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The Problem—We Haven’t Made Progress:
Risk Profile Trends in US Adults With CVD, 1999-2018":2

Blood Pressure

} » Overall worsening trend after 2010 AN
Overall worsening trend o . 49% with ideal profile (BP <130/80 mm Hg) HiE
52% with ideal profile (A1C <7% if diabetes or in 2015-2018
5.7% if not) in 2015-2018 +__Worst profile in Black adults

Worst profile in Asian adults
Body Mass Index
* Overall worsening trend 0
Non-HDL-C . 18% with ideal profile (BMI <25 kg/m2) in 2015-2018 Q TI

» No interaction of trends with race/ethnicity

Moderate or Vigorous Physical Activity

* Overall worsening trend

*  22% with ideal profile meeting guideline-
recommended levels in 2015-2018

* Improving trend in Hispanic adults

*  Overall unchanged =
* 1% with ideal profile (HEI score =280) in 2015-2018 g’@’

—

*  Overall improving trend /o
*  30% with ideal profile (hnon—HDL-C <100 mg/dL) /
in 2015-2018 ?A
0 0 0 o
*  Worsening trend in Hispanic adults

* Overall unchanged R o
*  78% with ideal profile (never smoked or quit f/\

smoking >1 year) in 2015-2018 "
* Worsening trend in Black aduits » No interaction of trends with race/ethnicity =

a N = 6,335 US adults with self-reported history of CVD. .
1. Gao Y et al. JACC. 2022;80:126-137. PeerView.com



Trends in A1C Control (<8%) by Insurance Type:
2022-2021 National Averages'

Adults Aged 18-75 Years With T1IDM and T2DM With A1C <8%
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1. https://www.ncqa.org/hedis/measures/comprehensive-diabetes-care/. PeerView.com



A1C Risk Profiles Among Adults With CVD'

Trends in Ideal Risk Profiles of A1C Among Adults With CVD, 1999-2018

A1C Risk Profiles

100 1 m |deal = Intermediate = Poor
The proportion with ideal A1C values decreased from 100 -

80 A 58.7% in 1999-2002 to 52.4% in 2015-2018 10.8
X 90 1
£ 60 1 X 80]

g ‘g" 70 - 37.5
O 40 - ]
t g 60 .

© ® Overall 'S 50
o 20 - ® Men b= 1
oW ©

P = .001 for linear trend omen o 40 51.3
0 T T r r . 30 .
1999-2002 2003-2006 2007-2010 2011-2014 2015-2018 10 |
Time, y 0 -

1999-2002 2003-2006 2007-2010 2011-2014 2015-2018

Black adults were least likely to have ideal risk profiles for blood pressure
and Asians were least likely to have ideal risk profiles for A1C levels vs White adults (P < .05)

1. Gao Y et al. JACC. 2022;80(2):126-137. PeerView.com



T2DM Is Strongly Associated With Several
Macrovascular and Microvascular Complications

Coronary heart disease Retinopathy

Prevalence: 14%-21% Prevalence: 34%
Most frequently reported form of CVD and most lethal one Most common microvascular complication of diabetes;
Risk of death from CHD is higher in women than in men; responsible for 2.6% of all cases of blindness worldwide
HR =1.81 (95% Cl, 1.27-2.59) vs HR = 1.48 (95% Cl, 1.10-1.99) Prevalence rates are higher in T1DM compared

with T2DM (77.3% vs 25.2%)

Heart failure

Prevalence: 19%-26%

Second most common initial manifestation of CVD in T2DM

Neuropathy

Risk of HF is up to 2-fold in men and 5-fold in women Cardiac autonomic neuropathy

Prevalence: 31%-73% in people with T2DM
No difference in prevalence between men and women

Peripheral artery disease

Prevalence: 16%-29%
Most common initial manifestation of CVD in T2DM
Prevalence is 1.8-fold higher in women compared with men

Nephropath
Stroke el el

Prevalence: 29%-61%

Prevalence: 8%-12% Leading cause of end-stage renal disease in the adult
Second most frequent cause of death in patients population worldwide
with T2DM after CHD Female sex is a risk factor for nephropathy in T2DM

Prevalence is similar in men and women

1. Dal Canto E et al. Eur J Prev Cardiol. 2019;26(suppl 2):25-32. PeerView.com



Coming Full Circle: Prioritizing Early Glycemic Management
to Reduce Microvascular and Macrovascular Complications

Individual
with T2DM

Focus on multimorbidity: glycemic and weight management
and risk factors related to T2DM comorbidities

4 N (
/@\ 10 — Lifestyle and ( \ ( \
@ pharmacotherapy (o)
\ﬁ '-J:DFV =9 >
Lifestyle ] oL
: =4
4 \| ®
8]
ﬁ > Incorporation of
o & 0 SGLT2i and/or Goal of reducing
Duration of Diabetes G'—P.'1_ RA microvascular and
Early (oral vs injectable) macrovascular
management of Early glucose-lowering therapy, in those with complications
multifactorial regular assessment, and treatment established/high
risk factors intensification to achieve and risk of ASCVD
maintain goals
\ J L \_ VAN

J

1. Khunti K, Aroda VR. Diabetes Care. 2022;45:766-768.

PeerView.com



ADA Standards: Holistic Person-Centered Approach
to T2DM Management'-2

Glycemic Management

Components of Care

Consider | Complication
local surveillance
healthcare and
setting and screening
resources behavior
modification

Metformin OR agent(s) including COMBINATION
therapy that provide adequate EFFICACY to achieve
and maintain treatment goals

Prioritize avoidance of hypoglycemia in
Structured Prevent complications Reducing risk of

high-risk individuals
GlElEEEs Optimize quality of life hypoglycemia

[
* In general, higher efficacy approaches have greater
likelihood of achieving glycemic goals
education and
) Effective o .
Psychosocial practice and Efficacy for Glucose Lowering
factors organization of

_ : Dulaglutide (high dose), semaglutide,
o Consiaer Very High tirzepatide, insulin, combination oral,

determinants Avoid underlying
ofhealth [y o beutic \ Physiology combination injectable (GLP-1 RA/insulin
]

inertia

Monitoring
and ongoing
review

Language
matters

Goals of Care

GLP-1 RA (not listed above), metformin,
pioglitazone, SGLT2i, sulfonylurea

High
Principles of Care
Intermediate DPP-4i

1. Davies MJ et al. Diabetes Care. 2022;45:2753-2786. B
2. American Diabetes Association Professional Practice Committee. Diabetes Care. 2025;48(suppl 1):5181-S206. PeerVI ew.com



Comparative Efficacy: Differential Effects of Various
Glucose-Lowering Agents for T2DM'

Change in A1C, % Change in Body Weight, kg Hypoglycemia <70 mg/dL

Comparison: Other vs

Comparison: Other

Comparison: Other
vs Placebo (Random  MD (95% ClI)
Effects Model)

Treatment Placebo (Random MD (95% CI)

Treatment vs Placebo (Random MD (95% CI)
Effects Model)

Effects Model)

Tirzepatide 15 mg - -2 (-2.22t0-1.78)  Tirzepatide 15 mg 1 -10.08 (-10.45 t0 -9.72) Semaglutide 2 mg 0.49 (0.17 to 1.36)
Tirzepatide 10 mg - -1.86 (-2.09 to -1.63) Tirzepatide 10 mg ! -8.27 (-8.66 10 -7.88) g5GLT2i —— 0.65 (0.10 to 4.19)
Tirzepatide 5 mg - -1.63 (-2.09 to -1.39) SGLT2i + GLP-1 RA = ! -5.47 (-6.16 10 -4.79) G| p1 RA aers 0.66 (0.32 to 1.37)
Basal insulin +SU  ——l—— 162 (-2.36 t0 -0.88) Tirzepatide 5 mg i -5.45 (-5.85105.06) Tizenatide 5 mg e 132 (0.74 to 2.37)
e usinsuln M 160(53 10 008 Semagtcsm | 5o3(ssntoare Mepsldeidmg W 1510850271)
IC?IZ?LiX? e - 1.52 E-1 82 :2 1 '22; SZT'?%U“ e = -3.44 §-4'11 :2 -2'77; Tirzepatide 15 mg el 169 (0.9510.3.01)
SGLT2i + GLP-1 RA —a— 131 (-1.71 t0 -0.91) Dulaglutide 3 mg i 316 (3.621t0-2.69) SC-12*CGLP-IRA  —+ll—— 1.79(0.35109.18)
BlAsp30 —8—  -1.25(-1.8710-0.63) GLP-1 RA i 2,63 (-2.96 to -2.29) Dulaglutide 3 mg —+Hi—  1.82(0.33109.90)
Semaglutide 2 mg —8— -1.19(-1.78 t0 -0.59) IGlarLixi ] 0.05 (-0.37 to 0.46)  Basalinsulin + SU _}_.— 2.80 (0.58 to 13.49)
Dulaglutide 4.5 mg —— -1.11 (-1.51 t0 -0.70) IDegLira [+] 0.10 (-0.34 to 0.54)  Dulaglutide 4.5 mg T._ 3.29 (0.67 to 16.18)
Dulaglutide 3 mg —i— -1.00 (-1.41 to -0.59) Basal insulin a 1.52 (1.13t0 1.91)  |Deglira 1 —l—  4.79(1.85t012.41)
Basal insulin - -0.90 (-1.16 to -0.65) Basal insulin + SU HE- 1.65 (0.02t0 3.27)  Basal insulin | -~ 527(282t09.82)
GLP-1 RA —u- -0.89 (-1.13 to -0.64) BIAsp30 1 i 1.95(1.10t02.79)  IGlarLixi | - 547(2.801t010.68)
SGLT2i —#—-0.46 (:0.86 10 -0.06) Basal-bolus insulin i #3560 (2.661t04.54) BlAsp30 1 —l— .87 (3.49 to 22.50)
25 -20 -15 -10 -05 0 -10 -5 0 5 071 0._51_0 2._0 1.0

This meta-analysis of 40 trials concludes with the following hierarchy of treatment options:
tirzepatide, then GLP-1 RA + basal insulin FRC, then GLP-1 RA + SGLT2i

1. Caruso | et al. eClinicalMedicine. 2024:64:102181. PeerView.com



GLP-1 RAs Provide Benefits Beyond Glucose Control’

Blood v Is « ~ -~ Pancreatic islet cells
| Blood
pressure 1 Insulin
Pancreatic ] 1 Somatostatin
islet e | 1 Glucose
- — _/ i P
Actions — 22— pciarcol —4
GLP-1 and T
Gastrointestinal tract «——  GLP-1 RAs
| Gastric emptying —— Stomach
“—> Central nervous system
| Chylomicron secretion Adipocyte
Brain . I. :
GLP-1 RA-related © ) <
adverse events Intesti .
‘N < ntestines _ . .
. D:rlfr?:a 1 Appetite — | Adiposity
+ Vomiting | Body weight
+ Gallbladder disorders l l | Inflammation
v

| Nonfatal myocardial | Cardiovascular | Nonfatal
infarction death stroke

Outcomes

Improved cardiovascular
outcomes

1. Ussher JR, Drucker DJ. Nat Rev Cardiol. 2023:20:463-474. PeerView.com



ADA Standards: Holistic Person-Centered Approach
to T2DM Management'-2

Achievement and Maintenance of Weight
Management Goals

Set individualized weight management goals

I—I—l
» General lifestyle: medical * Intensive, evidence-based,

Components of Care

Consider | Complication
local surveillance
healthcare and
settingand | screening Health
behavior

modification

Monitoring
and ongoing
review

Language
matters

nutrition therapy, eating

patterns, physical activity

« Consider medication
for weight loss

structured weight-
management program

« Consider metabolic
surgery

Goals of Care

» Prevent complications

diabetes . et g i
I g Optimize quality of life

1
The preferred pharmacotherapy should be a GLP-1 RA
or dual GIP/GLP-1 RA with greater weight loss efficacy

Efficacy For Weight Loss

Very High Semaglutide, tirzepatide

Structured Reducing risk of

hypoglycemia

Effective
practice and
organization of

Psychosocial

Social Consider
determinants Avoid underlying

of health therapeutic physiology

High Dulaglutide, liraglutide
GLP-1 RA (not listed above), SGLT2i
Metformin, DPP-4i

Intermediate

Principles of Care
Neutral

1. Davies MJ et al. Diabetes Care. 2022;45:2753-2786.

2. American Diabetes Association Professional Practice Committee. Diabetes Care. 2025;48(suppl 1):5181-S206. PeerVI ew.com



ADA Standards: Holistic Person-Centered Approach
to T2DM Management’-3

Components of Care

Principles of Care

Language
matters

Structured
diabetes
education and
support

Psychosocial
factors

of health

Consider | Complication
local surveillance
healthcare and

setting and screening

Goals of Care

Prevent complications
Optimize quality of life

Health
behavior
modification

Monitoring
and ongoing
review

Reducing risk of
hypoglycemia

Effective
practice and
organization of

Consider
determinants Avoid underlying

inertia

therapeutic | Physiology

Ensure Strategies Are in Place to
Detect and Optimize Management
of CV Risk Factors

CV risk factor
screening and
surveillance

BP lowering

Lipid lowering
Antithrombotic
agent

Smoking
cessation

1. Davies MJ et al. Diabetes Care. 2022;45:2753-2786. 2. American Diabetes Association Professional Practice Committee.

Diabetes Care. 2025;48(suppl 1):S207-S238. 3. Pop-Busui et al. Diabetes Care. 2022;45:1670-1690.

history, physical, and
ECG NT-proBNP, BNP, or
hs-cTn

target <130/80 mmHg

Mediterranean or DASH
diet, exercise; statins

indicated for secondary
prevention

for all

PeerView.com



ADA Standards: Holistic Person-Centered Approach
to T2DM Management'-2

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

Components of Care

Preferably
SGLT2i with primary evidence of reducing CKD progression
Use SGLT2i if eGFR 220; continue until initiation of dialysis or
transplantation
Glucose-lowering efficacy reduced if eGFR <45

Consider | Complication
local surveillance
healthcare and
setting and screening
behavior
modification

GLP-1 RA with proven CVD benefit

Monitoring
and ongoing
review

Language
matters

Goals of Care

Structured Prevent complications Reducing risk of

diabetes imi i i hypoglycemia
I gl Optimize quality of life ypogly!

If A1C is above goal, consider combination SGLT2i/GLP-1 RA

+ASCVD/Indicators of High Risk

GLP-1 RA with proven =117 SGLT2i with proven
CVD benefit Or CVD benefit
v v

If A1C is above goal, consider combination SGLT2i/GLP-1 RA;
or pioglitazone

Effective
practice and
organization of

Psychosocial
factors

Consider
determinants . underlying
Avoid .
ofhealth therapeutic \ Physiology
inertia

Principles of Care

eGFR in ml/min/1.73 m2,
1. Davies MJ et al. Diabetes Care. 2022;45:2753-2786.

+HF

SGLT2i with proven HF benefit
2. American Diabetes Association Professional Practice Committee. Diabetes Care. 2025;48(suppl 1):5181-S206. in this population PeerVI ew.com




Overview of Approved GLP-1 RAs and GIP/GLP1-RAs

for MACE and T2DM

Indications Liraglutide! Tirzepatide?

SC3

Semaglutide Semaglutide

Oral4

Dulaglutide®

Adjunct to diet and exercise to
improve glycemic control in adults Yes Yes Yes
with T2DM

Adjunct to diet and exercise to improve glycemic
control in patients aged 210 years with T2DM

Reduce risk of MACE in adults with T2DM and Yes _ Yes
established CVD

Yes - -

Reduce risk of MACE in adults with T2DM and
multiple CV risk factors

Reduce risk of sustained eGFR decline, ESKD, _ . Yes
and CV death in adults with T2DM and CKD

Once weekly Once weekly
SC SC

Dosing Frequency Daily SC

Yes

Daily oral

Yes

Yes

Yes

Yes

Once weekly
SC

1. Victoza (liraglutide) Prescribing Information. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/022341s044Ibl.pdf.

2. Mounjaro (tirzepatide) Prescribing Information. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/215866s031Ibl.pdf.

3. Ozempic (semaglutide) Prescribing Information. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/209637s025Ibl.pdf.

4. Rybelsus (semaglutide) Prescribing Information. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/2130510rig1s020,2130510rig1s021Ibl.pdf.
5. Trulicity (dulaglutide) Prescribing Information. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/125469s063Ibl.pdf.

PeerView.com



Comparative Therapeutic Efficacy of Available Approved
Incretin Mimetics’

Change in A1C Change in Weight
0 a b c d e a b c d e
0.2 - = 0
X 04 - @
0= 06 - 0 2 27
o > = c.e
28 o8- = = * ce
7] ' £ T
O® -10 - D8 -4 c
- s RY
< -g 129 ; E a,b,de
S 141 c cde ° >9 6
1 T S
dé,_g -1.6 8 7]
s 8 181 ab.d c S 81
T 8 .20 - Qo
o 20
L oo | 28 40 -
-2.4 { P<.0001 s& P < 0001
-2.6 + : o -12 1 1 1 1 1 1 1
Liraglutide . Dulaglutide . Semaglutide E Semaglutide oral . Tirzepatide
1.8 mg QD 1.5 mg QW SC 1 mg QW 14 mg QD 15 mg QW

1. Kang YM et al. Diabetes Obes Metab. 2025;27:3736-3746. PeerView.com



Comparative Therapeutic Tolerability of Available Approved
Incretin Mimetics’

Nausea
50 -
40 - ns _ B Placebo
a ns ~— a P = 075 . .
304 —m— — — Liraglutide 0.6 mg QD
b b b P b b b B Liragiutide 1.2 mg QD

Patients, % (Mean)

20 - b b
10 b b . Liraglutide 1.8 mg per day
. B pulagiutide 0.75 mg Qw

) B ouiagiutide 1.5 mg Qw
. Semaglutide SC 0.5 mg QW
. Semaglutide SC 1 mg QW
D Oral semaglutide 3 mg QD
n Oral semaglutide 7 mg QD
n Oral semaglutide 14 mg QD
D Tirzepatide 5 mg QW
. Tirzepatide 10 mg QW

B Tirzepatide 15 mg QW

Patients, % (Mean)
o

Liraglutide Dulaglutide Semaglutide Semaglutide Tirzepatide
SC Oral

a|ndicates a significant dose—response relationship (P <.05) between the highest and lowest doses of the respective agent.
b Indicates a significant difference (P <.05) versus placebo. B
1. Kang YM et al. Diabetes Obes Metab. 2025;27:3736-3746. PeerView.com



There’s a Lot to Keep Track Of!
Clinical Trials With CV, Metabolic, and Renal Outcomes'?

o O
TRIUMPH-3® w)n«

—Retratutide

T8 . . SURMOUNT- ,i‘ .
o) PIONEER 6 »H« SURPASS 42 T OSA ;w
Q (Semagiutide ] [ Tirzepatide .
© . . 5 . ; . [ pwr2DMm
Pl e I o PR ciccr | I o | e T q ol

7)) g [ Liraglutide ] [ Dulaglutide ] [Semaglutide SC] [ Tirzepatide ] [ Orforglipron ] [W i PwO

H [})
Cardiac . . .

g SUSTAIN 6 ﬂ« AMPLITUDE iﬂ« ::EEPF ﬂ« souL ﬁ sug;g_‘rss % .

,.g. Semaglutide SC [Semaglutide] [ Tirzepatide ] REDEFINE 3 i ﬂ CVvD

o NCT03550378 : FLOW f o '_ Mechanisti
=) 'M‘ teg anistic

(Cotadutide ] Semaglutide SC stu
({ = GLP-1RA otadutide emag.m e . y
: = -
S GOGGLP RA L N o]
W e GIP/GCG/GLP-1 RA 4
: < @R Amylin analog—GLP-1 RA REMODEL
Kidney = — y 9 T
DI’Ug therapy a
< published » <4— in progress —»

2015 2016 2019 2021 2022 2023 2024 2025 2026 2027

a SURPASS 4 was primarily a glycemic outcomes study with safety CV assessments because of the enriched population. ® TRIUMPH-3 is primarily a weight loss trial
but in a population at high CV risk.

