 to -9.4)
P<0.001

1. Kosiborod MN et al. JACC HF 2023;11(8_Part_1):1000-1010.

*Estimated mean changes from baseline to week 52 based on analysis of covariance (ANCOVA) and an imputation approach for missing data. In the left figure, error bars are * standard error of the mean. Numbers shown in the
lower panel are numbers of patients contributing to the mean
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STEP HFpEF DM

A Change in KCCQ-CSS

184
T 167
3
g 1+
g 127
% 104
a
£
& &
&
c 44
«
S 2
0-

No. of Participants
Semaglutide
Placebo

Semaglutide

A

137

Placebo

$ 6.4

T T T T
20 36 52 52%*

Weeks since Randomization

289 274 281 310
284 270 272 306

Estimated difference,
7.3 points
(95% Cl, 4.1t0 10.4)
P<0.001

B Change in Body Weight

T
2 i
3 . A-3
o i
E ! H
& \!\i\ i
Q — 1 -
@ 10 i“\« - ' m-93
g -1 —g W
5] Semaglutide !
& |
8 -15- 1
c 1
8 i
b 1
& i
-20 T T T T T T T T + T
8 12 16 20 28 36 44 52 52%*
Weeks since Randomization
No. of Participants
Semaglutide 310 307 297 299 290 292 283 286 282 286 310
Placebo 306 300 298 287 292 289 282 278 273 278 306

Estimated difference,

-6.4 percentage points

(95% Cl,-7.6 t0o-5.2)
P<0.001

2. Kosiborod MN et al. N Engl J Med 2024:390(15):1394-1407
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PLATFORM OF LABORATORIES FOR ADVANCES IN CARDIAC EXPERIENCE

STEP HFpEF STEP HFpEF DM

. . . Change in 6-Minute Walk Distance
Change in 6-Minute Walk Distance

28+ I
28+ | |
| 247 Semaglutide !
g 247 w215 E 201 l
o 20 Semaglutide ! ’ e i
4 16 | = 167 !
cg — ! Estimated difference, 20.3 m 8 12 | + 12.7
s £ 12 ! (95% Cl, 8.6 to 32.1) E 5 ! Estimated difference,
e 8 Placebo J | P<0.001 & T Placebo i 14.3m
2 ; @ 4 *{ ! -1.6 (95% Cl, 3.7-24.9)
s 4 I ! E ! P=0.008
E o 1w Pl L I
‘ -4 i
T T T 1 :
0 20 52 52% sl | |

Weeks since Randomization
Weeks since Randomization

No. of Participants

. No. of Participants
ETaT:ELUtIde %22 %g; %;’g %22 Semaglutide 310 284 281 310
Placebo 306 277 265 306
1. Kosiborod MN et al. JACC HF 2023;11(8_Part_1):1000-1010. 2. Kosiborod MN et al. N Engl J Med 2024;390(15):1394-1407

[ 6MWD ] [ 6MWD (m) ]

320.0 m Baseline 280.0 (205.1-357.8)

(240.0; 389.0) 280.0 (200.0-345.0)

*Estimated mean changes from baseline to week 52 based on analysis of covariance (ANCOVA) and an imputation approach for missing data. In the left figure, error bars are + standard error of the mean. Numbers shown in
the lower panel are numbers of patients confributing fo the mean
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PLATFORM OF LABORATORIES FOR ADVANCES IN CARDIAC EXPERIENCE

STEP HFpEF!

Change in C-Reactive Protein Level

1.24

1 Placebo
*

1.0

Estimated treatment ratio, 0.61
(95% Cl, 0.51 to 0.72)
P<0.001

0.8+

Ratio to Baseline CRP Level

0.6 Semaglutide 3. 0.56

0.4- !

0.2 |

0.0 . —

-2 20 52 52%
Weeks since Randomization

No. of Participants
Semaglutide 263 245 240 263
Placebo 266 232 225 266

1. Kosiborod MN et al. JACC HF 2023;11(8_Part_1):1000-1010.

Semaglutide, semaglutide 2.4 mg
*Estimated mean changes from baseline to week 52 based on analysis of covariance (ANCOVA) and an imputation approach for missing data.
In the left figure, error bars are * standard error of the mean. Numbers shown in the lower panel are numbers of patients contributing to the mean

1. Kosiborod MN, et al. N Engl J Med. 2023;389(12):1069-1084. 2. Kosiborod MN, et al. N Engl J Med. 2024;390(15):1394-1407.
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STEP HFpEF DM2

Change in C-Reactive Protein Level

1.2 i
I
) Placebo i
E 1.0 !
-9 : 0.87
& o8- i i
= !
Q 1
£ 064 ) ! 058
g Semaglutide !
@ 0.4 g
S i
2 !
S 0.2-] |
& i
I
0.0+ T T * T
-2 20 52 52%
Weeks since Randomization
No. of Participants
Semaglutide 310 288 286 310
Placebo 306 285 277 306

2. Kosiborod MN et al. N Engl J Med 2024;390(15):1394-1407

Estimated treatment
ratio, 0.67
(95% Cl, 0.55-0.80)
P<0.001
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9 20 .
Q PLACE% FLOW assessed the effect of semaglutide versus placebo
on kidney, cardiovascular and mortality outcomes

Randomisation (1:1)

3,533 subjects at high risk of kidney disease

progression, who are in need of treatment?.2* Y OW s.c. semaglutide 1.0 mg + SoC
* 12D =
* Kidney impairment defined as either:

* eGFR =250 and £75mL/min/1.73 m2 and
UACR >300 and <5000 mg/g or

Placebo + SoC

Dose escalation Treatment duration Follow-up
* eGFR 225 and <50 mL/min/1.73 m2 and 8 weekst 3-5+ years 5 weeks
UACR >100 and <5000 mg/g
Primary composite endpointi.2 Confirmatory secondary endpoints!.2
* Onset of persistent 250% reduction in eGFR * Annual rate change in eGFR (total e GFR slope)
* Onset of persistent eGFR <15 mL/min/1.73 m? * Time to first occurrence of the MACE composite endpoint?
* Initiation of chronic renal replacement therapy * Time to occurrence of all-cause death
* Renal death * CV death Superiority hierarchically confirmed across the confirmatory secondary endpoints

FLOW investigated OW semaglutide’s potential as a new kidney-protective treatment option for people with T2D and CKD'.2

*Additional inclusion criteria: age 218 years (220 years in Japan); HbA,. <10% (<86 mmol/mol); RAAS blocker (4 weeks' stable dose of maximum tolerated dose). tOW semaglutide dose escalation from starting dose of 0.25 mg; dose doubled every 4 weeks until
trial maintenance dose achieved. tMACE endpoint consisted of time to first CV death, non-fatal Ml, or non-fatal stroke.

CKD, chronic kidney disease; CV, cardiovascular; eGFR, estimated glomerular filtration rate; MACE, major adverse cardiovascular events; MI, myocardial infarction; OW, once weekly; RAAS, renin-angiotensin—-aldosterone system; s.c., subcufoneous Sod
standard of care; T2D, type 2 diabetes; UACR, urinary albumin to creatinine ratio.

1. Rossing P, et al. Nephrol Dial Transplant. 2023;38(9):2041-2051. 2. Perkovic V, et al. Published online 6 May, 2024. N Engl J Med. DOI: 10.1056/NEJMoa2403347.
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QPLAC”E 26 93% of the participants at high or very high risk

for CKD progression

According to KDIGO guideline categorisation, 68.2% were at very high risk for CKD progression
Baseline data

KDIGO risk categories among FLOW participants, n (%)

UACR categories (mg/g)

<30 =>30—<300 =300
(mL/ >45—<60 294 (Q 2\
:m;;/ P m FLOW population

<15

B Low risk n=25 (0.7%) Moderate risk n=217 (6.1%) w High risk n=878 (24.8%) I Very high risk n=2,413 (68.2%)

Adopf dfom KDIGO Dia b f Work Group. KD)GOZOZZ Clin CCJ(P ctice Guidelin f D b f M g me f Ch K ey Di eose Kd y( f f /{2022 ) 102 (Suppl 5S), S1-S127.
CKD, chronic kidney dise G estimated glomerular filtration rate; KD)GO Kidi UACR
Ros gP f al. Nephroi /D )T p/ 12023 38:2041 2051 Perkovi V etal. NEn g/JM d 2024 DOI 70 lOSé/NEJM 2403347
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In FLOW, semaglutide showed a 24% risk reduction of the primary
kidney composite endpoint

. . : : : Hazard ratios suggest that both kidne
risk reduction of first composite kidney o OV Compoﬁgms itk ri’;k

24% event in people with T2D and CKD™ reduction, and that risk reduction was

OW s.c. semaglutide 1.0 mg versus placebo in addition to SoC consistent across kidney components of
35 NNT (Month 3¢): the primary endpoint:t

—_ 1 HR:0.76; 95% Cl: [0.66; 0.88]
NS 304 p-value: 0.0001, limit for p-value: 0.01612 Favours semaglutide 1.0 mg | Favours placebo HR [95% CI]
z 1 HR:0.76; 95% CI (adjusted): [0.66; 0.88]
g 254 p-value (adjusted): 0.0001 Composite renal event i 0.76 [0.66; 0.88]
oy : istent >=50 -
S 20 Onset of persistent >=50% .
: ] f reduction in eGFR 0.73[0.59;0.89]
o ] ; —h
154 Onset of persistent eGFR .

5 ] S <15 ml/min/1.73m2 0.80[0.61; 1.06]
£ 10 4 — -
g_ . Renal-replacement therapy 0.84[0.63; 1.12]

- i
[0} 5 - s °

] emaglutide 1.0 m
a ] 9 9 Renal death 0.97 [0.27; 3.49]

] —l—

0+ - r---r-r-r-—r—e—e-"Tr-r- e T T T T : :
0 6 12 18 24 30 36 42 48 CV death 0.1 10 7 £.71[0.56; 0.89]

Months since randomisation

*Cumulative incidence estimates are based on time from randomisation to first composite renal event with non-cardiovascular and non-renal death modelled as competing risk using the Aalen-Johansen estimator. Subjects without events of inferest were censored at the end of their in-frial
observation period. Events not related to eGFR are EAC-confirmed. eGFR was calculated using the CKD-EPI formula. The x-axis is fruncated at 52 months where approximately 5% of the population was still in the ftrial. Time from randomisation to first composite renal event was analysed using a

Cox proportional hazards model with treatment as categorical fixed factor and stratified by use of SGLT-2 inhibitor (yes/no) at baseline. Based on the available number of events for analysis, the nominal significance level was updated fo 0.01612 using the Lan-DeMets alpha spending function.

Adjustment for group sequential design was done using likelihood ratio ordering. Event rates are events per 100 years of observation. tAll endpoints were analysed using a Cox proportional hazards model with treatment as categorical fixed factor and stratified by use of SGLT-2 inhibitor use (yes/
no) at baseline. Subjects without events of interest were censored at the end of their in-frial observation period. For the primary composite kidney event endpoint, the hazard ratio and confidence interval are adjusted for the group sequential design using the likelihood ratio ordenng The eGER
is estimated using the CKD-EPI formula. Persistent is defined as having two consecutive measurements at least 4 weeks apart fulfilling the criteria. Reduction in eGFR is reduction in eGFR compared to baseline.
Cl, confidence interval; CKD, chronic kidney disease; CKD-EPI: Chronic Kidney Disease Epidemiology Collaboration; CV, cardiovascular; EAC, event adjudication committee; eGFR, estimated glomerular filtration rate; GLP1RA gucagonkepepice IrecepioragonstHR; hazard ratio; NNT, numb
treat; OW, once weekly; p-value, one-sided p-value for the test of no difference; s.c., subcutaneous; SGLT-2, sodium-glucose cotransporter-2; SoC, standard of care; T2D, type 2 diabetes. e
1. Perkovic V, et al. Published online 6 May, 2024. N Engl J Med. DOI: 10.1056/NEJMoa2403347.
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PLATFORM OF LABORATORIES FOR ADVANCES IN CARDIAC EXPERIENCE

Annual rate change in eGFR (total eGFR slope) MACE All-cause death

‘ 1.16 mL/min/1.73m2/year less decline in eGFR s risk reduction in the time to first MACE vs xrisk reduction in fime to occurrence of all-
(95% Cl: [0.86; 1.47])"* 18% = piacebo (95% CI: [0.68: 0.98]) 1t 20%  cause death vs placebo (95% Cl: [0.67; 0.95])1

NNT (Month 36):

~ o NNT (Month 36):

o 48 I ® 2 45 X 25 ( )

Iy . 0 18 [2)

%ag 46 Semaglutide 1.0 mg "g I "g 20 3

5 41 g0 g

[T . 2 12 2 15

€~ 424 w 10 - Placebo

'c-E i ° 8 ° 10

9 E 401 § ¢ s

] 4 Placebo T 4 i Tt 5 b

ﬂé 381 s ; Semagiutide 1.0 mg S Semagiutide 1.0 mg

O 36 LI I I L L L L I L L L L L L L L L L L L L L L DL L B B B DL a—o- O LELELI DRI RN DD DR DR DD NN DU D RN DO DR NN DRNL LB NN LB NN BN a—o- O rTryrrrrryrrrrryrTTrTrTryr T Tyt T Ty Ty Ty rTT
0 52 104 156 208 0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48

Months since randomisation Months since randomisation Months since randomisation

Superiority of OW s.c. semaglutide 1.0 mg in people with CKD and 12D on top of SoC was hierarchically confirmed across the confirmatory secondary endpoints’.2

*Data from visits with scheduled eGFR assessment in the in-trial period. Annual rate of change in eGFR was analysed using a linear random effects model with treatment, use of SGLT-2 inhibitors (yes/no) at baseline, time (as a continuous variable) and freatment time interaction as fixed effects
and including subject effect as a random intercept and fime as a random slope. Based on the available number of events for analysis, the nominal significance level was updated using the Lan-DeMets alpha spending function. eGFR was calculated using the CKD-EPI formula. fCumulative
incidence estimates are based on time from randomisation to first EAC-confirmed MACE with non-cardiovascular death modelled as competing risk using the Aalen-Johansen estimator. Subjects without events of interest were censored at the end of their in-frial observation period. Time from
randomisation to first EAC-confirmed MACE was analysed using a Cox proportional hazards model with treatment as categorical fixed factor and stratified by use of SGLT-2 inhibitor (yes/no) at baseline. Based on the available number of events for analysis, the nominal significance level was
updated using the Lan-DeMets alpha spending function. The x-axis is fruncated at 52 months where approximately 5% of the population was still in the trial. tCumulative incidence estimates are based on time from randomisation to EAC-confirmed all-cause death using the Aalen-Johansen
estimator. Subjects without events of interest were censored at the end of their in-trial observation period. Time from randomisation to EAC-confirmed all-cause death was analysed using a Cox proportional hazards model with treatment as categorical fixed factor and stratified by use of SGLT-2
inhibitor (yes/no) at baseline. Based on the available number of events for analysis, the nominal significance level was updated using the Lan-DeMets alpha spending function. The x-axis is fruncated at 52 months where approximately 5% of the population was sfill in the frial.

Cl, confidence interval; CKD, chronic kidney disease; CKD-EPI: Chronic Kidney Disease Epidemiology Collaboration; EAC, event adjudication committee; eGFR, estimated glomerular filtration rate; GLP-1 RA, glucagon-like peptide 1 receptor agonist: MACE, major adverse cardiovascular event;
NNT, number needed to freat; OW, once weekly; s.c., subcutaneous; SGLT-2, sodium-glucose cofransporter-2; SoC, standard of care; T2D, type 2 diabetes.

1. Perkovic V, et al. Published online 6 May, 2024. N Engl J Med. DOI: 10.1056/NEJMoa2403347.
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QPLACF3

PLATFORM OF LABOR

LSEHAGLUTIDE A REVOLUTION IN CARDIO RENO- METABOLIC HEALTH"7

PEOPLE WITH TYPE 2 DIABETES8
(Regardless of body weight)

— TYPE 2 DIABETES |

—_—1 Overweight / Obesityj—ﬁ N
\ C (OVERWEIGHT / OBESITY |

|

PIONEER | SUSTAING ( SOUL [ sTenjgie | ({ SELECT ) [ stepwrper | [ STEPHFpEF
PIONEER 6 e m ‘ 63.0% i STEP HFpEF-DM STEP HFpEF-DM |
SN SSF =
AL & i O7% P
ﬁ O < sl ata A1 Swestter ‘ooo /ﬁ 470  423% @ Cardiovascular OU;E&TES‘; ‘:ja ‘:f;s | Qg _—
et EA6.5 432 465 — 500 2425 : o ) ———
% codosdon / —,.ﬁ-nz:r zg: AV %‘“’932&‘“ - ’/ EE—— .:000 =
& +80 +10.5 — e E—— ﬁ \ Canfovascidar Onicome Datn ) ' _T Cm——— 105“0
NS M —— S L - Y, - '
|
- P s S
hlity, e.g. dysply ia (p (prediabtes or tope)

GO once danly ow, ,oncs weekly e, subateeneces: "Excess weight defined at: BH200 ng/in2 or BM227 and <« 30 kg/mt in the presence of altast one woinite comoribility e.g. 7. Dyagil
abssy sbnes as espnininissisd distacn. and colerted nsmessclcy a anoﬂ'en distac
1. Mario S@ kt at Wl Ervy / Med 3001 iZ6 1823-86. 2, Tousst N st:at M Enty,/ Mel 2017 381 8H.31 - 2. Lincofl AIA, st at N Engl./ Med. 2023 Dec 133332211:2023.4. Kovii 201/9/1048-1084.4. — 8. Cathorn Hivh, H. 1 Eng 20235378N2558537.2). Calhoun HIV, nuv, 9 eaf. Publiced esmine 25, 2024, del:
Kossprsad:V/R elet 21 Erg; / Mog 2001 2351207185-1€07, 7. Renpoucis er of Publiched cmiice a May, Recs, 4. Engl / Napi casc RE13HNNCR 280582 272, Proliclted osmiive 25, 2023, def. 9. OW semaglutide 24 mg s.c. 4 mg s.c.: Summary of Commact charactericlics, last renised June 2024,
glutide z.2.- tc lica, last rmnedmzou L

| KoszpredhWia5" 050110GS. 6. Oti Oral semaglotide - Summary cf mmast Charactericites, last rensed nerch 2624, 8. OW
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(OPLACE 26 Weight loss across STEP trials

Semaglutide 2.4 mg once-weekly in participants with overweight or obesity

STEP 11 STEP 33 STEP 44 STEP 55 STEP 87 STEP 22 STEP 66

Weight Weight Sustained weight Long term weight Head to head vs. g Welght management
management : ) management in East Asian
management with IBT management management liraglutide 3.0 mg in T2D oopulation

Bosehne
105.3 kg 105.8 kg 107.2 kg 96.1 kg 106.0 kg 104.5 kg 99.8 kg 87.5 kg
After 68 weeks | After 68 weeks : After 68 weeks 20-68 weeks | 104 weeks : After 68 weeks : After 68 weeks : After 68 weeks
1 1 1 1 1 1
o | | 6,5 | | | |
- 5 1 1 1 1 1 1
< 1 1 1 1 1 1
g S 1 1 1 1 1 1
1 1 1 E— [ 1
L 3 I . I I 06 48 | ] I 2 20
89 I I I I ’ I -3,07 |
8 3 | -5 | | | | |
Qe 1 1 88 1 1 -6,6 1 1
%g -12 1 1 e 1 1 1 -10.6 1 -10,10
c 1 1 % 1 1 1 ’ 1
© I I I I I * I -13,50 *
) 1 1 1 16.7 1 1 1 *
-20 6,9 1L -176 1 +8-2. 1 ) 1 -17,1 1 1
% 1 % 1 . 1 * 1 + 1 1
Bl Semaglutide 2.4 mg M Semaglutide 1.7 mg Liraglutide 3.0 mg M Placebo

0.1001/jama.
); 6. Kadowaki et al. The Loncef Drabefes & Endoc mo/oqy 2022 »? ANA 2022 327/2 38 50 ’
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Change from baseline to Week 104 in semaglutide 2.4-mg and placebo groups!

‘? ' z e) % %ﬁ”

0
Body Waist Blood Blood . . Total
. . . CRP Triglycerides
weight circumference glucose pressure (systolic) cholesterol
Baseline: 96.6 kg Baseline: 111 3 cm Baseline: 5.8% Baseline: 131 mmHg Baseline: 1.9 mg/L Baseline: 1.5 mmol/L Baseline: 4.0 mmol/L
-0.0% -2%
o o o 3-27
mmHg
-9.4% -7.6 cm -3.8 -39% -18.3% -4.6%

mmHg

CRP, C-reactive protein; CV, cardiovascular; SELECT, semaglutide effects on cardiovascular outcomes in people with overweight or obesity.
1. Lincoff AM, et al. N Engl J Med. 2023;D0I:10.1056/NEJM0oa2307563.
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OPLACES  Safety - PIONEER

DVANCES IN CARDIAC EXPERIENCE

Most frequent adverse events are gastrointestinal, but most events were
mild to moderate in severity and of short duration

The most frequently reported adverse The most common gastrointestinal adverse event, nauseaq, is
reactions in clinical trials were transient and generally reduces after dose escalation
gastrointestinal disorders, including
PIONEER 3
14
= Oral sema 3 mg
> O ,O % 2 —— Oralsema 7 mg
o lﬂ w E 10 ——  Oralsema 14 mg
] T . ———  Sita 100 mg
Q
“6 6
Nausea Diarrhoea Vomiting s .
% 2
Most events were mild to moderate and most ‘9)'
frequently reported during the first months on o s 13,8333 27,6667 415 55,3333 69,1667 8
treatment.

Time since first dose (weeks)

Sema, semaglutide; Sita, sitagliptin.
Oral semaglutide summary of product characteristics. Available at: https://www.medicines.org.uk/emc/product/ 11507 /smpc. Accessed August 2021; Rosenstock J et al. JAMA 2019;321:1466-80.
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PLATFORM OF LABORATORIES FOR ADVANCES IN CARDIAC EXPERIENCE
\

SELECT

100
Any SAE By MedDRA system organ class
Cardiac disorders Infections and Nervous system Surgical and Neoplasms Gastrointestinal
Q 80 infestations disorders medical benign, disorders
b procedures malignant and
€ unspecified
8
3 60
o
Qo
©
c 40
2
o
Qo
°)
o 20
0

B Semaglutide 24mg M Placebo

Two-sided p-values from Fisher's exact test for test of no difference.
MedDRA, Medical Dictionary for Regulatory Activities; SAE, serious adverse event.
Lincoff AM et al. N Engl J Med 2023;DOI:10.1056/NEJM0a2307563.
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https://doi.org/10.1080/03007995.2024.2383731 e
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Taylor &Francis
Taylor & Francis Group

Article ST-0478/2383731
All rights reserved: reproduction in whole or part not permitted

I M) Check for updalesJ

RESEARCH ARTICLE

Evaluating the safety profile of semaglutide: an updated meta-analysis

Frederick Berro Rivera (®, Eloise Arlas-Aguwre Zedrick Agume ®. Mc John C. Ybanez®,

Janos Marc M. Rubia®, Danica Janine Galang Grace Nooriza Lumbang Jade Monica Marle J. Ruyeras ®.
John Vincent Magalong Polyn Luz Plne John Andrew C. Amigo®, Marie Francesca M. Ansay®,

Nenad Zelenkov®, Steve Samuel Thomas', and Krishnaswami Vuayaraghavang

Department of Medicine, Lincoln Medical Center, New York, NY, USA; ®Cebu Institute of Medicine, Cebu City, Philippines; “College of
Medicine, San Beda University, Manila, Philippines; “Ateneo School of Medicine and Public Health, Mamla Philippines; “Department of
Family Medicine, University of Pittsburgh Medical Center (UPMC) McKeesport, McKeesport, PA, USA; Arizona State University, Tempe, AZ,
USA; %University of Arizona, Tucson, AZ, USA

ABSTRACT ARTICLE HISTORY
Background: Semaglutide is increasingly used in the management of type 2 diabetes mellitus and Received 10 May 2024
obesity. Ensuring the safety of this medication is crucial for its clinical use. This meta-analysis evaluates  Revised 16 July 2024
the safety profile of semaglutide across patient populations and treatment durations. Accepted 19 July 2024

Methods: Randomized controlled trials assessing the safety of semaglutide vs. placebo, with specified KEYWORDS

CONGRESSO

treatment durations were identified. The primary outcome was occurrence of any cardiovascular
adverse events. Secondary outcomes included sudden cardiac death, adverse events leading to death,
adverse events, gastrointestinal side effects, occurrence of hypoglycemia, and new-onset neoplasm.
Results: A total of 23 studies met the inclusion criteria with a combined sample size of 57,911 partici-
pants. The meta-analysis revealed that the adverse event associated with semaglutide is gastrointes-
tinal in nature (nausea and vomiting). No significant differences were observed between semaglutide
and comparator groups.

