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The Prevalence of T2DM is Rapidly Increasing
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The Link Between T2D and CV Disease
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CVD is the Leading Cause of Death in Adults With T2D
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CVD, cardiovascular disease; HF, heart failure.

a. Go AS et al. Circulation. 2014;129:e28-€292. b. Franco OH et al. Arch Intern Med. 2007;167:1145-1151.



CVD is the Leading Cause of Death in Adults With T2D
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Among US adults aged 18 years or older with
diagnosed diabetes, crude estimates for 2015-2018

« 89.8% were overweight or had obesity, defined as a body
mass index (BMI) of 25 kg/m? or higher

* 49.4% had an A1C value of 7.0% or higher

* 69.0% had a systolic blood pressure of 140 mmHg or higher
or diastolic blood pressure of 90 mmHg or higher or were on
prescription medication for their high blood pressure

* 44.3% had a non-HDL level of 130 mg/dL or higher
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So, what Is the good news doc?
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Antihyperglycemic Therapy in Adults with Type 2 Diabetes

At diagnosis, initiate lifestyle management, set A1C target, and initiate
pharmacologic therapy based on AlC:

AIC is less than 9%, consider Monotherap;
AIC is greater than or equal to 9%, consider Dual Therapy.

AIC is greater than or equal to 10%, blood glucose is greater than or equal to 300 mg/dL,
or patient is markedly symptomatic, consider Combination Injectable Therapy (See Figure 3).

Monotherapy Lifestyle Management + Metformin

Initiate metformin therapy if no contraindications* (See Table 7)

AIC at target Yes:
fter 3 months s - .
:f mrono!:erapy’ No: - Assess medication-taking behavior

i - Consider Dual Therapy

- Monitor AIC every 3-6 months

i Lifestyle Management + Metformin + Additional Agent

Yes: - Add agent proven to reduce major adverse

cardiovascular events and/or cardiovascular mortality
(see recommendations with * on p. 24 and Table 7)
No: - Add second agent after consideration of drug-specific effects
and patient factors (See Table 7)

AIC at target

after 3 months & e 5 =

of dual therapy? No: - Asse;s mec!lcatlon-takmg behavior
- Consider Triple Therapy

Yes: - Monitor AIC every 3-6 months

Triple Therapy Lifestyle Management + Metformin + Two Additional Agents

Add third agent based on drug-specific effects and patient factors# (See Table 7)

AIC at target Yes: - Monitor AIC every 3-6 months
after 3 months

No:
of triple therapy? 9

- Assess medication-taking behavior
- Consider Combination Injectable Therapy (See Figure 3).

3

C ors _Comblnaﬂon (el e 0 (See Figure 3)
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CV & Renal Outcomes Trials in T2DM

AleCardio
Aleglitazar (PPARa)
N=7,226

SAVOR-TIMI-53
Saxagliptin (DPP-4i)
N=16,492

B com
B prefminary

B terminated

. on-going and anticipated complebion
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LEADER
Liraglutide (GLP-1ra)
N=9,340

EMPA-REG Outcome SUSTAIN-6

Empaglifiozin (SGLTZi) [l Semagiutide SC(GLP-1ra)
N=7,020 N=3,297

FREEDOM-CVO
Lixisenatide (GLP-1ra) ITCA 650 (GLP-1ra)
Ns6,068 N=4,156

TECOS
Sitagliptin (OPP-41)
N=14,671

CANVAS
Canaglifiozin (SGLY2I)
N=10142

Exenatide (GLP-1ra)
N=14,752

OMNEON
Omarigliptin (OPP-4l)
N=4,202

TOSCAIT
Ploglitazone (PPARa)
N=3.371

VERTIS-CV

Ertughfiozin (SGLT2I)

CAROLINA
Linagliptin (OPP-4))
N=6,103

DECLARE-TIMI 58
Dapaglifiozin (SGLT2)
N=17.276

CREDENCE
Canaglifiozin (SGLT2)
N=4,401

DAPA-HF

EMPEROR-Preserved EMPA-Kidney
Empaghfiozin (SGLT2I) Empaglifiozin (SGLT2)
N=4,126 N=5,000

EMPEROR-Reduced SCORED
Empaglifiozin (SGLT2i) Sotaglifiozin (SGLT2i)
N=2,850 N=10,500

2020

Dapa-CKD SOLOIST-WHF DELIVER
Dapaglifiozin (SGLY2i) Sotaglifiozin (SGLY2i) Dapaglifiozin
N=4,000 N=4,000 N=4,700

Dapaglifiozin (SGLT21)

N=4,500




PHARMACOLOGIC APPROACHES TO GLYCEMIC TREATMENT

+Indicators of high risk
While definitions vary, mest
comprise =55 years of age
with two or mone additional
risk factors (including obesity,
hypertension, smeking.

rdoons. o bumind

+ASCVD/Indicators of High Risk

GLP-1 RA" with praven SGLTZi% with proven
CVD benefit CVD benefit

+ For palienls on a GLP-1 RA, consider adding SGLTZ with
proven CVD benefif or vice versa
+ TIb*

+HF
Carrent or prior
symptoms
of HF with
documented
HFrEF or HFpEF

+CKD
eGFR <60 mLimin per 1.73 m* OR
albuminuria [ACR £3.0 mg/mmel
|30 mgig]). These measurements
may vary over time; thus, a repeat
measure is required te document CKD.