1. Moreno-Pérez O et al. Clin Kidney J. 2024;17(4):sfae039. 2. https://www.clinicaltrials.gov. PeerView.com



Fast Facts: SOUL'

SOUL Participants Had Baseline Treatment
T2DM and ASCVD and/or CKD ASCVD Meds T2DM Med's

N = 9,650 89% LLT ‘ 76% metformin|
29% female; 66 years old (median)
50% insulin
79% ACEI/ARB/ARNI ‘ |
Median BMI . . — Y
3% Black 13% had CKD 77% antiplatelet tx
31 kg/m? . . _
14% Hispanic | | 27% had both SGLT2|s
61% B blockers
-23% DPP-4is
Median hs-CRP 71% had CAD ; ;
2.0 mg/L Mean A1C 42% diuretics D 4.3% TZDs
40% had MI 70
eGFR 8.0% 15% had strok
74 mL/min/1.73m? o nad stroke :| 9.5% anticoagulants D 3% all others?

2 Includes a-glucosidase inhibitors, GLP-1 RAs, GIP/GLP-1 RAs, and others. .
1. McGuire DK et al. N Engl J Med. 2025; 392:2001-2012. PeerView.com



Oral Semaglutide Reduced MACE, Limb Events, A1C, and Weight
in PwT2DM and ASCVD and/or CKD: Key Findings From SOUL"

Major Adverse ]
MACE Limb Events A1C Weight

14 .
HR, 0.86 (95% Cl, 0.77-0.96) o5 - HR,0.71(95% Cl, 0.52-0.96) .84 7.8 (95% Cl, 90 -
. P =.006 for superiority No. of events 8.0 - 7.8-7.8) Placebo
2 No.F?If evEnts668 + Placebo, 668 P79 - 88 - 86.5 (95% Cl,
- *  rlacebo, - S lutide, 579 : 4-86.
g 10 |+ Semaglutide, 579 2.0 {7 Semagtice 7.8 1 36489 7lilacebo
é 52 7.7 - 3’86 i
2 8 A 15 - f 7.6 o
[3) : QO e
£ Blaceb 1375 1 284 -
S 6 - acebo Placebo Oral ‘9 Oral o semaglutide
2 | 1.0 - RIS semaglutide =
= Ora : semaglutide: g c 0
= semaglutide 8731 €821 836(95%Cl,
5 47 =, ] o 83.4-83.8)
£ 05 - Fo 7.2 (95% Cl, = 0.
O 21 7.1 1 7.2-7.3) i
7.0 1 1
0 —r—r7r—7—r—— 0.0 — T T T 0 1+ - - - - 0 47— T T T
0 6 12 18 24 30 36 42 4854 0 6 12 18 24 30 36 42 48 54: 013 52 104 156 208 013 52 104 156 208
Months Since Randomization Weeks Since Baseline

1. McGuire DK et al. N Engl J Med. 2025; 392:2001-2012. PeerView.com



Semaglutide Reduces the Progression of PAD in PwT2DM:

Evidence From STRIDE!2

o

52-week double-
blind, multicenter
RCT

Adults with T2DM
and PAD with
intermittent
claudication, able
to walk >200 m

» 25% women
* 68 y median age

Randomized to
semaglutide SC 1.0
mg or placebo

N =792

J

1. Bonaca MP et al. Lancet. 2025;405:1580-1593. 2. Rasouli N et al. Diabetes Care. 2025 June 21. Online ahead of print.

Observed Median Ratio to BL in

Median Maximum Walking Distance (MWD)

Maximum Walking Distance

Median Maximum Pain-Free Walking Distance

vs Baseline (Primary Endpoint) (PFWD) vs Baseline

1.25 4 Median difference vs placebo: 26.4 m £ 125, Median difference vs placebo: 13.8 m
(95% Cl, 11.8-40.9) = § (95% Cl, 4.1-23.5)
1.2 1.21 28 12 Semaglutide 1.21
Semaglutide 2 = 116
115 € D115
S
1.1 1 Tz 117 1.10
108 23
o
1.05 1 2 i 1.05 -
5 £
1.0 4 ' ] 8o 10 ' ]
0 26 52 ) 0 26 52

Time Since Randomization, wk Time Since Randomization, wk

Semaglutide resulted in clinically meaningful improvements in function, symptoms, and
QoL in PwT2DM and PAD'

MWD and PFWD were consistently and significantly improved regardless of baseline
T2DM characteristics (eg, T2DM duration, BMI, A1C, or SGLT2i use)?

AEs similar to other clinical trials of semaglutide, with higher rates of Gl AEs in PwT2DM
and BMI <30 kg/m?

PeerView.com



Semaglutide Improved Fibrosis and Insulin Resistance in
MASH: Topline Results From ESSENCE’

MASH Resolution Without Improvement in Fibrosis Without Patients had
2 Worsening Fibrosis Worsening MASH moderate to severe
) P <.001 fibrosis (stage 2 or 3)
£ 80 - szlgil—\ 80 - P <.001 at baseline
a 60 - : 60 -
o i 36.8 B Semaglutide 2.4 mg
5 40 - 40 (n = 534)
'E 20 H 20 A m Placebo
[«
o (n = 266)
o 0 n | 0
HOMA-IR Ratio—No T2DM HOMA-IR Ratio—With T2DM
°\o 0 N | O
) -0.5
@ _10 - -10 -
g 0
e -20 A -20 A
>
§ 30 -30 A
0 _40 a '32-5 _40 n

1. Sanyal AJ et al. N Engl J Med. 2025 Apr 30. Online ahead of print. PeerView.com



SURPASS-3: MRI Substudy'’

Man aged 59 years on metformin and an SGLT2i randomized to tirzepatide 5 mg QW

Baseline Week 52

BMI: 44.8 kg/m?; body weight: 134.2 kg; WC: 139.7 cm; BMI: 36.2 kg/m?; body weight: 108.4 kg; WC: 124.4 cm;
A1C: 78.1 mmol/mol (9.3%); FSG: 10.3 mmol/L (186 mg/dL) A1C: 43.2 mmol/mol (6.1%); FSG: 5.9 mmol/L (107 mg/dL)

1. Gastaldelli A et al. Diabetologia. 2021;64(suppl 1):S219-S220. PeerView.com



Tirzepatide Improved Fibrosis and Reduced Weight in
MASH: Topline Results From SYNERGY-NASH?12

MASH Resolution Without 21-Stage Improvement in Fibrosis Patients had
B Worsening Fibrosis Without Worsening MASH moderate to severe
) fibrosis (stage 2 or 3)
3 80 - 80 1 at baseline
= 62.4
r 55.5 1
9'5 60 1 43.6 60 m Tirzepatide 15 mg (n = 48)
5 407 40 1 29.7 m Tirzepatide 10 mg (n = 47)
£
§. 20 1 9.8 20 1 Tirzepatide 5 mg (n = 47)
& 0 A 0 m Placebo (n = 48)
Weight Change—No T2DM Weight Change—With T2DM

R® 0 0
B -0.6 5 1.3
§
E 10 - oo -10 -
0 - -
g 15 1 -15
5 -14.9

-20 - -18.1 -20 -

1. Vuppalanchi R et al. Aliment Pharmacol Ther. 2024; 60:17-32. 2. Loomba R et al. N Engl J Med. 2024;391:299-310. PeerView.com



HF Significantly Worsens the Prognosis for T2DM"2

a Estimated prevalence of 9%-22% (4 times higher than in the general population) and even higher prevalence in adults aged 260 years.2
1. Abudureyimu M et al. J Mol Cell Biol. 2022;14(5):mjac028. 2. Dunlay SM et al. Circulation. 2019;140:e294-e324.