Conclusion: Semaglutide appears to have a favorable safety profile across diverse patient populations
and treatment durations, supporting its continued use in the management of type 2 diabetes mellitus
and obesity. It is generally well-tolerated, with a low incidence of adverse events. Clinicians should be
aware of these findings and monitor patients accordingly. Further long-term studies are warranted to
assess the safety of semaglutide in clinical practice.

ROMA, 25 - 27 Giugno 2026

Semaglutide; safety profile;
adverse events;
meta-analysis; glucagon-like
peptide-1 receptor agonist;
type 2 diabetes mellitus;
obesity
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Recommendation Table 1 — Recommendations for
diagnosing diabe

Cardiovascular disease

Il ;

y<s

iy

&

P~
Y

Empagliflozin, canagliflozin, or dapagliflozin
are recommended in patients with T2DM and
CVD, or at very high/high CV risk to reduce

CV events.

Liraglutide, semaglutide, or dulaglutide are
recommended in patients with T2DM and
CVD, or at very high/high CV risk to reduce
CV events.

Type 2 diabetes mellitus

( (Class I) )('(chs,n)

Regcgmmendations Class™

Screening for diabetes is recommended in all
individuals with CVD,* using fasting glucose and/or
HbA1c S7-3637.39

It is recommended that the diagnosis of diabetes is

SGLT2 inhibitors with proven CV benefit are recommended in
patients with T2DM and ASCVD to reduce CV events,

independent of baseline or target HbA1c and independent of

concomitant glucose-lowering medication.

In patients with T2DM without ASCVD or severe TOD but with
a calculated 10-year CVD risk >10%, treatment with an SGLT2
inhibitor or GLP-1 RA may be considered to reduce CV risk.

atrial fibrillation,

llucose levels and

GLP-1 RAs with proven CV benefit are recommended in patients
with T2DM and ASCVD to reduce CV events, independent of

baseline or target HbA1c and independent of concomitant

glucose-lowering medication. GUIDELINES

In patients with T2DM without ASCVD or severe TOD but with
a calculated 10-year CVD risk >10%, treatment with an SGLT2
inhibitor or GLP-1 RA may be considered to reduce CV risk.

t of
abetes

Developed by the task force on the management of cardiovascular
disease in patients with diabetes of the European Society of
Cardiology (ESC)

All therapies are recommended independent of glucose control and
in addition to standard of care

Authors/Task Force Members: Nikolaus Marx ® *T, (Chairperson) (Germany),
Massimo Federici ® *T, (Chairperson) (Italy), Katharina Schiitt ® %, (Task Force

Co-ordinator) (Germanv). Dirk Miiller-Wieland ® *. (Task Force Co-ordinator)

CONGRESSO
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@ ESC European Heart Journal (2024) 00, 1-36 SPECIAL ARTICLE
European Society https://doi.org/10.1093/eurheartj/ehae508 Diabetes and metabolic disorders
of Cardiology

PLATFORM OF LABORATORIES FOR ADVANCES IN CARD\AC EXPER\ENCE

Koskinas KC, et al. Eur J Prev Cardiol. 2024 Aug 30:zwae279.

Obesity and cardiovascular disease: an ESC coi: 10.1093/euroc/zwa0275.
clinical consensus statement , :

=8
surgical interventions
) (_lﬁ

Energy
expenditure

{
40 o Intragastric Bariatri
Oitec UL procedures** wrg-ry‘:'
3 mg sc 24mgsc  5-1Smgsc

'_, Blood pressure

o ¥ ¥ ) ¥ ¥ \ ma ¥
Genetic [ Socioeconomic

predisposition A LDL-cholesterol
¥ ¥ ¥ ¥ \ ¥ ¥ wa \

N biological Psychological é HDL-cholesterol

eurobiologic: ological

fa:flors facytorsogl f f - f f f f nfa f

=

Triglycerides

\ { \ 4 - \ 4 ¥ \ 4 \ 4 wa \

Impact of obesity on the cardiovascular system

— \l (7] %Welght reduction 1
'y ¥ v 3 }
@i A/ } | |
@ @w 3-10% o | 54% |2 5% 7-128% ¥
weight loss v
maintenance 17.8% 25-30%
?;‘::“‘h:‘,,e'r't" < arpt ol - rver J
- Ompuci s I e wloons doscope e Eropity
— \“*R;:gx-en-Ygastric I;ypass;Iap:roscopicgsaleevepgastt{-ectomy @ESC_, |
" e
NWWWWW
N + Desp ven drombosi + Ao e snoss Among anti-obesity drugs, semaglutide 2.4 mg once weekly showed clinical
; : @Esc- benefit in a dedicated CV outcome trial involving overweight or obese

patients with pre-existing CVD and without diabetes.
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@PL ACE 2024 ESC Guidelines for the management
~ of chronic coronary syndromes @ESC oo

Developed by the task force for the management of chronic
coronary syndromes of the European Society of Cardiology (ESC)

ESC GUIDELINES

European Society - https:/doi org/10.1093/eurheartjlehae177
of Cardiology

Vrints C, et al. Eur Heart J. 2024 Aug 30:ehae177. doi: 10.1093/eurheartj/ehae177.

Chronic Coronary Syndromes (CCS) are a range of clinical
presentations or syndromes that arise due to structural and/or
functional alterations related to chronic diseases of the coronary
arteries and/or microcirculation.

A Stress-induced angina, or equivalent,
with obstructive CAD

Stabilized phase
pm— after ACS, PCI, or CABG

Angina or equivalent
with no obstructive CAD — N
(ANOCA/INOCA) 4

Clinical spectrum
of suspected, or

confirmed, [
chronic coronary

syndromes

Asymptomatic with abnormal LV dysfunction or heart

coronary anatomical failure of ischaemic origin

or functional test

Although stable for long periods, chronic coronary diseases are
frequently progressive and may destabilize at any moment with the
development of an ACS

CONGRESSO RomMA 25 -27 Giugno 2026

Recommendation Table 19 — Recommendations for
sodium-glucose cotransporter 2 inhibitors and/or
glucagon-like peptide-1 receptor agonists in patients
with chronic coronary syndrome (see also Evidence
Table 19)

Recommendations Class® Level®

CCS patients with type 2 diabetes

SGLT2 inhibitors with proven CV benefit® are

recommended in patients with T2DM and CCS to

reduce CV events, independent of baseline or target

HbA1c and independent of concomitant

glucose-lowering medication,36:688:695.697.700

GLP-1 receptor agonists with proven CV benefit®

are recommended in patients with T2DM and CCS

to reduce CV events, independent of baseline or

target HbA1c and independent of concomitant .l
glucose-lowering medication.” %"

*Class of recommendation.

®Level of evidence.

“Canaglifozin, dapagliflozin, empagliflozin, sotagliflozin (listed in alphabetical order).
9Dulaglutide, efpeglenatide, liraglutide, listed in alphabetical order).
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DI INIBITORI DEL SGLT2, AGONISTI RECETTORIALI DEL GLP1, INIBITORI DEL DPP4 E DOPPI AGONISTI
RECETTORIALI GIP/GLP1 NEL TRATTAMENTO DEL DIABETE MELLITO TIPO 2

CQOPLACESs

Da compilare a cura del prescrittore che seguira il paziente nella gestione del trattamento e del follow-up periodico
PLATFORM OF LABORATORIES FOR ADVANCES IN CARDIAC EXPERIENCE

(Specialista SSN, Medico di Medicina Generale).