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

PREFERABLY
SELTZIY with primary evidence of
reducing CKD progression
Wse SGLT2i im peaple with an eGFR
=20 mLimin per 1.73 m*; ance initiated

should be continsed until inftiztion
af dialysis of transplastation

GLP-1 RA with proven CVD benefit if
S6LTZi not telerated or contraindicated

If A1C above target, for patients on
SGLTZI, consider incarporating a
GLP-1 RA or vice versa

Goal: Achievement and Maintenance of Glycemic and Weight Management Goals

Glycemic Management: Choose
approaches that provide the
efficacy to achieve goals:
Metformin OR Agent(s) including
COMBINATION therapy thal provide
adequate EFFICACY to achieve
and mairtain lreatmenl goals

Consider avoidance of hypoglycemia a
priarity in high-risk individuals

In general, higher efficacy approaches
have greater likelihoed of achieving
glycemic goals
Efficacy for glucase lowering
Very High:

Dulaglutide (high dose),
Semaglutide, Tirzepalide
Imsulin
Combination Oral, Combination
Injectable {GLP-1 RA/Insulin}
High:

GLP-1 R (nol listed above), Metiormin,
SGLT2i, Sulionylurea, TID
Intermediate:

DPP-&i

therapyleating patterns!
physical acthvity pregrar

Consider medication

Achievement and Maintenance of
Weight Management Goals:

Set individualized weight management goals

Ganeral lifestyle advice:

medical nutrition based structured

Tor weight lass ‘ surgery

When choosing glucose-lowering therapies:
Consider regimen with high-to-very-high dual

glucose and weight efficacy

Efficacy for weight loss
Very High:

Semaglutide, Tirzepatide

High:
Dulaglutide, Liraglutide
Intermediate:
GLP-1 RA (nat Listed above), SELTZ
Heutral:
DPP-4i, Metformin

Intensive evidence-

weight management

Consider metabolic

T T T

* I praphe with HE CRD, established CVE o sl sle risk factors for VI, the decisan lo use  GLP-1 RA ar SELTE with proven benefil shauld be indesende=t of Backgreund use of meblormin,t & slreeg Identify barriers to geals:

recommendation is warranted for peaple with CVD and a wezker recommendation for thoss with indicators of high CV risk. Moreover, & higher absolute risk reduction and thus lower numbers peeded o frzat = Consider DSMES referral 1o support self-efficacy in achievement of goals

are seen 3l higher bevels of baseling risk and should be faclared info the shared decison-making process, See lent for detals; * Low-dase T20 miy be beller tnlesated and similarsy effeciiee, § For $GL120 OV = Consider technology {e.g., diagnostic C6M) to identify therapeutic gaps and tailor therapy
renal outcomes frials cemonstrate their efficacy in reducing the risk of composite MACE. LV dezth. all-causs morfality, M1, H4F. and renal oulcomes in indwideals with TI0 with established'high risk of OV « Idenify and address SO0K thal impact achievement of goals

i For GLP-1 R, CVOTe demenstrate their efficacy s redurieg cemposite MACE, CV death, all-cagse rarlality, M1, slroke, and resal endoeints e indpiduals with TI0 wilh establishedihigh risk of C00
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American Diabetes Association
Standards of Medical Care in Diabetes (2023)

First-line: Metformin +
Lifestyle Changes

+Indicators of high risk Glycemic Management: Choose Achievement and Maintenance of
While definitions vary, most approaches that provide the Weight Management Goals:
mhﬁmim efficacy to achieve goals: [ Set individualized weight management goals ]
: or more additional Metformin OR Agent(s) including _
risk facters (including obesity, COMBINATION therapy thal provide 1 ) tensio e
hypertension, smeking. adequate EFFICALY to achieve ““‘“"lml i"'i s N | rmerpfasrsic)
dyslipidemia, or albumiruria) and mairtain treztment goals 5
therapy/ealing patlerns! weight managemert
Consider avoidance of hypoglycemia a physical activity pregram
+LKD (on maximally tolerated dose priarity in high-risk individuals \
of NN} L ‘ Consider medication ‘ Consider metabelic
SGLT2P PREFERABLY In general, higher efficacy approaches for weight lass | S,
) ! " ' . have greater Likelihoed of achieving
with proven SGLTZI* with primary evidence of Iyeemic aoals . ) .
HF benefit dacing CHD pogression ghy q _ When choosing glucose-lowering therapies:
+ASCVD/Indicators of High Risk in this Use SGLT2 i people with an eGFR Efficacy for glucase lawering Consider regimen with high-lo-very-high dual
papulation =20 mLimin per 1.73 m’; ance initiated “_"I' High: glucose and weight efficacy
GLP-1 RA" with proven SELTZi" with proven should be contimeed until initiation Dulaglutide {high dose), "
EVD benefit £V benefit of dialysis or transplastation Semaglutide, Tirzepalide
—————— O - - === fnzalin Efficacy for weight loss
GLP-1 RA with proven CVD benefit if . _— :
H
S5LT2i nat tolerated or contraincicated ﬁ:‘f:;:t:'&’:f;:l:::ﬁ:r mﬂm 1'?:“““
High: .“'.f
If A1C abave target, far patients on BLP-1 RA (not listed above), Metformin, Dulaglutide, Liraglutide
] . ) . SELT2, consider incarporating a SGLTZI, Sulfonylurea, TZD Intermediate:
+ For palienls an a ll'.LP-'IlIlI. consider adding SGLTZ with BLP-1 RA or vice versa L GLP-1 R [not listed above), SGLTZ
prowen CVD bensfit or vies versa DPP-4i Newtral:
- Tt l DPP-ii, Metformin
4 4 {4
If additional cardiorenal risk reduction or glycemic lowering needed J— —-{ It A1C above target J