T2DM increases the overall risk for HF T2D
and is an independent risk factor T 7 1
HF incidence is eXtremely hlgha in Hypertension Hyperinsulinemia Obesity Dyslipidemia 'Diabetas or
patients with T2DM [ ] [ ] [ ] [ ] [kld ey dlsease]
— Manifested as HFpEF, HFrEF, and v_ v : v v _ v
HFmrEF B D B &S B B
— All significantly worsen the prognosis for l l l
T2DM
HFpEF is seen in approximately 50% v“ mislﬁaa:;ling “ Microangiopathy '“ EAT buildup
of HF cases
. . Cardiac remodeling Vascular damage Perlcardial restraint
— It is a heterogenous syndrome with J . \ *
discrete phenotypes, particularly in close
association with metabolic syndrome. A A A 5;1°thi!ia' A o | bilty A transmural A
sfunction ioavailabili pressure
Yet, management of HFpEF in T2DM LVH,  LVEDP, Arterial Pericardial
remains unclear, Iargely due to the pOOI"Iy LVDD, LA PC{VP stlffness v stiffness v pressure v
defined pathophysiology of HFpEF v /
[ HFpEF ]

PeerView.com



Fast Facts: STEP-HFpEF DM

STEP-HFpEF DM Participants Had Baseline Treatment
Obesity-Related HFpEF and T2DM and HF History

83% used B-blockers

82% used ACEI, ARB, or ARNI

61% used loop diuretics

33% used SGLT2i

N =616
44% female; 69 years old (median)
Median BMI 11 0 20r A 85% had HTN
37 kg/m \ ;WoB|S|akn 39% had AF
Siires = BEe 24% had CAD
NME%ERJP Median LVEF
493 pg/mL Median A1C 56%
Median CRP 6.8% NYHA Class
o
3.5 mg/L 1%

32% used MRA

18%|had HF hospitalization within 1 year

1. Kosiborod MN et al. N Engl J Med. 2024;390:1394-1407.

Median KCCQ-CSS: 59.4 points

PeerView.com



STEP-HFpEF DM: Semaglutide Effectively Targets
Obesity-Related HFpEF in People With T2DM

Change in KCCQ-CSS
18 ;

16 o
14 A

At 1 year, semaglutide led to larger reductions

Semaglutide

in dual primary endpoints in patients with
§ea7 obesity-related HFpEF and T2DM

12 4 Estimated difference,
10 4 7.3 points
(95% Cl, 4.1-10.4)
P <.001 ) .
} 6.4 Change in Bodyweight

Change From Baseline, points

o N M O @

i
1
N 1
' ' ' ' e I X-3.4 . .
a 5 Estimated difference,
0 2 % 52 52 é o Placebo i -6.4 percentage points
Time Since Randomization, wk b : (95% Cl, -7.6 to -5.2)
No. of Participants 3 1 P <.001
Semaglutide 310 289 274 281 310 g 107 i i-9.8
o 1
Placebo 306 284 270 272 306 I.; Semaglutide :
1
g -15 1 :
Semaglutide reduced A1C, despite well- 5 i
controlled glycemia at baseline, without an o . _ i I
increase in clinically significant hypoglycemia 0 4 8 1216 20 26 3% 4 &2 52

No. of Participants Time Since Randomization, wk

a The data at week 52 are the estimated mean changes from baseline to week 52 Semaglutide 310 307 297 299 290 292 283 286 282 286 310
based on analysis of covariance and an imputation approach for missing data. .
1. Kosiborod MN et al. N Engl J Med. 2024;390:1394-1407. Placebo 306 300 298 287 292 289 282 278 273 278 96 PeerView.com



Tirzepatide Improves Outcomes in HFpEF: SUMMIT?

Study Design

« 731 patients with HFpEF and obesity randomized 1:1:1:1 to tirzepatide 15 mg, 10 mg, 5 mg, or placebo
« All patients receiving tirzepatide initiated on 2.5 mg and uptitrated to assigned or maximum tolerated dose
* Median duration of follow-up: 104 weeks

Primary endpoint for tirzepatide vs placebo

» CV death or worsening HF event: 9.9% vs 15.3% (HR 0.62, 95% CI: 0.41-0.95; P = .026)
Key secondary outcomes for tirzepatide vs placebo

« Change in KCCQ-CSS from baseline to 52 weeks: 19.5 vs 12.7 (P <.001)

« Change in 6MWD from baseline to 52 weeks: 26.0 vs 10.1 m (P <.001)

» Weight reduction: -13.9% vs -2.2% (P < .001)

» AEs (mainly Gl) leading to discontinuation occurred in 23 patients (6.3%) vs 5 patients (1.4%)

1. Packer M et al. N Engl J Med. 2025;392:427-437. PeerView.com



Looking To the Future: Once-Weekly Cagrilintide/Semaglutide
for Weight Loss: Topline Results From REDEFINE 1 and REDEFINE 2122

REDEFINE 1 REDEFINE 2

®* Phase 3 trial, 68 weeks ®* Phase 3 trial, 68 weeks
®* N = 3,417 with overweight or obesity ®* N =1,206 with overweight or obesity and T2DM
®* Baseline weight, 106.9 kg ®* Baseline weight, 102 kg

Cagri

2.4 myg/ .