Scheda di prima prescrizione

Medico prescrittore Tel
Specificare se: [IMedico di Medicina Generale [J Specialista in

H ED A P RESCR\TT\V A Uu.0. Az. Sanitaria

Paziente (nome e cognome)

sC

Sesso: (JM [OJF Data di Nascita Codice Fiscale
Residenza
NOfCI AI FA 1 00 Valutazione
Paziente in trattamento con metformina: [] Si [ No, per controindicazione o intolleranza

SChedCI di pl’imCI pl'eSCI'iZione Mancato raggiungimento/mantenimento degli obiettivi glicemici individuali prefissati o necessita di
R . modificare la terapia in corso anche nel caso di HbA1lc a target: []Si
(versione del 23 febbraio 2025)

Indicare le principali motivazioni della strategia terapeutica che si propone di prescrivere:

[ prevenzione CV secondaria*

[ rischio CV elevato**

[0 scompenso cardiaco (solo se SGLT2i)

[Omalattia renale cronica*** (solo se SGLT2i)

[Omancato raggiungimento/mantenimento degli obiettivi glicemici individuali prefissati****

[Jsolo per DPP4i: controindicazione o intolleranza a SGLT2i e GLP1-RA (nel paziente a rischio CV elevato
o con malattia CV, malattia renale cronica o scompenso cardiaco)

[ altra motivazione (specificare)

*per prevenzione CV secondaria si intende la presenza di malattia cardiovascolare (cardiopatia ischemica, IMA, bypass
aortocoronarico, angioplastica, procedura di rivascolarizzazione coronarica, coronaropatia), malattia cerebrovascolare (pregresso
ictus o TIA, rivascolarizzazione carotidea) o arteriopatia periferica sintomatica.

**per rischio CV elevato, nel paziente senza malattia CV conclamata, si intende: presenza di danno vascolare aterosclerotico
documentato (es. malattia coronarica multivasale o stenosi carotidea >50%); presenza di danno in un organo target; presenza di
almeno tre fattori di rischio CV (tra eta >50 anni, ipertensione, dislipidemia, obesita, fumo di sigaretta).

***per malattia renale cronica si intende la presenza di GFR <60 mL/min e/o di albuminuria (micro o macro).

CONGRESSO ROMA, 25 - 27 Gi ****per i DDP4i: solo nel paziente non a rischio CV elevato o senza malattia CV, malattia renale cronica o scompenso cardiaco.




@PLAC‘ Doppi agonisti recettoriali GIP/GLP1
\ S o raononsion o Al momento per il first in class tirzepatide sono disponibili soltanto i risultati degli studi

clinici randomizzati che ne hanno valutato primariamente il beneficio in termini di riduzione
del’lHbAlc mentre e in corso lo studio, di confronto vs dulaglutide 1.5 mg OAW, sulla
sicurezza ed efficacia cardiovascolare. In attesa delle evidenze su hard endpoint e
nonostante i risultati sulla riduzione dell’lHbAlc e del peso corporeo, i doppi agonisti
recettoriali GIP/GLP1 dovrebbero rappresentare farmaci di seconda scelta nei soggetti con
malattia renale cronica, malattia cardiovascolare o rischio cardiovascolare particolarmente
elevato (multipli fattori di rischio o con un danno d’organo subclinico). Alla luce dei risultati
finora ottenuti, questa classe di farmaci puo rappresentare una opzione di prima scelta

miinnAdA la nrincrinala naraccita Alinica frAaNncicta In 11ina cactanasiala ridiiziana Aal"nrnoglobina

Nei pazienti di cui ai punti 1, 2, 3 e 4 gli inibitori del DPP4 e i doppi agonisti recettoriali
GIP/GLP1 dovrebbero essere considerati soprattutto quando i farmaci per i quali esiste r
una dimostrazione di un beneficio clinico su esiti hard (eventi cardiovascolari maggiori
o mortalita cardiovascolare) siano controindicati/non tollerati; in particolare, i doppi
agonisti recettoriali GIP/GLP1 dovrebbero essere considerati quando sia necessaria
una maggiore riduzione dell’emoglobina glicata oppure una importante riduzione del
peso corporeo.
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PIATEORM OOF | ARORATORIES FOR ANVANICES IN CARDIAL

' ~  Typical SOUL participant
- SOUL baseline characteristics?
ooo Previous
?@ Cerebrovascular
Previous CAD _Z%E:a;e % Previous PAD
- . n=6.821 (70.7%) n=2.040(21.1%) n=1.513 (15.7%)
Durata dello studio: Pazienti arruolati: Eta media: BMI A
: ’ ; rsone' .1 anni’
5,2 anni' 2.630 persone 66,1 anni 31.1 kg/m? ‘ (;“\E & Blood pressure
Caratteristiche di (25.3-36.9) . 135/77 mmHg
popolazione
@‘ T2D duration -E" LDL-C
@ o« M: 71% 15.4 years 70.7 mg/dL
e BMI rznedio: 31 x
kg/m’
Eventi CV pregressi: Durata del diabete: | * Ipertensione: 90% HbA
coronaropatia (70,7%), 14,7 anni’ st 8.0% Chronic HF . CKD
malattia cerebrovascolare (21,1%) wgmol (6.9-9.1) O n=2215 (23.0%) n=4.082 (42.3%)
o arteriopatia periferica (15,7%), . PaZie"rici:l‘c‘“SiZ“a
\ scompenso cardiaco (23%)’ wwel j A
ge i PAI and LLD
66.1 years I 76.3 and 88.2%

(58.5 - 73.7)

Le analisi statistiche di superiorita rispetto al placebo hanno confermato il beneficio della semaglutide orale sulla
riduzione dei classici MACE (eventi cardiovascolari maggiori) a tre punti (morte cardiovascolare, infarto miocardico non
fatale e ictus non fatale) per un periodo di osservazione di 3.7 anni (HR 0,86; IC 95% 0,77-0,96; p = 0,006), con una
riduzione pertanto del rischio relativo del 18% e assoluto del 2%. In particolare la riduzione piu pronunciata si €
osservata sulla riduzione dell’infarto miocardico (4 vs 5,2%, HR 0,73; IC 95% 0,61-0,88). Leffetto favorevole della
semagilutide orale é risultato inoltre presente e omogeneo in tutti i diversi possibili sottogruppi (per eta, sesso, con o
senza obesita, con o0 senza malattia renale cronica) con un Number Needed to Treat (NNT) di 50 pazienti per 3 anni per
prevenire un MACE, effetto coerente con la sua controparte iniettiva, con NNT sovrapponibile.
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Dimensioni delle Iniziale
compresse: Le
compresse della
nuova
formulazione sono
di dimensioni piu

Rybelsus® 1.5 mg

AR\
JhrRe

Rybelsus® 4 mg Rybelsus® 9 mg

+\ W\ W \-\..\\\ | AL S
R LA TR CARTAERARE

Confezionamento
secondario: le

Confezione della

Confezione della nuova

piccole e hanno confezioni della formulazione iniziale formulazione
una forma diversa nuova
(rotonda). I formulazione sono
dosaggi sono piu piccole
impressi sulle
compresse. ms. m

tablets
Confezionamento semaglutide RYBELSUS® L7
primario: i blister | Formulazione iniziale ool ""““M
della nuova z:o
formulazione sono Rybelsus® 3 mg Rybelsus® 7 mg Rybelsus® 14 mg %, iy
argentati sia sul ke el bt :

fronte che sul retro -
€ sono piu piccoli
rispetto ai blister |

1 l‘ _ _“'. W 3'. 1 ‘-. 1 |‘e ! .
fjgllgformulazione { .! g 1 .t YRS 61 ! !'! !'z tablets -
iniziale b Iy b Ik bt Dhp thg thg g g b thy thg semaglutide Im-m
Oral v tablets
semaglutide
- _b_ 20 tabiens ;

Nuova formulazione

v | e
—
—
—

—— G
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| STRIDE: Effects of 1 mg once-weekly semaglutide on functional capacity in o3
patients with type 2 diabetes and peripheral artery disease

. 1 ®
novo nordisk
BACKGROUND STUDY DESIGN ENDPOINTS?
« Lower extremity peripheral artery disease (PAD) is a STRIDE is a 52-week, randomized, double-blind, placebo PRIMARY ENDPOINT

severe form of atherosclerotic cardiovascular controlled, .

disease. phase 3b trial. /\‘-.