* In prapie with ME CED, establishes CVD or rultisle risk factars tor CVI, the decision to use 2 GLP-T BA or SELTE with srowen benedil skauld be indegende=t of backgeund use of mebiormin:f & slraeg Identify Barriers to qeals:
recommendation is warmanted for peeple with CVD and a wezker recommendation for those with indicators o Aigh CV risk. Moreaver, 2 higher absolule risk reduction and thus lower number: peeded to freat + Consider DSMES referral 1o support self-efficacy in achievement of goals

are seen il higher bevels of Baseline risk and should be Laclared info the shared decisan-making precess, See lueh for detals; * Low-dose TE mary be belber tolerated and similary effectie; § for SEL2CV + Consider technology |e.g., diagnostic CBM) 1o identify therapeutic gaps and talor therapy
rengl nubcomss irals cemaonsteate their efficacy in reducing the risk of composite MACE CV dezth. all-cause moriaiity, M1, BHF. and renzl oulcomes in individeals with T20 with established'high risk o CVD «  Identify and address SDON that impact achievement of goals
it For GLP-1 R, CVOTs demsonsirate their eificacy is reducisg cemposibe MECE, OV death, all-cacse morlality, M1, stroke, and resal endacints e indridusls with TED wilh establishedthigh risk of C80




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

TO AvOID
THERAPEUTIC
INERTIA REASSESS
AND MODIFY TREATMENT

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

+ASCVD?
Defined differently across

+Indicators of high risk +HF

While definitions vary, most Current or prior

+CKD
eGFR <60 mL/min per 1.73 m* OR

Glycemic Management: Choose
approaches that provide the

{3-6 MONTHS)

Achievement and Maintenance of
Weight Management Goals:

First-line: DSM E +/-

Metformin

CVOTs but all included comprise 255 years of age symptoms albuminuria (ACR 23.0 mg/mmol efficacy to achieve goals: o .
individuals with established with two or more additional of HF with [30mg/g]). These measurements Metformin OR Agent() including [ Set individualized weight management goals
CVD (e.g., MI, stroke, any risk factors (including obesity, documented may vary over time; thus, a repeat COMBINATION therapy that provide
revascularization procedure). hypertension, smoking, HFrEF or HFpEF measure is required to document CKD. adequate EFFICACY to achieve General_lifesrylela.dviue: Intensive evidence-
v::::layslg:::; l_:':::::::s dyslipidemia, or albuminuria) and maintain trestment goals . :;:::gt;nnn w:;eidms:rr:::;:lr::m ) . 5
attack, unstable angina, Consider avoidance of hypoglycemia a physical activity program AS CVD y H |g h r|S k, C K D y OI‘ H F &

amputation, symptomatic
or asymptomatic coronary
artery disease.

+ASCVD/Indicators of High Risk
population
GLP-1 RA* with proven SGLT2i¢ with proven
CVD benefit CVD benefit

IfHbA, above target

proven CVD benefit or vice versa

« For patients on a GLP-1 RA consider adding S6LTZ2i with

SGLT2i
with proven
HF benefit
in this

« TIDA

h 4

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

PREFERABLY

SGLTZi® with primary evidence of
reducing CKD progression
Use SGLT2i in people with an eGFR
220 mL/min per 1.73 m? once initiated

should be continued until initiation
of dialysis or transplantation

______ DR [ —
GLP-1 RA with proven CVD benefit if
SGLT2i not tolerated or contraindicated

If HbA, above target, for patients
on S6LT2i, consider incorporating a
GLP-1RA or vice versa

[ If additional cardiorenal risk reduction or glycemic lowering needed

priority in high-risk individuals
1

In general, higher efficacy approaches
have greater likelihood of achieving
glycemic goals
Efficacy for glucose lowering
Very High:

Dulaglutide (high dose),
Semaglutide, Tirzepatide
Insulin
Combination Oral, Combination
Injectable (GLP-1 RA/Insulin)
High:

GLP-1RA (not listed above), Metformin,
SGLT2i, Sulfonylurea, TZD

Intermediate:
DPP-4i

l

Consider medication

for weight loss surgery

Consider metabolic

When choosing glucose-lowering therapies:
Consider regimen with high-to-very-high dual

glucose and weight efficacy

Efficacy for weight loss
Very High:
Semaglutide, Tirzepatide
High:
Dulaglutide, Liraglutide
Intermediate:
GLP-1RA (not listed above), SGLT2i
Neutral:
DPP-4i, Metformin

) 2

* In people with HF, CKD, established CVD or multiple risk factors for CVD, the decision to use a GLP-1 RA or SGLTZi with proven benefit should be independent of background use of metformin;t A strong
recommendation is warranted for people with CVD and a weaker recommendation for those with indicators of high CV risk. Moreaver, a higher absolute risk reduction and thus lower numbers needed to treat
are seen at higher levels of baseline risk and should be factored into the shared decision-making process. See text for details; * Low-dose TZD may be better tolerated and similarly effective; § For SGLT2i, CV/
renal outcomes trials demonstrate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality, M1, HHF, and renal outcomes in individuals with T2D with established/high risk of CVD;

# For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, MI, stroke, and renal endpoints in individuals with T2D with established/hi

—

IfHbA,_above target

h risk of CVD.