Sema Sema 2.4 Cagrl 24 gag" 2.4 mg/

2.4 mg mg Placebo . ema 2.4 mg Placebo
s : -
S O -30 e O 3.1

- "

,.__I.E-15‘ '115 j§'15'
= -14.9 < © 157
'%m '20 . .%m _20 5

-20.4
= -25 - = -25 -

a Data shown are for treatment policy estimand.
1. Garvey WT et al. N Engl J Med. 2025 Jun 22. Online ahead of print. o
2. Davies MJ et al. N Engl J Med. 2025 Jun 22. Online ahead of print. PeerView.com



Retatrutide: A Triple Agonist of GLP-1, GIP, and Glucagon
Receptors Showing Promise for Metabolic Syndrome’

3 RCTs, including 685 participants with overweight
adults, with or without T2DM

« At 24 weeks, retatrutide significantly reduced fasting 4 I
blood sugar levels (-21.09 mg/dL), A1C (-0.95%) and Phase 3
weight (-10.54 kg) clinical trials

. Decreased SBP (-5.70 mmHg) and DBP (-1.68mm Hg) are ongoing#*

. /

* Reduced serum HDL cholesterol (-2.01 mg/dL) and
triglyceride levels (-21.64 mg/dL)

 Risk ratios for all adverse and serious adverse events
were 1.16 and 1.01, respectively

1. Naeem H et al. ACC 24. Abstract 1413-215. https://www.jacc.org/doi/10.1016/S0735-1097%2824%2903892-0. 2. https://clinicaltrials.gov/study/NCT05936151. .
3. hitps:/clinicaltrials.gov/study/NCT05882045. 4. https://www.clinicaltrials.gov/study/NCT06383390. PeerView.com



Looking Ahead at GLP-1 RA Research'-®

Smoking Cessation Without Weight Gain Alzheimer's Disease
» Exenatide? for smoking cessation and « EVOKE and EVOKE+ examining
prevention of weight gain neuroprotective disease-modifying effects of
« Semaglutide 2.4 mg on changes in weight, semaglutide in early Alzheimer’s disease
mechanisms controlling appetite, satiety and
food intake within smoking cessation Parkinson's Disease
» Phase 2 study of lixisenatide® showed
Smoking Cessation improvements in progression of motor disability
« Semaglutide and its effects on nicotine intake,
cravings, and changes in body weight Peripheral Artery Disease
* Phase 3, 52-week STRIDE study found .
Alcohol Use Disorder semaglutide increased walking :
« Semaglutide on alcohol-related outcomes in distance by 13% vs placebo
adults with AUD in patients with PAD and T2DM —

a Exenatide and lixisenatide have been discontinued in the US.

1. https://clinicaltrials.gov/study/NCT05610800. 2. https://clinicaltrials.gov/study/NCT06173778. 3. https://www.clinicaltrials.gov/study/NCT05530577.

4. https://www.clinicaltrials.gov/study/NCT05520775. 5. https://clinicaltrials.gov/study/NCT04777396. 6. https://clinicaltrials.gov/study/NCT04777409. .

7. Rubin R. JAMA. 2024;331:1519-1521. 8. Meissner WG et al. N Engl J Med. 2024;390:1176-1185. 9. Bonaca MP et al. Lancet. 2025;405:1580-1593. PeerView.com



ADA and KDIGO Consensus Recommendations

for PwT2DM + CKD

Lifestyle Healthy eating Physical activity Smoking cessation Weight management
. . SGLT2i RAS inhibitor at o
First-line Initiate if eGFR 220; Metformin maximum tolerated i o:?ra:te- c_;r
drug therapy continue until if eGFR 230 dose Ot
dialysis or transplant if albuminuria or HTN S
Regular reassessment of
glycemia, albuminuria, BP,
CVD risk, and lipids
\ 4 \ 4 \ 4 A 4 A 4
Additional GLP-1 RA if Nonsteroidal MRA Dihydropyridine CCB Antiplatelet Ezetimibe, PCSK9i, or
risk-b d needed to achieve if ACR 230 mg/g and/or diuretic if agent for icosapent ethyl if
ISk-base individualized and normal needed to achieve clinical indicated based on
therapy glycemic target potassium individualized BP target ASCVD ASCVD risk and lipids
A 4 A 4
Other glucose-lowering Steroidal MRA if
drugs if needed to needed for resistant
achieve individualized hypertension | T2DM Only

glycemic target

eGFR 245

1. American Diabetes Association Professional Practice Committee. Diabetes Care. 2025;48(suppl 1):S239-S251.

All patients (T1DM and T2DM)
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Fast Facts: FLOW!

FLOW Participants Had T2DM and Baseline Treatment
Pre-Existing CKD and HF History

N = 3,533 83% used SGLT2 inhibitor

30% female; 66.6 years old (mean)

80.2% used lipid-lowering drug

23.9% Asian Baseline SBP

Median BMI 138.6 mm Hg —
4.5% Black 61.4% used insulin

32 kg/m? o Blac Baseline DBP
15.7% Latinx 76.2 mm Hg

60.2% used ARB

Prevsl?ruoskg/l or HF Medi2; gGFR 50.4% used diuretics
22.9% 19.2% mL/min/1.73 m?

35.1% used ACE inhibitor

Semaglutide is approved to reduce the risk of sustained eGFR decline, ESKD,
and CV death in adults with T2DM and CKD?

PeerView.com

1. Perkovic V et al. New Engl J Med. 2024;391:109-121. 2. Ozempic (semaglutide) Prescribing Information. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/209637s025Ibl.pdf.




Effect of Semaglutide on CKD in PwT2DM?

100

920

80

70

60

50

Patients, %

40

30

20

First Major Kidney Disease Event

35
30

HR =0.76 (95% ClI, 0.66-0.88)
P =.0003

Placebo

Semaglutide

0 6 12 18 24 30 36 42 48 54

Semaglutide

12 18 24 30 36 42 48 54

Time Since Randomization, mo

Patients, %

100

90

80

70

60

50

40

30

20

10

First Kidney-Specific Component Event

25
HR =0.79 (95% Cl, 0.66-0.94)

Semaglutide

0 6 12 18 24 30 36 42 48 54

Placebo
Semaglutide

6 12 18 24 30 36 42 48 54

Time Since Randomization, mo

1.

eGFR, m/min/1.7 3m?

48

46

44

42

40

38

36

A

y

Total eGFR Slope

Semaglutide

Placebo

Difference in annual slope, 1.16 mL/min/1.73 m?
(95% Cl, 0.86-1.47)
P <.001

0

12 52 104 156 208

Time Since Randomization, mo

Risk of primary outcome (major kidney disease events ie, a composite of onset of kidney failure,

250% reduction eGFR from baseline, or death from kidney-related or CV causes) reduced 24% in

semaglutide group. Risk of MACE was 18% lower, and the risk of death (any cause) was 20%
lower, in the semaglutide group vs placebo. More serious AEs were reported with placebo

(53.8%) vs semaglutide (49.6%)

1. Perkovic V et al. New Engl J Med. 2024;391:109-121.
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Current Recommendations for Use of Available
GLP-1-Based Agents by Renal Status’-#2

Use v_vith Monitor renal
caution function

* Liraglutide, * Dulaglutide, tirzepatide:
dulaglutide: when if reporting severe Gl AEs
initiating or escalating - Semaglutide: monitor
dose in patients with renal function in patients
any degree of renal reporting adverse
Impairment reactions that could lead to

volume depletion

a2 eGFR in mL/min/1.73 m2.

1. Victoza (liraglutide) Prescribing Information. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/022341s0441bl.pdf.

2. Trulicity (dulaglutide) Prescribing Information. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/125469s063Ibl.pdf.

