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Las personas con diabetes tienen un
riesgo 2 a 4 veces mayor de desarrollar
enfermedad cardiovascular comparado
con personas sin diabetes

American College of Cardiology. Heart disease is the leading cause of death among adults with diabetes. https://www.cardiosmart.org/DiabetesandHeartDisease. Accessed 26 September 2019.
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HbA1C ADA 2022

* <7% sin hipoglicemia.

e Es aceptable que sea menor si no hay riesgo de hipoglicemia o efectos

secundarios de los medicamentos.

» <8% en pacientes cuyo control intensivo es mas riesgoso que

beneficioso.
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Tiempo en el rango

Type 1 & Type 2
y Diabeteg

Target

>250 mg/dL <5%

(13.9 mmol/L)

>180 mg/dL

0 *
(10.0 mmollL) <25%

Target Range:
70-180 mg/dL
(3.9-10.0 mmol/L)

>70%

<70 mg/dL (3.9 mmol/L) <4%""
<54 mg/dL (3.0 mmol/L) <1%
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ADA 2022

Table 9.2—Drug-specific and patient factors to consider when selecting antihyperglycemic treatment in adults with type 2 diabetes

Welght CV effects Renal effects
Efficacy (60) Hypoglycemia " H09) Oral/SQ Additional considerations
ASCVD HF of DKD Dy
High No Neutral Potential Neutral Low Oral Neutral = Contraindicaled with éGFR | = Gastraintestinal side effects common
(patential for benefit <30 mUmin/1.73 m’* (diarrhea, nausea)
modest loss) = Potential for B12 deficiency
" o - . o = See labels for renal dose = Should be discontinued before any
SGLT2 inhibitors Intermediate No Loss Benefit: Benefit: High Oral Benefit: considerations of individual scheduled surgery to avoid potential
empagliflozint, empagliflozin?, canagliflozin®, = ek for DKA
canagliflozin® canagliflozin, empagliffozin, agen ! ‘
dapagliflozin®, dapagliflozin® = Glucosedowering sffact is = DKArisk (all agents, rare in T2D)
ertugliflazin lower for SGLTZ inhibitors. = Risk of bone fractures (canagliflozin)
at lower eGFR = Genitourinary infections
= Risk of volume depletion,
hypatension
= TLDL chalesterol
= Risk of Fournier’s gangrene
High Ne Loss Benefit: dulaglutide!, | Neutral High 5Q; oral Benefit on renal end = FDA Black Box: Risk of thyroid C-cell
liraghtidef, (semaghide) | points in CVOTs, " Seelbels for renal dose fumors in rodents; human relevance
semaglutide (SQ)t driven by albuminuria oonte not determined (liraglutide,
outcomes: liraglutide, 9 dulaglutide, exenatide
semaglutide (SQ), = No dose adjustment for extended release, semaglutide)
Neutral: exanatide dulaglutide dulaglutide, liraglutide, » Gl side effects comman
once weakly, semaglutide (nausea, vomiting, diarrhea)
lixisenatide = Caution when initiating or u Injection site reactions
increasing dose due to = Pancreatitis has been reported in clinical
potential risk of nausea, trials but causality has not been
vamiting, diarrhea, or established. Discontinue if pancreatitis
dehydration. Monitor renal is suspected.
function in patients
reporting severe adverse G|
reactions when initiating or
increasing dose of therapy.
DPP-4 inhibitors Intermediate Na Neutral Neutral Potential risk: High Oral Neutral = Renal dose adjustment = Pancreatitis has been reported in clinical
saxagliptin required (smlglipfin. trials but causality has not been
saxagliptin, alogliptin); established, Discontinue if pancreatitis
can be used in renal is suspacted.
Impa\rmam. u Joint pain
= No dose adjustment
required for linagliptin
Thiazolidinediones High No Gain Potential benefit: Increased risk Low Oral Neutral = No dose adjustment = FDA Black Box: Cangestive heart
pioglitazone required failure (pioglitazone, rosiglitazone)
= Generally not = Fluid retention (edema; heart
recommended in renal failure)
impairment due to = Benefitin NASH
potential for = Risk of bone fractures
fluid retention = Bladder cancer (pioglitazone)
" TLDL cholesterol (rosiglitazone)
Sulfonylureas High Yes Gain Neutral Neutral Low Oral Neutral = Glyburide: generally not = FDA Special Warning on increased
(2nd generation) recommended in chronic risk of cardiovascular mortality
kidney disease based on studies of an older
= Glipizide and i i
initiate conservatively to
avoid
Insulin I“" b High Yes Gain Neutral Neutral Low (SQ) | 5Q; Neutral = Lowerinsulin doses = