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Properties of ideal therapy in T2DM
. il

/ GLP1ra SGL2i

» Improved HbA1c ,TIR and variability

» No increase in hypoglycemia

» Weight reduction

» Improved cardiovascular and renal outcome

» Acceptable risk/side effect
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Weight is an issue for people with TIDM




Other factors:
Age
Duration of T1D

Genetic
predisportion

Insulin-intense
therapy
Hypoglycemia-
defensive snaking

hormonal change

Alterations to GH-
IGF1




Cardiovascular morbidity & mortality in T1
. il

the risk for those with very poor glycemic control ‘ *
(HOA1c 2 9.7%) is 10 tfimes higher. )

D

» CVD is much higher in patients with TID onset at @
younger age (<10 years of age).

» CV risk remains high in well-controlled T1D without
CV risk tactors, suggesting additional factors
potentially involved.
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Cardiovascular diseases in TIDM

. il

Increased CVD in T1D

Pathophysiological mechanisms promoting CVD in T1D

Increased CVD morbidity (vs. control
population)

* x2.4to3.6in men
e x3.0to 7.7 in women

Increased CVD mortality (vs. control )
population)
* x2.6to 88in men
* x2.7 to 24.7 in women
N P

Gigher CVD risk in T1D with early ons}

* CVD morbidity (vs. control population):
> x11.4if T1Donset< 10yrs
» x3.8ifT1D onset> 26yrs

* CVD mortality (vs. control population):
> x7.4if T1D onset< 10yrs

Known factors

Cardiac
neuropathy

nephropathy

)

Long-term
hyperglycemia

Other potential factors

N
[ — ]\

\ > x 3.6if TID onset > 26 yrs /

N

Usual CV
Risk factors

(tobacco, high BP,
LDL-chol.)

[ Hypoglycemia ]

\

~
Glycemic

variability

>

(" " i )
Insulin-resistance

in obese T1D
patients

Hidden lipid
disorders

-

Cardiac
auto-immunity

>

Associlation
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Associlation

il i
ajority GLP1ra effects are beta-cell independe
T
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4 Diuresis

\lf Postprandial
lipids

| J Blood Pressure

Blood
Vessel

Intestine

J Body Weight J Glucose J Hypoglycemia

Y a-Cell
< > Glucagon
Secretion

B-Cell

@ Insulin Secretion
Fat 4 Insulin Biosynthesis
& other tissues .‘, Apoptosis

J Inflammation
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Protective effect of GLP1ra
.

-

» GLP-1RA is a new type of hypoglycemic drug which
potently lowers blood glucose and body weight , with
overt beneficial effects on cardiovascular diseases.

» However, GLP-1 RAs’' effects on the microvasculature
are controversial.

» GLP-1RAs exert anfi-oxidative, anti-inflammartory, anti-
apoptotic, and anfi-remodeling effects on cardiac and
vascular cells.
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Properties of ideal therapy in TIDM
—

/ GLP1ra SGL2i
| ok

mproved HbA1c ,TIR and variability

No increase in hypoglycemia ok
(insulin dose adjutement)

Weight reduction ok

Improved cardiovascular and renal outcome

Acceptable risk/side effect ok
(GLP1 dose adjutement)



SGLT2 inhibitor
—

-

» dapaglifiozin (5 mg) and sotagliflozin (200 and 400 mg)
have been temporarily licensed for use by the European
Medical Agency (EMA) as an adjunct to insulin therapy
iINn adults with T1D with a body mass index (BMI) of 27

kg/m2 or higher.




SGLT2 i mechanism

SGLT2 INHIBITOR 3

4 Blood glucose —»

~

: Hyperglycaemic
DKA
Eug chae“:—'c’/‘_/

T Glucosuria
4 Na reabsorption 1 Hepatic glucose

l production

™ Ketone bodies

4 Insulin from B cells

T Glucagon from o cells

T

Surgical Stress

l

T Protein catabolism

T Amino acid uptake |

reabsorption

~

l Free fatty ac

T Plasma ketone bodies ————»  Ketoacidosis
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Protective effect of SGLT2i

r/phdrmccologiccl agents that act by inhibifing the SGLT2, \
by reducing the renal plasma glucose threshold and L
inducing glycosuriq, resulting in a blood glucose lowering
effect

» SGLT2 inhibitors are beneficial in the treatment of blood
glucose in patients with TIDM, but their use has been

confroversial due to their serious and life-threatening

adverse effects DKA.

» both cardiovascular and renal outcomes have been
established to improve with SGLT2i



SGLT2 in adult TIDM

R
Reduction of HBATc 0.5-0.8% ( TIR +9.7%)

b 20-40% increased of hypoglycemic risk , reduction of insulin |
dose 11-49%(total daily dose),reduced betta cell apoptosis.

» Improvement of microalbuminuria 32% and
macroalbuminuria 41% and inhibitor of renal filbrosis.

| Gross weight loss (4.9kg in 20 weeks
» Increased of euglycemic DKA in TIDM.
» Antiatherosclerosis effect
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Properties of ideal therapy in TIDM
—

GLP1ra SGL2i
Improved HbA1c ,TIR and variability ok ok
No increase in hypoglycemia ok ok

(insulin dose adjutement)

ok ok

Weight reduction

Improved cardiovascular and renal outcome likely very likly

Acceptable risk/side effect ok DKA
(GLP1 dose adjutement)
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General conclusion
~—

m)o’ro show that GLP1ra and SGL2i have benefits in people with T1D,
improving glycemic control and weight management.

» Real-world studies suggest also cardiorenal benefits in TIDM , especially for
SGL2i.

» Extra care should be taken when combining SGL2i with HCL system since
excesive insulin dose reduction might provoke DKA.

» Inequality in access to GLP1 ra and SGL2i is a maijor issue.

» Due to the likely but major impact on CV and renal outcomes, studies
should focus on data needed to obfain access to GLP1ra and SGL2i for
T1DM.
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