3. Ozempic (semaglutide) Prescribing Information https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/209637s025Ibl.pdf. .

4. Mounjaro (tirzepatide) Prescribing Information. . https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/215866s031Ibl.pdf. Peeer ew.com



Case Discussion: Gina, a Woman Aged 59 Years

BMI: 37.2 kg/m?; height: 63 inches (160 cm); weight 210 Ib (95 kg) Visit Notes
A1C: 8.7%; BP: 145/90 mmHg Marketing manager for a professional

TC: 190 mg/dL; LDL-C: 160 mg/dL; HDL-C: 38 mg/dL; TG: 250 mg/dL SRS T
eGFR: 48 mL/min/1.73 m? Divorced, lives with her 2 teens

Medical history: Hypertension, dyslipidemia, T2DM (7 years), atrial Frequent restaurant and takeout meals;
fibrillation has access to a gym at her office, but too

Current medications embarrassed to go

Metformin ER 1,500 mg QD Last visit with PCP 6 months ago;
Glyburide 5 mg QD current visit to review her medications

Dapagliflozin 10 mg QD
Benazepril/HCTZ 20 mg/25 mg QD
Rosuvastatin 40 mg QD

PeerView.com



CV and Metabolic Effects of GLP-1 RAs, GIP/GLP-1 RAs,
and SGLT2is in Adults With T2DM1-3

SGLT?2 inhibitors + GLP-1 RAs reduce ?IdPlGLP-1 RAs (tirzepatide)
GLP-1 RAs reduce « Stroke € uc.e :
All-cause mortality and Iigleaiets o :
MACE compared with - Very low-density lipoprotein
P SGLT2 inhibitors reduce T —
usual care (but not DPP4 , Total cholesterol
inhibitors, insulin, * CKD progression, e
or tirzepatide) « CHF hospltallzatlon.
Severe hypoglycemia DBP
A meta-analysis of newer medications in adults with T2DM Tirzepatide, a GIP/GLP-1 RA,
found positive outcomes with SGLT2s and GLP-1 RAs. had a significant effect on lipid
Serious AEs and severe hypoglycemia seem to be less metabolism, blood pressure,
frequent with SGLT2is and GLP-1 RAs vs insulin weight and A1C vs GLP-1 RAs,
or sulfonylurea. insulin, and placebo.

1. Drake T et al. Ann Int Med. 2024;177(5):618-632. 2. Sethi Y et al. ACC 24. Abstract 1116-11. 3. Lv X et al. Diabetes Metab Syndr Obes. 2024;17:701714. Peel‘Vl ew.com



Factors That May Affect the Adherence to
and Persistence With GLP-1 RAs in People With T2DM

Reasons for Treatment

Mixed Findings in Claims Studies Discontinuation®

Inadequate blood glucose

A large claims-based study found that': [EElEIIE

. adherence increased with older
age
men were more adherent than
women
adherence to weekly medications
was higher than to daily
medications

Gastrointestinal adverse events

Preference for oral medication
over injection

Injection-related concerns
(including pain and fear)

Another large database study also
found higher adherence with weekly
than with daily GLP-1 RAs.2

High cost

Still another claims study found better
adherence to dulaglutide vs
semaglutide, although both are once-
weekly medications.3

Injection site reaction
Inadequate body weight reduction

Inconvenience of injection schedule

Factors Associated With Higher Adherence

and Persistence*

Initiating treatment with low dose

Ease of use of injection device

Weekly dosing rather than daily
or twice daily dosing

Early (within 6 months) weight loss

Early (within 6 months) A1C level reduction

1. Weiss T et al. Patient Pref Adherence. 2020;14:2337-2345. 2. Polonsky WH et al. Diabetes Ther. 2022;13:175-187.
3. Mody R et al. Clin Ther. 2022;44:537-554. 4. Lee DSU, Lee H. Diabetol Metab Syndr. 2022;14:12.
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Establishing a “Virtuous Cycle” in
Comprehensive Obesity Management in PwT2DM?"-2

Plan is

Goal is met working

In a clinical trial program
for a GLP-1-based
therapy in PwT2DM,
improved glycemic
control and reduced

Distress is
reduced;

Develop a

Set achievable

LY : manageable Intervention : ) meaningful
reela(ljlsgcg \c/)vaellght plan to reach is attempted We_|ght was associated benefitsgare
the goals with adoption of other noticed

healthful behaviors
(dietary modifications,
increased exercise)

Encourages
New goals adherence

are added ‘ : to plan

1. Vallis M. Int J Clin Pract. 2016:70:196-205. 2. Matza LS et al. Patient. 2022;15:367-377. PeerView.com



Case Discussion: Carl, a Man Aged 63 Years

BMI: 36.7 kg/m?; height: 70 inches (178 cm); weight 256 Ib (116 kg) Visit Notes

A1C: 7.8%; BP: 150/92 mmHg District manager at high-end

eGFR: 86 mL/min/1.73 m?2 department store

TC: 250 mg/dL; LDL-C: 160 mg/dL; HDL-C: 35 mg/dL; TG: 210 mg/dL Married, 4 adult children, 2 grandchildren

Medical history: T2DM (12 years), hyperlipidemia, hypertension, fatty liver Uneasy about taking all of
disease (MASLD) these medications

Current medications He hates to give himself a daily injection
Metformin 1000 mg BID and the frequent blood glucose monitoring

Sitagliptin 100 mg QD At hig recgnt birt_hday his children were
pushing him to find a way to get healthy;
child #2 is getting married in 8 months
Atorvastatin 40 mg QD and he’s dreading seeing old friends
Lisinopril 20 mg QD and family

Hydrochlorothiazide 25 mg QD

Insulin glargine

PeerView.com



Applying the “3Es” to Manage Gl AEs

"3ES"

: : Effective
Education and Escalation to an management

Explanation appropriate dose of Gl AEs

1. Wharton S et al. Postgrad Med. 2022;134:1,14-19. PeerView.com



GLP-1 RAs: Anticipatory Guidance

Caution Reason

C@? Pancreatitis?3

@ Known
retinopathy45

% Renal function®

Gallbladder

. 1 Risk of gallbladder disease
disease

Cases reported, causality not established; not as
well studied in patients with h/o pancreatitis

Current evidence suggests that GLP-1 RAs are
not associated with increased incidence of DR;
increase in diabetic retinopathy complications was
observed in one trial and attributed to rapid
glucose lowering

Gastrointestinal intolerability (nausea,
dehydration) may precipitate change
in renal function

Anticipatory Guidance

Educate about signs and symptoms
to report

Educate about signs and symptoms of
pancreatitis; discontinue if suspected

In someone with proliferative diabetic
retinopathy, continue monitoring with
ophthalmologist per usual standards

Monitor renal function if severe
gastrointestinal intolerability, as this may
impact volume status and renal function