T (&)

800 participants And without A\ 7,

« The classical symptom is intermittent claudication

1 I
I |
. - I
(IQ), associated with limited walking ability and poor i szg'ﬁi‘t";:tlhcno : Ef?\;; failure (NYHA i Change in maximum walking
. ' i | ; di : stant load treadmill
health-related quality of life (QoL) |+ ABI <0.90 or TBI <0.70 + Other conditions that ! sttaer:eﬁ%x:':abc:;;hz::tloo;e:Lesz mi
; . : 1+ MWD<600m limit walking |
» Type 2 diabetes is one of the leading causes of PAD; b e e I
~30% of patients with PAD have T2D. SECONDARY CONFIRMATORY ENDPOINTS

« While anti-atherosclerotic drugs and lifestyle

¢ | ORI
changes are recommended, there are no effective

drugs to specifically improve functional outcomes in —‘—l Fo::ow-
PAD and T2D. -

I 1/-§\'. I |/'-\'.
&) &)

(5 weeks) Change in Change in
(5‘2'““':5: W‘Tg’“":‘)”“' pain-free walking vascular QoL
~Z WeeKs, weeks, .
« Semaglutide is a glucagon-like peptide-1 receptor EOT dism:f,ev::_,zl,?sb-fs‘d"w f,o.f.i‘ff:f.ﬁ'l'lf,iv'ifk 52
agonist (GLP-1RA) approved as an adjunct to diet Ra““‘(’""’:g;”" 1: (week 52) - ' -
wee

and exercise for glycemic control in patients with

T2D. In the T2D SUSTAIN clinical trial program,
once-weekly (OW) subcutaneous semaglutide 0.5 STRIDE is a Global Trial across Asia, Europe SUMMARY
and 1.0 mg was superior for glycemic control and and North America

weight loss vs placebo and a range of approved

srtidishetcngs = ’ 'ff_ . il STRIDE is the first and only dedicated PAD outcomes

» In SUSTAIN 6, a dedicated CV outcomes trial, OW 2 2o O SN trial with a GLP-1RA and thus presents a unique trial
semaglutide resulted in a 26% reduction in three- w L * < design. While major adverse limb events typically occur
Svci)tl:t Eijeogoaave;iiee%aﬁﬁ? 2([;4252 CI_? ng\/p?i;ekd L./ dyey W in the later stages of PAD, STRIDE instead measures the
leadirgg to its apr))rovaI for MACE risk regduction in ! A ) < g effect of OW semaglutide on functional outcomes such
those with T2D and CV disease in the USA. ) ' & ’ as walking ability and QoL, which affect everyday living

751 ! in patients with PAD and IC. STRIDE data will provide

» Evidence suggests this may be partly attributable to important clinical insights regarding the

the anti-inflammatory and anti-atherosclerotic effects _ . ' et : ; s linn
of semaglutide, which may also apply to PAD 120 sites role of OW semaglutide in patients with T2D and PAD R .

~20 countries 1 e ih "mlw
LRI ]
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Results from

= nevo nordisk”
‘ the SCORE study
Semag|utide effects on Cardiovascular Outcomes in
people with Overweight or Obesity in the Real World ( : RI: ‘ Results from the SCORE study
nove nordisk”
- Conclusion () Objective O
Semaglutide 2.4 mg was associated To evaluate semaglutide 2.4 mg effectiveness - Lower risk of MACE-3 with semaglutide 2.4 mg «O ~
with a significantly lower risk of MACE-3 in in reducing the risk of CV events in US adults 6% = MACE-3
this real-world study. with ASCVD and overweight or obesity
Real-world evidence cannot be directly compared to randomized without T2D in clinical practice. 506 -| HR0.58 (95% C10.41,0.83) — Semaglutide 2.4 mg users, N=9,321
control triol data z P<0.01 — = Non-users, N=18,642
; Sema users Non-users
Study population S 4% o numberof evenss %)
2 Incidence rote per [ ———
° ® Overweight/ -, Established ASCVD c 395 o 1000 t-years m I
‘R Adults aged 245 years \iﬂ obesity (diagnosis <y (M, ischemic stroke, o 177 420
or BMI 227 kg/m?) or PAD) s LdTTTTTT relative rk
S 2% J reduction
&= - E T
e | » Twocohorts: ) Komodo = Nationally 3 S R
‘l‘ semaglutide 2.4 mg @ Research o representative 1% o a=="
users and non-users “—x— Database w US population L
0% —t= T T T T T T T T T T
- Study design and outcomes () N 0 3 6 9 12 15 18 21 24 27 30
3 : Time (month
Semaglutide 2.4 mg OW s.c. users Follow-up period Number at risk e (months)
'ropenSity score (N=9 321) » . Non-users 18,642 12,546 B 4,256 2,020 1522 1,096 729 414 190 37
matching (1:2) Until earliest of: ' ’ '
N=27,963 m(u-1s'“2) + End of continuous enroliment Sema2d4mg 9321 7,256 4,962 2364 894 719 584 425 227 91 3
* End of data availability Cax proportional hazards models were used to describe and compare cutcomes between the two cobarts. Sema, semaglutide.
Baseline period* Follow-up period + Initiation of a (non-semaglutide) .
GLP-1 or GLP-1/GIP Conclusions () /
K toll . lutid e receptor agonist
f Meanfo ow-up a ter semaglutide 2.4 mg Bariatric surgery
Index date' initiation: ~7 months® ) 3 . X ) i
In this real-world study of patients in the US with overweight or obesity and
ASCVD without T2D, semaglutide 2.4 mg was associated with significantly
Study period: Jan 1, 2016 - Dec 31, 2023 *Baseline period: 12-month contimuous insurance enrollmi d to have re-confirmation of lower relative risk of MACE-3 (nonfatal MI, nonfatal stroke, or CV death)
overwelght/obesity during the baseline period; *Index date: identification of cohorts on or after June 4, 2021; {s .4 mg users: semaghutide 2.4 mg Intiation;
non-users: randomly sedected pharmacy daim); $Mean 2 SO [median) follow-up duration In months: 7.1 = 4) f aghutide users, 6.4 £ 5.7 [5.0] for non-users;
M! or stroke was defined by a primary dlagnasis during an inpatient encounter; CV-related mortality was defined as death within 30 days of a CV event.
Exclusion criteria: Baseline non-semaglutide 2.4 mg GLP-1 or GLP-1/GIP receptor agonist use; barfatric surgery; diabetes; pancreatitis; ESKD; multiple endoarine
neoplasia type 2; medullary thyroid carcinoma; or pregnancy. Limitations
- Key baseline demographics and characteristics* o) / O h
Age (years, mean) Female Living with obesity BMI (kg/m? mean)’ « Administrative data such as ICD-10 or procedure codes may be subject to coding inaccuracies or
56.8 57.1 68.3% PBL5% 93.3% [ O3.7% 37.3 37.1 lack clinical detail, and laboratory and clinical assessments reflected routine clinical practice, which
may result in variability in data.
White Black / African American Hispanic / Latino Other ethnicities: . " X . - ’
P « Caution should be exercised when interpreting the results of observational studies due to the
49.4% | 48.6% 12.8% 2% 10.5% S06% 27.3% R28.0% potential of bias from unmeasured or residual confounding.
Myocardial infarction Ischemic stroke PAD . Thg approval of semaglutide 2.4 mg in 2021 resulted in a relatively short duration of follow-up,
limiting the assessment of long-term outcomes, and COVID-19 pandemic may have impacted data.
Prevalence of ASCVD 34.1% PS4 30.9% SS0N% 44.6% | 44.2% ) ) ) i i
+ Patients were required to have 212 months of continuous enrollment, which excluded patients who
e i B R O ks T T e T e M@ CToOiUde 2 S I ISerIe0 221 were treated with semaglutide 2.4 mg but experienced a change in insurance coverage during this §
*Includes Asian or Pactfic Islander and patients withcut ethnicity data reported {l.e. ‘unknown). @ Non-users, N=18,642 period. 3 1
| "
Abbreviations: ASCVD, atherasclerotic cardiovascular disease; BMI, body mass Index; C1, confidence interval; CV, cardiovascular; ESKD, end-stage kidney disease; GIP, ghucose: ' 1
dependent Insulinotropic polypeptide; GLP-1, glucagon-like peptide-1; HR, hazard ratic; [CD, International Classification of Diseases; MACE, major adverse cardiovascular events; ﬂ l
MACE-3, 3-point MACE; ML, myocardial infarction; OW, once weekly; PAD, peripheral artery disease; 5.c., subcutaneous; SD, standard deviation; sema, semaglutide; T20, type 2 |

dlabetes; US, United States.