Identify barriers to goals:

« Consider DSMES referral to support self-efficacy in achievement of goals
« Consider technology (e.g., diagnostic CGM) to identify therapeutic gaps and tailor therapy
« Identify and address SDOH that impact achievement of goals




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

TO AVOID
THERAPEUTIC
INERTIA REASSESS
AND MODIFY TREATMENT

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

Goal: Cardiorenal Risk Reducti

+ASCYD?

Defined differently across
CVOTs but all included
individuals with established
CVD (e.q., MI, stroke, any
revascularization procedure).
Variably included: conditions
such as transient ischemic
attack, unstable angina,
amputation, symptomatic
or asymptomatic coronary
artery disease.

GLP-1 RA® with proven @
CVD benefit

proven CVD benefit or vice versa

risk factors (including obesity,

+ASCVD/Indicators of High Risk

If HbA, ahove target

= For patients on a GLP-1 RA consider adding SGLT2i with

High-Risk Patients with Type 2 Diabetes (in addition to comprehensive CV risk management)*

+Indicators of high risk +HF +CKD

While definitions vary, most
comprise 255 years of age
with two or more additional

Current or prior
symptoms
of HF with

documented

HFrEF or HFpEF

eGFR <60 mL/min per 1.73 m* OR
albuminuria (ACR 23.0 mg/mmol

[30ma/gl). These measurements
may vary over time; thus, a repeat

hypertension, smoking, measure is required to document CKD.

dyslipidemia, or albuminuria)

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

SOLT2iE PREFERABLY
with proven S6LT2iE with primary evidence of
HF benefit reducing CKD progression

in this Use SGLTZi in people with an eGFR

=20 mL/min per 1,73 m? once initiated
should be continued until initiation
of dialysis or transplantation

population

SGLT2i® with proven
CVD benefit

GLP-1 RA with proven CVD benefit if
SGLT2i not tolerated or contraindicated

If HbA, above target, for patients
on S6LT2i, consider incorporating a
GLP-1 RA or vice versa

« TIDA

v

If additional cardiorenal risk reduction or glycemic lowering needed

Glycemic Management: Choose
approaches that provide the
efficacy to achieve goals:
Metformin OR Agent(s) including
COMBINATION therapy that provide
adequate EFFICACY to achieve
and maintain treatment goals

Consider avoidance of hypoglycemia a
priority in high-risk individuals
[ |

In general, higher efficacy approaches
have greater likelihood of achieving
glycemic goals
Efficacy for glucose lowering
Very High:

Dulaglutide (high dose),
Semaglutide, Tirzepatide
Insulin
Combination Oral, Combination
Injectable (GLP-1 RA/Insulin)
High:

GLP-1 RA (not listed above), Metformin,
SGLT2i, Sulfonylurea, TZD
Intermediate:

DPP-4i

l

(3-6 MONTHS)

Achievement and Maintenance of
Weight Management Goals:

[ Set individualized weight management goals

General lifestyle advice: Intensive evidence-
medical nutrition based structured

therapyleating patterns/ weight management
physical activity program

Consider medication

Consider metabolic

for weight loss surgery

When choosing glucose-lowering therapies:
Consider regimen with high-to-very-high dual

glucose and weight efficacy

Efficacy for weight loss
Very High:
Semaglutide, Tirzepatide
High:
Dulaglutide, Liraglutide
Intermediate:
GLP-1RA (not listed above), SGLT2i

Neutral:
DPP-4i, Metformin

)2

\

If HbA, above target

* In people with HF, CKD, established CVD or multiple risk factors for CVD, the decision to use a GLP-1 RA or SGLT2i with proven benefit should be independent of background use of metformin;t A strong
recommendation is warranted for people with CVD and a weaker recommendation for those with indicators of high CV risk. Moreover, a higher absolute risk reduction and thus lower numbers needed to treat
are seen at higher levels of baseline risk and should be factored into the shared decision-making process. See text for details; * Low-dose TZD may be better tolerated and similarly effective; § For SGLT2i, CV/
renal outcomes trials demonstrate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality, MI, HHF, and renal outcomes in individuals with T2D with established/high risk of CVD;

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

4

Identify barriers to goals:

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

« Consider technology (e.g., diagnostic CGM) to identify therapeutic gaps and tailor therapy
« Identify and address SDOH that impact achievement of goals

First-line: DSME +/-
Metformin

ASCVD, High Risk, CKD, or HF?

* Yes

GLP-1 RA or SGLT2i



Goal: Cardiorenal Risk Reduction in High-Risk Patients with Type 2 Diabetes (in addition to comprehensive CV risk management)*

+ASCVDt

Defined differently across
CVOTs but allincluded
individuals with established
CVD (e.g., MI, stroke, any
revascularization procedure).
Variably included: conditions
such as transient ischemic
attack, unstable angina,
amputation, symptomatic
or asymptomatic coronary
artery disease.

+Indicators of high risk

While definitions vary, most
comprise 255 years of age
with two or more additional
risk factors (including obesity,
hypertension, smoking,
dyslipidemia, or albuminuria)

+ASCVD/Indicators of High Risk
GLP-1 RA* with proven @ SGLT2i® with proven
CVD benefit CVD benefit

If HbA,  above target

« For patients on a GLP-1 RA consider adding S6LT2i with

proven CVD benefit or vice versa

« TIDA

+HF

Current or prior
symptoms
of HF with

documented

HFrEF or HFpEF

SGLT2i
with proven
HF benefit
in this
population

v

+CKD
eGFR <40 mL/min per 1.73 m? OR
albuminuria (ACR 23.0 mg/mmol
[30mg/g)). These measurements
may vary over time; thus, a repeat
measure is required to document CKD,

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

PREFERABLY
SGLT2i® with primary evidence of
reducing CKD progression
Use SGLT2i in people with an eGFR
220 mL/min per 1.73 m? once initiated

should be continued until initiation
of dialysis or transplantation

______ UR --em -
GLP-1RA with proven CVD benefit if
SGLT2i not tolerated or contraindicated

If HbA, _above target, for patients
on SG6LT2i, consider incorporating a
GLP-1 RA or vice versa

If additional cardiorenal risk reduction or glycemic lowering needed

America

Standar

T0 AVOID
THERAPEUTIC
INERTIA REASSESS
AND MOOIFY TREATMENT

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

13-6 MONTHS)

oS

Glycemic Management: Choose
approaches that provide the

Achievement and Maintenance of

Weight Management Goals:

efficacy to achieve goals:

Set individualized weight management goals

Metformin OR Agent(s) including

COMBINATION th that provid
adequate EFFI:!r:g\ylu :tr‘:ir::el ’ Generallfestyls acvics: A
L medical nutrition based structured
and maintain treatment goals therapyleating patterns/ weight management
Consider avoidance of hypoglycemia a physical activity program
priority in high-risk individuals
L] Consider medication Consider metabolic
In general, higher efficacy approaches for weight loss surgery
have greater likelihood of achieving
glycemic goals When choosing glucose-lowering therapies:
Efficacy for glucose lowering Consider regimen with high-to-very-high dual
Very High: glucose and weight efficacy

Dulaglutide (high dose),

|

* In people with HF, CKD, established CVD or multiple risk factors for CVD, the decision to use a GLP-1RA or SGLT2i with proven benefit should be independent of background use of metformin;t A strong
recommendation is warranted for people with CVD and a weaker recommendation for those with indicators of high CV risk. Mareover, a higher absolute risk reduction and thus lower numbers needed to treat
are seen at higher levels of baseline risk and should be factored into the shared decision-making process. See text for details; * Low-dose TZD may be better tolerated and similarly effective; § For SGLT2i, CV/
renal outcomes trials demonstrate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality, MI, HHF, and renal outcomes in individuals with T2D with established/high risk of CVD;
# For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, M, stroke, and renal endpoints in individuals with T20 with established/high risk of CVD.

—

Semaglutide, Tirzepatide |
Insulin Efficacy for weight loss
Combination Oral, Combination Very High:
Injectable (GLP-1 RA/Insulin) Semaglutide, Tirzepatide
High: High:
GLP-1RA (ot listed above), Metformin, Dulaglutide, Liraglutide
S6LT2i, Sulfonylurea, TZD Intermediate:
Intermediate: GLP-1RA (not listed above), SGLT2i
DPP-i Neutral:
l DPP-4i, Metformin
If HbA,  above target ]
Identify barriers to goals:

+ Consider DSMES referral to support self-efficacy in achievement of goals
« Consider technology (e.g., diagnostic CGM) to identify therapeutic gaps and tailor therapy
« Identify and address SDOH that impact achievement of goals

First-line:DSME +/-

Metformin

ASCVD, High Risk, CKD, or HF?

b oo



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

0 AvoiD
THERAPEUTIC
INERTIA REASSESS

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

Goal: Cardiorenal Risk Reduction in High-Risk Patients with Type 2 Diabetes (in addition to comprehensive CV risk management)*

+ASCVD? +Indicators of high risk
Defined differently across
CVOTs but all included
individuals with established
CVD (e.g., MI, stroke, any
revascularization procedure).
Variably included: conditions
such as transient ischemic
attack, unstable angina,
amputation, symptomatic
or asymptomatic coronary
artery disease.

While definitions vary, most
comprise 255 years of age
with two or more additional
risk factors (including obesity,
hypertension, smoking,
dyslipidemia, or albuminuria)

+ASCVD/Indicators of High Risk
GLP-1 RA* with proven @ SGLT2i® with proven
CVD benefit CVD benefit

IfHbA, above target

= For patients on a GLP-1 RA consider adding SGLT2i with
proven CVD benefit or vice versa

« TIDA

+HF

Current or prior
symptoms
of HF with

documented

HFrEF or HFpEF

SGLT2i¢
with proven
HF benefit

in this
population

v

+CKD
eGFR <60 mL/min per 1.73 m* OR
albuminuria (ACR 23.0 mg/mmal
[30mgl/g]). These measurements
may vary over time; thus, a repeat
measure is required to document CKD,

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

PREFERABLY

SGLT2i® with primary evidence of
reducing CKD progression
Use SGLT2i in people with an eGFR
220 mL/min per 1.73 m? once initiated
should be continued until initiation
of dialysis or transplantation

______ DR R —
GLP-1 RA with proven CVD benefit if
SGLT2i not tolerated or contraindicated

{3-6 MONTHS)

If HbA, above target, for patients
on SG6LT2i, consider incorporating a
GLP-1RA or vice versa

[ If additional cardiorenal risk reduction or glycemic lowering needed

Glycemic Management: Choose
approaches that provide the
efficacy to achieve goals:
Metformin OR Agent(s) including
COMBINATION therapy that provide
adequate EFFICACY to achieve
and maintain treatment goals
Consider avoidance of hypoglycemia a
priority in high-risk individuals
| |
In general, higher efficacy approaches
have greater likelihood of achieving
glycemic goals
Efficacy for glucose lowering
Very High:

Dulaglutide (high dose),
Semaglutide, Tirzepatide

Insulin
Combination Oral, Combination
Injectable (GLP-1 RA/Insulin)
High:

GLP-1 RA (not listed above), Metformin,
SG6LT2i, Sulfonylurea, TZD
Intermediate:

DPP-4i

l

Achievement and Maintenance of
Weight Management Goals:

[ Set individualized weight management goals

General lifestyle advice: Intensive evidence-

medical nutrition based structured
therapyleating patterns/ weight management
physical activity program

Consider medication Consider metabolic
for weight loss surgery

When choosing glucose-lowering therapies:

Consider regimen with high-to-very-high dual
glucose and weight efficacy

Efficacy for weight loss
Very High:
Semaglutide, Tirzepatide
High:
Dulaglutide, Liraglutide
Intermediate:
GLP-1RA (not listed above), SGLT2i

Neutral:
DPP-4i, Metformin

22

* In people with HF, CKD, established CVD or multiple risk factors for CVD, the decision ta use a GLP-1 RA or SGLTZi with proven benefit should be independent of background use of metformin; A strang
recommendation is warranted for people with CVD and a weaker recommendation for those with indicators of high CV risk. Moreover, a higher absolute risk reduction and thus lower numbers needed to treat
are seen at higher levels of baseline risk and should be factored into the shared decision-making process. See text for details; » Low-dose TZD may be better tolerated and similarly effective; § For SGLT2i, CV/
renal outcomes trials demonstrate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality, MI, HHF, and renal outcomes in individuals with T2D with established/high risk of CVD;

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

IfHbA, above target

Identify barriers to goals:

« Consider DSMES referral to support self-efficacy in achievement of goals
« Consider technology (e.g., diagnostic CGM) to identify therapeutic gaps and tailor therapy
« Identify and address SDOH that impact achievement of goals

First-line:DSME +/-
Metformin

ASCVD, High Risk, CKD, or HF?

Treatment decisions should
Account for hyperglycemia,
Weight, and cost



American College of Cardiology

2020 Expert Consensus Decision Pathway

Patient is > 18 years old with T2D and has >1 of the following:
ASCVD, HF, DKD, at high risk for ASCVD

|
) )

Recommend starting GLP-1 RA or SGLT2 inhibitor with
proven CV benefit depending on patient-specific factors and
comorbidities

!

Discuss patient-clinician preferences and priorities
|
¥
| |
i

Reassess and consider the addition of the alternative class, if benefits outweigh risks

Optimize guideline-directed medical therapy for prevention

(lifestyle, blood pressure, lipids, glucose, antiplatelet)

{

DKD, diabetic kidney disease; ECDP, expert consensus decision pathway.
Das SR, et al. J Am Coll Cardiol. 2020;76:1117-1145.



European Society of Cardiology
2019 ESC Guidelines Developed in Collaboration With EASD

Treatment algorithm for drug-naive patients with T2D and ASCVD or high/very high CV risk

ASCVD, or high/very high CV risk

(target organ damage or multiple risk factors)

SGLT2 inhibitor or Metformin monotherapy
GLP-1 RA monotherapy

If HbA1c above target If HbA1c above target

|

| |
Add metformin DPP-4i GLP-1RA SGLT2i, TZD
if eGFR adequate

EASD, European Association for the Study of Diabetes; ESC, European Society of Cardiology.
Cosentino F, et al. Eur Heart J. 2020;41:255-323.




Case Study

6 weeks post STEMI

Age: 62 years

T2D: 8 years * Discharged on Glargine 20 u Hs
HbAlc: 8.6% * Increase in hypoglycemic

episodes (PM and overnight)
Metformin, 1000 mg twice daily

Glyburide, 10 mg twice daily * Maybe TIA 2 years ago

* LVEF: 45%

Medications

Blood Pressure 128/76 mmHg + LDL-C: 110 mg/d|
BMI 35 kg/m? * Normal physical exam
; * ASA 81 mg, Ramipril 10 mg,
(Cr) eGFR (1.3) 65 mL/min/1.73 m?2 Pravastatin 40 mg daily,
Ticagrelor 30 mg BID,
UACR 28 mgfg & Metoprolol SR 25 mg daily

- Cors
. - atthe

- Shore




Question

Taking into consideration the patient’s full clinical picture, would you
recommend any of the following changes to reduce the patient’s
cardiovascular risk?

Increase the basal insulin

Remain on current treatment regimen
Add a GLP1-RA

Add an SGLT2 inhibitor

Switch to high-intensity statin therapy

SR R A o
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2021 Meta-Analysis of GLP-1 RAs
MACE Outcomes

8 Trials Included, Total of ~60,000 Patients

GLP-1 RA, % Placebo, % MACE HR [95% CI] P value

ELIXA 13 13 1.02 [0.89,1.17] .78
LEADER 13 15 0.87[0.78,0.97] .01
SUSTAIN-6 7 9 0.74 [0.58, 0.95] .016
EXSCEL 11 12 : 0.91[0.83,1.00] .061
Harmony Outcomes 7 9 0.78 [0.68, 0.90] .0006
REWIND 12 13 0.88 [0.79,0.99] .026
PIONEER 6 4 5 0.79[0.57,1.11] .17
AMPLITUDE-O 9 — 0.73 [0.58, 0.92] .0069

Subtotal . 0.86 [0.80,0.93] .0001 4w

1 NNT (95% Cl) = 65 (45-130)

Favors GLP-1 RA  Favors p]acehu

NNT, number needed to treat

ol 2021:9(10):653-662




2021 Meta-Analysis of GLP-1 RAs
Composite Kidney Outcome (inc.! Albuminuria)

8 Trials Included, Total of ~60,000 Patients

Composite kidney
GLP-1RA, % Placebo, % outcome*, HR [95% CI] P value

LEADER 6 0.78 [0.67,0.92] .003
SUSTAIN-6 4 § 0.64 [0.46,0.88] .005
EXSCEL 6 0.88[0.76, 1.01] .065

REWIND 17 0.85[0.77,0.93] .0004
AMPLITUDE-O 13 ? 0.68 [0.57,0.79] <.0001
Subtotal (12 = 57.4%, P=.052) ? 0.78 [0.71, 0.87] =

<.0001 1 NNT (95% Cl) = 43 (33-74)

Favors GLP-1 RA  Favors placebo

NNT, number needed to treat
*Composite kidney outcome: development of macroalbuminuria, doubling of serum creatinine or 240% decline in eGFR, kidney replacement therapy, or death

due to kidney disease




Medications

Age: 52 years
T2D: 5 years
HbAlc: 8.3%

Blood Pressure

BMI

eGFR

UACR

)
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Metformin, 1000 mg twice daily
Amaryl 2 mg daily, Lisinopril 20 mg
daily, Atorvastatin 20 mg daily

132/78 mmHg
36 kg/m?
91 mL/min/1.73 m?

26 mg/g

Case Study

Routine follow-up visit:

* Admits to eating large portions at
each meal and exercises 30
minutes 2-3 times a week

FHx of DM and Obesity

Lipids are at target

Glucose control 170-250 mg/dl
Normal physical exam

The weight is the patient’s primary
concern today



Case Study

What would you recommend for
. S
Age: 52 years this patient:

T2D: 5 years : :
HbA1lc: 8.3% : A. Continue treatment and increase

exercise to 150 min/week
Metformin, 1000 mg twice daily

Medications Amaryl 2 mg daily, Lisinopril 20 mg o _
daily, Atorvastatin 20 mg daily B. Stop the Amaryl and add a DDP IV inh

Blood Pressure 132/78 mmHg C. Start SGLT2 inh

BMI 36 kg/m?

D. Start GLP1 RA

eGFR 91 mL/min/1.73 m?
E. Start GIP/GLP1 RA
UACR 26 mg/g ;
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Introduction

* First agent approved by US FDA in
GLP-1 Receptor Agonist Class 20050
* Since then, 7 agents approved

= GLP-1 RAs are most efficacious at
lowering HbA1c!

* Low risk of hypoglycemia when used as
monotherapy!@P]

Proven Glycemic Efficacy

» People on GLP-1 RAs still fail to achieve
Unmet Needs glycemic controll®]

* PPG control continues to be a challengel®!

a. Hinnen D, et al. Diabetes Spectr. 2017;30:202-210; b. Nauck MA, et al. Mol Metab. 2021;46:101102; c. van Dijk JW, et al. Diabetes Res Clin Pract. 2011;93:31-37.



Exploring New Treatment Strategies for T2D

—— GLP-1is one of many incretin hormones

GIP plays a significant role in
postprandial glucose control

— Can we harness GIP’s effects?

GIP,
=45%

GIP, glucose-dependent insulinotropic polypeptide; T2D, type 2 diabetes.
Holst JJ, et al. Endocrinology. 2021;162:bqab065.



SURPASS-3 (Once-Weekly Tirzepatide vs Once-Daily Degludec)

[ Tirzepatide 5mg M Tirzepatide10mg M Tirzepatide1S5mg M Insulin degludec

HbAlc Over Time and Change From Body Weight Over Time From Study Limitations
Baseline at Week 52 Baseline at Week 52
= Open-label design
00
85 Overall mean baseline HbA,, 8-18% 694 :
e T = Self-report of Gl
685 - adverse events
F 3
=030 N O :
il % « Exclusion of
475 & ;% patients with
-421 3 asymptomatic
: 5366 gastroparesis
A /
O/JI/ W P . PR [ T J /(0 :
0 4 8 12 16 20 24 40 52 * Low proportion of
& 4 Black and African
Time since randomisation (weeks) Time since randomisation (weeks) American
participants

Ludvik B, et al. Lancet. 2021;398:583-598.



SURPASS-4

HbA7c and Body Weight Change Over Time

Tirzepatide 5 mg —e Tirzepatide 15 mg
—¥- Tirzepatide 10 mg -©- Insulin Glargine

HbA1c
9-0) - ~-74-9
Overall mean baseline HbA, = 8-53%

8-5-4%" B - 694
s~0-\&, - 639

=
i T -T747% (1-00%) 385 5
< 4
-; 70 - ~- 530 =
< -
é 65 & = e - Is-u%(.z-zw.r"7’5 -
= B 3 6-13% (-2-49%) 2
60 - 6:11% (-2:55%) 1~ 421 i_
&N \
3N\ \ 366
T T T T T | 0-0
04812162024 2 N 78 14
Weeks
ANTZP (n) 981 863 577 105
Glargine (n) 978 887 589 94

mITT population (efficacy analysis set). Data are LSM (SE) over time, MMRM analysis up to 104 weeks. Arrows indicate time of primary endpoint. Dashed lines show baseline values and dotted
lines show target values.

Del Prato S, et al. Lancet. 2021;398:1811-1824.