1. Faillie JL et al, JAMA Intern Med. 2016;176:1474-1481. 2. Storgaard H et al. Diabetes Obes Metab. 2017;19:906-908.
3. Steinberg WM et al. Diabetes Care. 2017;40:966-972. 4. Vilsbell T et al. Diabetes Obes Metab. 2018;20:889-897.
5. Douros A et al. Diabetes Care. 2018;41:2330-2338. 6. KDIGO Diabetes Work Group. Kidney Int. 2022;102(5S):S1-S127.
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Slower Titration Improves Tolerability of
Available GLP-1 RAs in T2DM"2

0 2 4 6 8 1.0 1.2 1.4 1.6 1.8 2.0 2.2 2.4
Time After Initiating Treatment, wk
« Gl AEs are common and occur mainly after initiation of treatment or after a dose increase

* Peak plasma concentrations may determine the time when these symptoms are most likely to occur
« Starting at lower than a maintenance dose and slowly increasing to the desired steady state minimizes Gl AEs
«  Agents with slower absorption (exenatide QW, dulaglutide) can be initiated at their final dose

a Pediatric dosing schedule according to Prescribing Information; adult dosing schedule recommended by Dr. Vanita Aroda. .
1. Nauck MA et al. Molec Metab. 2021;46:101102. 2. https://www.accessdata.fda.gov/scripts/cder/daf/. Peeer €w.com



Triggers/Reasons for Switching GLP-1 RAs'2

Possible Switch To Expected Benefit

A1C target not met and/or loss of Dulaglutide or I_|raglut|de Improved glycemic control
glycemic control or semaglutide SC
Desire for additional weight loss Liraglutide or semaglutide SC Increased weight loss
CV disease DL D el I.|raglut|de Improved CV outcomes
or semaglutide SC
Multiple CV risk factors Dulaglutide Improved CV outcomes
Dulaglutide
Poor adherence or semaglutide SC Improved adherence
Decline in renal function to Dulaglutide or liraglutide : : i
stage 4 CKD or semaglutide SC Continue to receive a GLP-1 RA
Gl AEs Switch to another GLP-1 RA Increased tolerance
Nonmedical reason (formulary, patient Consider switching as Nonmedical benefits
preference, cost, insurance mandate) requested/mandated

Up to 25% of patients switch in their first year of treatment

1. Jain AB et al. Int J Clin Pract. 2021;75:€13731. 2. Almandoz JP et al. Clin Diab. 2020;38:390-402. PeerView.com




Key Takeaways

~
GLP-1 RAs are an increasingly  New indications are being added
impprtant toql |r? ou'r too!box, and there — eg, CKD benefit with semaglutide

are important indication differences . )

between agents - Additional trials are underway

Early glycemic management reduces - GLP-1 RAs as treatments for

risk of microvascular and macrovascular MASLD/MASH, HF

complications — Higher doses of GLP-1 RAs for T2DM
Higher levels of weight loss (=215%) — Additional dual and triple incretin

are associated with better T2DM therapies for greater weight
management loss/glycemic management and other
Patients are more likely to adhere to benefits on comorbidities of T2DM
GLP-1 RAs if they are provided with + It's important to take a holistic,
anticipatory guidance about how they will life-course view of managing T2DM

feel after initiation )

PeerView.com
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Abbreviations

ACC: American College of Cardiology

ACE: angiotensin-converting enzyme

ACEi: angiotensin-converting enzyme inhibitor
ACR: albumin-to-creatinine ratio

ADA: American Diabetes Association

ARB: angiotensin receptor blocker

ARNI: angiotensin receptor neprilysin inhibitor
ASCVD: atherosclerotic cardiovascular disease
AUD: alcohol use disorder

BID: twice daily

BL: baseline

BMI: body mass index

BMP: basic metabolic panel

BNP: brain natriuretic peptide

Cagri: cagrilintide

CCB: calcium channel blocker

CHD: coronary heart disease

CKD: chronic kidney disease
COVID-19: coronavirus disease 2019
CrCl: creatinine clearance

CVD: cardiovascular disease

DBP: diastolic blood pressure

DKD: diabetic kidney disease

DPP-4: dipeptidyl peptidase 4

DPP-4i: dipeptidyl peptidase 4 inhibitor
DR: diabetic retinopathy

EAT: epicardial adipose tissue

eGFR: estimated glomerular filtration rate
ER: extended release

ETR: estimated treatment ratio

FRC: fixed-ratio combinations

FSG: fasting serum glucose

GCG: glucagon

Gl: gastrointestinal

PeerView.com



Abbreviations

GIP: gastric inhibitory polypeptide

GLP-1: glucagon-like peptide-1

HCTZ: hydrochlorothiazide

HDL: high-density lipoprotein

HEDIS: Healthcare Effectiveness Data and
Information Set

HEI: healthy eating index

HF: heart failure

HFmrEF: heart failure with midrange ejection
fraction

HFpEF: heart failure with preserved ejection
fraction

HFrEF: heart failure with reduced ejection fraction
HMO: health maintenance organization
HOMA-IR: homeostatic model assessment of
insulin resistance

hs-CRP: high-sensitivity C-reactive protein
hs-cTn: high-sensitivity cardiac troponin

HTN: hypertension

KCCQ-CSS: Kansas City Cardiomyopathy
Questionnaire Clinical Summary Score
KDIGO: Kidney Disease: Improving Global
Outcomes

LA: left atrium

LDL: low-density lipoprotein

LFC: liver fat content

LV: left ventricular

LVDD: LV diastolic dysfunction

LVEDP: LV end-diastolic pressure

LVH: left ventricular hypertrophy

MACE: major adverse cardiovascular events
MAKE: major adverse kidney event
MASH: metabolic dysfunction-associated
steatohepatitis

MASLD: metabolic dysfunction-associated
steatotic liver disease

PeerView.com



Abbreviations

MD: mean difference *  QW: every week

MRA: mineralocorticoid receptor antagonist * RA: receptor agonist

MRE: magnetic resonance elastography * RAS: renin-angiotensin system
MRI-PDFF: magnetic resonance imaging-proton + RCT: randomized controlled trial
density fat fraction + SBP: systolic blood pressure

ns: not significant + SC: subcutaneous

NT-proBNP: amino-terminal pro-B-type + SEMA: semaglutide

natriuretic peptide * SGLT2: sodium-glucose cotransporter-2
NYHA: New York Heart Association » SGLT2i: sodium-glucose cotransporter-2 inhibitor
PAH: pulmonary arterial hypertension * SU: sulfonylurea

PCSKOi: proprotein convertase subtilisin/kexin « T1DM: type 1 diabetes mellitus

type 9 inhibitor « T2DM: type 2 diabetes mellitus

PCWP: pulmonary capillary wedge pressure + TC: total cholesterol

PPO: preferred provider organization * TG: triglyceride

PWO: people with obesity + TZD: thiazolidinedione

PwT2DM: people with type 2 diabetes mellitus + WC: weight circumference
QD: every day
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