Reference: Zhao Z et al. Paster presented at the American College of Cardiology Sclentific Session, March 29-31, 2025, Chicago, IL, USA.
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A CO N CI us | ons Significantly lower risk of

revised 3-point MACE with
From the STEER Real-World Study semaglutide vs tirzepatide

In this real-world study of US patients with

overweight or obesity and ASCVD but without
6&? diabetes, the primary endpoint demonstrated

a lower risk of CV events with semaglutide
compared with tirzepatide

ITT analysis

7.6 vs 10.8 incidence
per 1000 patient-years

HR, 0.71; P = 0.046

Our findings support growing evidence that
‘ f the established CV benefit of semaglutide
is molecule specific and cannot be
generalized to the GLP-1 or GIP/GLP-1 "::P"T;;",' a_':'ja'YSis
receptor agonist classes per 1000 patientyears
HR, 0.43; P = 0.005

Wilson L, et al. Presented at the European Society of Cardiology (ESC) Congress together with World Congress of Cardiology; Madrid, Spain; August 29 - September 1, 2025.
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OPIACES

Semaglutide 2.4 mg in participants with metabolic dysfunction-associated steatohepatitis:
baseline characteristics and design of the phase 3 ESSENCE trial

Key inclusion criteria ESSENCE is an ongoing. two-part, phase 3, randomised, multicentre, doublebind, paraliel-group trial
v AQo 218 years oid q with Part 1 conducted at 253 sites in 37 countries,
+ Bony-conlmed sosctereids siapes FOF Y \@ Baseling charachenscs of the first 800 randomised particpants ace reponed, which inchudes Conclusion
. NAS 24" demographics, boralory parameters, Fver hisiology, non-nvasive osts and presoence of MASLD The ESSE Eaaalios
carsometabolc NCE
Key exclusion criteria SIS, popuation indludes
o Crvane ved Gaeanes other Pan NAFLD panicipants with dncally
* Known or sapocied orcoanve coraumption of aloohcr
20 ('Ony Tor wormen o >0 o'ty Sor men ) . ’W";'“m;‘w*
« Troatment with GLP. SRAS, or yratable use Based on ol =
Eveaigaicr cparion) of ghucoae-bwering sgonts other Tan \
GLP I RAS, el lowany) Of wasgt Mns madoatons Guteyg )
e GO-Gay Panad pror 53 Kreereg Placobo » standard of care Appeaxmately 91% of
paricpants fhad 21
Scnonlng process | pre-qualfication criteria | Pact2 > postive NIT
rou | Matony of any of e below | e | Part § )
Sacpwy | v ELF 298
e Mol e FsoScan™ 201 W T S
150 Gy W MRS 22 % -4 &  Screening ’ ' ' '
e n  FAST 2087 v t : ’ : . ' ' '
Lot vt ¢ Bopay conmntort weh | Wook - 0 7 b M7
NASH and greserce of .-4”54 3] et G sv et
FloFs = fent vt | R v phaio veve Eno ot £ of
[— T T — 1) wrahu Teat Tt “ady Although recenty defined
numm.:- = o 4 4 MASLD cardiometabolic
! : . E critenia’ were not a
Baselne characteristics Endpoints requirement for study
20 Q pR— - A - Coprmary onapous o T wisis
l?"".':"‘) '\ :r—:‘l— | & | f-’lf?, ,{J’ /?j (».J + Raschuton of smaichopats and ro worsoning of Bver Steoms " ﬂmﬂ
»T:.;I. I”A R\~ \ J { /.j L \_/' \C:, v irngrowermenrt o hver eoss and 1O worseneyg of sieaichepatds pArsopants (>99%) had

Risuts 20 Part 1 nohude e Srst 500 Darsaoanns Fandomissd Detween 27 ot isast one MASLD

800 partcpan™ 7.9% Meoan (50) sge Moan (SO AR SSS%NMadpe N Nad 2 MASLD 91N taa Y

@290, F2 550.F3) femate SH(11Myears A4S AOW  Toatetes  CAOMMAONS e’ posive NIT Mary 2001 andt Mh Aped 2020, anct rosts Som Part 2 wil Incluce an estimaned 1200 CANINeVItoNC roena
ardoryned | parsopants. 0 Pt 2 of the . T [revary oN000E i Cerhossdree survivil o
| JLneeh 240
kwwuuanlmhmmm
W arome i s e whor arvl bepan s e bk rung haned on terw o SaPvagal Beshaaten
Npwsome, of oAbt Mhgrmpon Thee .
BAR Doty Mats One ELF e 0anind bt 1000an | ADaaa ALY FRwhcnn " asp aiate L aamwrdie PB4 A000aa4 fdwe GLP TRA GACapOn-Mae aptin- 1 Iedepiinr Airnl MAKD Setedobs & paiai o 'Y
B A b Samiee VBT et it arm vy wply NNLD fn MOMOR Wy e Sadet NAL AGS MUONGA Ty el Sasate B0 Ty wiore NASH A0 SOONG. el it &
NT roswrsamne ot 50 vandert Sevenon
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CQOPLACESs

PLATFORM OF LABORATORIES FOR ADVANCES IN CARDIAC EXPERIENCE
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COPLACESS H

PLATFORM OF LABORATORIES FOR ADVANCES IN CARDIAC EXPERIENCE
HISTORY

Popolazione Intervento Outcome Riduzione Riferimento
Principale Mortalita CV

4S (1994) QHD e | Simvastatinavs  Mortalita totale e | 42% mortalita Lancet 1994
ipercolesterolemia placebo CcVv CcVv

CARE (1996) Post-infarto, LDL  Pravastatina vs Eventll coronarici 1 24% (_ev.entl NEJM 1996
moderato placebo maggiori coronarici

HOPE (2000)  Alto rischiocv  Lamiprilvs Mortalita CV L 26% mortalita .= ;1 5000

placebo CcV

| _ . . e
Simvastatina vs Mortalita totale e 1 12% mortalita Lancet 2002

HPS (2002) Alto rischio CV olacebo cV cV " oo

" \/1 23




PARADIGM-HF  Scompenso ?;Z:ﬁ';?}"vs
(2014) HFrEF )
enalapril
HOPE-3 (2016) BISChIO C_V Rosuvastatina 10
intermedio mg
FOURIER /
ODYSSEY pOSD e LOL nibitori PCSKO
(2017)
Scompenso Dapagliflozin vs
Dradlasial 7 (k) HFrEF placebo
EMPEROR- Scompenso Empagliflozin vs
Reduced (2020) HFrEF placebo
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Mortalita CV e 1 20% mortalita

ospedalizzazioni CV NEJM 2014

Morte CV, infarto

. * 1 24% eventi CV  NEJM 2016
Ictus

MACE (infarto,

ictus, morte CV) 1 significativa NEJM 2017

Mortalita CV e

: .. | significativa NEJM 2019
ospedalizzazioni

Mortalita CV e

: .. 1 significativa NEJM 2020
ospedalizzazioni




COPLACEZ

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA

USO
CONSOLIDATO

Sacubitril/valsartan

Rosuvastatina

Inibitori PCSK9

Dapagliflozin

Empagliflozin




@Y Riduzione Mortalita Farmaco
‘ CvV

1 42% mortalita CV SIMVA
1 24% eventi coronarici PRAVA
1 26% mortalita CV RAMIPRIL
1 12% mortalita CV SIMVA
1 20% mortalita CV ARNI
1 24% eventi CV ROSU
1 significativa PCSK9-i
1 significativa DAPA
! significativa EMPA
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Pazienti con Diabete Tipo 2 (T2D)