SURPASS-4

HbA7c and Body Weight Change Over Time

Tirzepatide 5 mg —e Tirzepatide 15 mg
—¥- Tirzepatide 10 mg -©- Insulin Glargine

HbA1lc

Body Weight

9-() = ~74-9
g Overall mean bascline HbA, = §:53% 951
85497 ik T 92-9kg (+2-3kg, +2:3%)
PR
80 - 639 00 - 3
= - :\
- 1§84 e Tra1% (1000 8 S 5 N P
3 - 3 <
= - - 85-
= 704 -530 3 - T 83-6kg (-5 Skg, -$:6%)
: =
= 654 e Ehopssesy - Is-u-/.(.z'zw.)"”'-‘ = 2 20+ $0-8kg (-10-4kg, -10-8%)
2 by - 6-13% (-2-49%) = b 79-2kg (-11-1kg, -12°8%)
60 - 6:11% (-2:55%) 1~ 421 3_ =
55\ D366 L
‘ 1
0'"l||ll|l 1 1 l I 0.0 "jlllllll L 1 | L 1 I
048121620428 % £ £ 6 MW 8 104
04 812162024 2 =2 8 104
’ Weeks
W “hs . AIL'TZP (n) 981 864 583 105
AN'TZP (n) 981 863 877 10: Glargine (n) 978 891 600 97
Glargine (n) 978 887 589 94

mITT population (efficacy analysis set). Data are LSM (SE) over time, MMRM analysis up to 104 weeks. Arrows indicate time of primary endpoint. Dashed lines show baseline values and dotted

lines show target values.

Del Prato S, et al. Lancet. 2021;398:1811-1824.



Case Study

Presented to the hospital
ER with chest pressure
waxing and waning for 2h.

+ diaphoresis, nausea and

Age: 59 years sOB

T2D: 11 years

HbAlc: 7.6% * HTN & Obesity

* Smoked 1PPD x 30 yrs

Metformin, 1000 mg twice dalily, 5 (e T BT e s e

Medications Atorvastatin 20 mg daily, Amlodipine 10
mg daily to 90% stenosis in LAD;
Blood Pressure 128/76 mmHg Also had 40%LCx and 30%
vl 55 o RCA stenoses
s * LVEF: 35-40%
(Cr) eGFR (1.2) 68 mL/min/1.73 m? * LDL-C: 110 mg/di
* Normal physical exam today
UACR 32 mg/g ¥ * D/C on ASA, Ramipril 10 mg,
N Rosuvastatin 40 mg daily,
~Cors Ticagrelor, Metoprolol SR 50 mg
. =afthe daily, Amlodipine 100 mg

- Shore




What do you want to do next?

e Leave him alone
 Add DDP-4 inhibitor
* Add Basal insulin
* Add Pioglitazone
 Add SGLT-2 inhibitor

-~ Cors
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Reduction in Mortality, Hospitalization, and
Jrgent Visits With SGLT2i
* A meta-analysis of >20,000 patients

from 15 RCTs noted a:! CANVAS Canagliflozin

* 31% reduction in hospitalization for CREDENCE Canagliflozin
heart failure DAPA-HF2

Dapagliflozin
* 61% reduction in urgent visits for DECLARE-TIMI
heart failure

* 14% reduction in all-cause mortality

* 14% reduction in cardiovascular
mortality

Dapagliflozin
EMPA-REG OUTCOME Empagliflozin
EMPEROR-REDUCED? Empagliflozin
SOLOIST-WHF4 Sotagliflozin
VERTIS-CV Ertugliflozin




Considerations for Selecting GLP-1 RAs vs SGL T2 inhibitors

GLP-1 RAR SGLT2 Inhibitor2-<]

ASCVD predominates HF or CKD predominates

Prevention of MACE is critical Gallbladder disease or history of
eGFR < 30 mL/min/1.73 m? pancreatitis

Greater HbA1c reduction needed Family or personal history of medullary

Weight loss is a prority thyroid cancer or MEN2

Individual patient traits and preferences neividuslipalientinalisand prelerences

GLP-1 RAs and SGLT2 inhibitors can be used in combination in many patients!®

MACE, major adverse cardiovascular events; MEN2, multiple endocrine neoplasia 2.
a. Buse JB et al. Diabetes Care. 2020;43:487-493. b. American Diabetes Association. Diabetes Care. 2019;42(suppl 1):51-s193. ¢. US Food and Drug Administration.
https://www.accessdata.fda.gov/scripts/cder/daf/. Accessed November 2, 2021. d. Thong KY et al. Prim Care Diabetes. 2018;12:45-50.




Diabetes

CARDIOVASCULAR DISEASE AND RISK MANAGEMENT Care

//\\

Figure 10.1—Multifactorial approach to reduction in risk of diabetes complications. *Risk reduc
ton interventions to be applied as individually appropriste

Cardiovascular Disease and Risk Management:
Standards of Medical Care in Diabetes — 2023 Diabetes Care 2023;46(Suppl. 1):S140-S157

:Cors e need to shift from just thinking about the glucose and ask why not a
catthe GLP 1RA or SGLT 2 inh and assess CV risk (e.g. for ASCVD, ASCVD risk, CKD
*Shore and/or HF)




Multidisciplinary Care for Effective T2D Management

Endocrinologist @ @ PCP
Nurse o a Cardiologist

Dietitian ‘ Nephrologist

Pharmacist

Interprofessional
Care Team

Diabetes Care and \ &/
Education Specialist

at the

E Cors
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