MACE (Morte CV,

Riduzione del 26% del rischio relativo di MACE

SUSTAIN 6 Iniettabile (0.5 o . (HR 0.74, (p<0.001) per non-inferiorita e (p=0.02)
(2016) mg, 1.0 mg) ad Ialt’(c)' r'SCh'? CV (C.;V stabiliigico Innfﬁr;[otnlo r)1 fatale, lctus per superiorita). Dimostra la sicurezza e |l
malattia renale cronica). on fatale beneficio CV.
PIONEER 6 Non-inferiorita di semaglutide orale rispetto al
(2019) Orale (14 mg) Pazienti con T2D ad alto rischio CV. MACE placebo per MACE (HR 0.79). Suggerisce un
beneficio CV, ma lo studio era di sicurezza.
S s e Significativa e sostenuta perdita di peso (es.
e Iniettabile (2.4 PR con.Obesnfa o Spvrappeso vl el pese : circa -15% vs placebo nello studio STEP 1). Ha
Program (senza T2D in alcuni studi, con T2D corporeo e parametri , . . :
mgQ) . . - portato all'approvazione per la gestione cronica
(2021) in altri). metabolici
del peso.
Pazienti con Obesiti 0 SoVrabneso Riduzione del 20% del rischio relativo di MACE
SELECT Iniettabile (2.4 ?\Illaelatlticaocv otabilita. ma SE":Z A MACE (HR 0.80). Dimostra il beneficio CV anche nella
(2023) mg) '(Ie'ZD ’ popolazione non diabetica (prevenzione
' secondaria).
: : L . Composito di eventi Riduzione del 24% del rischio di progressione
FZIZ)(;XV ITEES (40 Eazue_ntl CCC)T(BZD Il [REInE renali maggiori e morte della CKD e morte renale/CV (HR 0.76). Dimostra
( ) mg) il ) CV la protezione renale.
Riduzione del 14% del rischio relativo di MACE
SOUL Pazienti con T2D ad alto rischio CV e
(2025) Orale (14 mg) (CV stabilita e/o CKD). MACE (HR 0.86). Conferma l'efficacia CV anche della

formulazione orale.
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AN A o0 HELPFUL HARMFUL
— | PUNTI DI FORZA |

(«Strengths»)

Code dedicate per FUP

Aumento frequenza ctrl
To Delegate: Senior — Young / Nurse

Non esiste percorso definito
Non esiste spazio definito
«Tempo di gioco perso»

FATTORI INTERNI

Canale comunicativo open always diabetologo - brave/fearless
FUP ) COMPLESSO VERSUS COMPLICATO
B2B oppure anche B2B(2C) Pz «persi» al FUP
DH (non cosi diffuso) or CR program Bisogno salute insoddisfatto

Spreco risorse (HR, economiche)

r's

Patient journey from GP GAP TEMPO

MMG, Territorio GAP COMUNICAZIONE
rather than Patient at discharge GAP ADERENZA
PIC Obiettivo #MINDTHEGAP
NOTA 100 «IGNORANZA»
E-health / Digital Opinion leading
Burocrazia

INY3L1S3 1HOLLVY

OPPORTUNITA’ MINACCE m

(«Opportunities»)

(«Threats»)




Caso 1

Caso 2

Caso 3

Caso 4

Caso 5

|

Pz in visita ambulatoriale
cardiologica

Pz ricoverato per evento
cardiovascolare

Presenza di fattori
di rischio CV

Identificazione di

diabete di tipo 2

Alla visita
inizio terapia
Metformina +

A4

Semaglutide orale
CUONGRESSO

4 . . N
Presenza di malattia
ischemica

Identificazione di
diabete di tipo 2

Alla dimissione
inizio terapia
Metformina +

g

Semaglutide orale
ROMA, 25 - 27 Giugno 202

Pz DT2 in visita
ambulatoriale cardiologica
o post evento

Pz DT2 in visita
ambulatoriale cardiologica
0 post evento

Trattamento con A

METFORMINA

\ J/

(" \dentificazione di )
fattori di rischio
aterosclerotico o

\ ASCVD y

Add-on

A g

Semaglutide orale

Trattamento con
METFORMINA e
DPP4io
SULFANILUREE

Identificazione di

fattori di rischio

aterosclerotico o
ASCVD

Sostituire con

\ 4

Semaglutide orale

Pz DT2 in visita
ambulatoriale cardiologica

[f

Trattamento con
METFORMINA e
\ SGLT2i )

-

Identificazione di )
fattori di rischio
aterosclerotico o

\_ ASCVD )
Valutazione A
indicazione SGLT2i

Sostituire con / Add-on

o

Semaglutide orale

3




Paziente Anziano Paziente con malattia epatica Paziente con malattia renale

Non ¢ richiesta la Non ¢ richiesta la correzione Non ¢ richiesta la correzione
correzione della dose della dose per i pazienti con della dose per i1 pazienti con
in base all’eta compromissione della compromissione della

funzionalita epatica funzionalita renale lieve,

moderata o severa. [...]
Semaglutide non ¢ raccomandato
nei pazienti con malattia renale
allo stadio terminale

. ...
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Due popolazioni ad elevato rischio CV — ad ognuno la «propria» semaglutide

Paziente Sovrappeso/Obeso
con/senza diabete

Paziente Diabetico
con/senza obesita



@ﬂlulg\%&r_cz(ﬁcheda tecnica: posologia e modo d'assunzione

1,0 DW
o Posologia: [l %2 Mg OV -L)I-IUJU 1,7 mg OW
4 settimane >4 sett >4 sett.

dose iniziale dosi incrementali dose di mantenimento

@ Modo d’assunzione: 1 volta alla settimana per via sottocutanea nell'addome, coscia o braccio

La somministrazione puo avvenire in qualsiasi ora del giorno, indipendentemente dai pasti

Se una dose viene saltata, assumere la dose appena possibile ed entro 5 gg dalla dose dimenticata
Se oltre 5 giorni la dose successiva deve essere somministrata nel giorno regolarmente pianificato

4 N\ 4 ) 4 l l‘ l )
Paziente Anziano Paziente con malattia epatica Paziente con malattia renale
Non ¢ richiesta Non ¢ richiesta correzione della dose Non ¢ richiesta correzione della dose per pazienti con
correzione della dose in per pazienti con compromissione della compromissione della funzionalita renale heve Y
\_ base all’eta ) . funzionalita epatica lieve o moderata ) moderata. Semaglutide non € raccomandafo ng enti

con malattia renale severa (eGFR £3(
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Due popolazioni ad elevato rischio CV — ad ognuno la «propria» semaglutide

Paziente Sovrappeso/Obeso
con/senza diabete

Paziente Diabetico
con/senza obesita



@P| i\edm?@ytide orale — Scheda tecnica: posologia e modo d'assunzione

26

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA

Mai utilizzare
@ 748 '

7mgx 2

dose iniziale dosi terapeutiche di mantenimento

@ Modo d’assunzione: 1 volta al giorno a digiuno con mezzo bicchiere d'acqua

)

Attendere almeno 30 min prima di assumere cibo, bevande o altri medicinali

Le compresse non devono essere suddivise, frantumate o masticate

Se una dose viene saltata, assumere la dose successiva il giorno dopo all'ora indicata

@ Background therapy: metformina e/o SGLT2i e/o tiazolidindioni = mantenere dosi iniziali

insulina o sulfanilurea > considerare possible riduzione dosi iniziali
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Applicazioni come Shotsy - GLP-1 Promemoria Settimanale:

QP  Vamisscraser oo |\ Avamos spmacosiaco o
. ) . formulazione iniettiva, assicurando
fsughl sto:_e‘los e.,fbl‘nr(]jrmd) offr.ono la corretta aderenza alla terapia
unzionalita specifiche, come: con la somministrazione

settimanale.

Tracciamento del Peso e dei

Progressi: Permettono al paziente

di visualizzare graficamente i

risultati ottenuti. Questo & Diario Sintomi/Effetti Collaterali: ||
ﬂ fondamentale per gestire le paziente puo registrare la nausea o altri

aspettative: vedere i progressi’ effetti collaterali (comuni all'inizio e al

anche se lenti, aiuta a mantenere cambio di dose), fornendole dati precisi

alta la motivazione e a riconoscere per il follow-up.

che il farmaco sta funzionando in
modo efficace.

Monitoraggio Dosi e Siti di Iniezione:
Alcune app permettono di annotare il sito
dell'ultima iniezione per evitare di iniettare
sempre nello stesso punto.

Esistono anche tutorial sul come farlo (es.
click ON www.wegovy.com )
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http://www.wegovy.com/

Diabotos Ther

OPIACES e

PLATFORM OF LABORATORIES FOR ADVANCES IN CARDIAC EXPERIENCE

Suitability and Usefulness of a Flexible Dosing
Timing of Oral Semaglutide to Maximize Benefit
in Clinical Practice: An Expert Panel

Riccardo Candido - Chiara Di Loreto - Paolo Desenzani - Paola Pantanetti -

Cristina Romano - Silvio Settembrini - Sebastiano Bruno Solerte - Gian Paolo Fadini®

SNAC causes a local increase of pH leading
to higher solubility and protection from
proteolytic degradation

Absorption of semaglutide requires
co-formulation with SNAC

SNAC, Sodium N-(8-(2-hydroxybenzoyl) amino) caprylate.
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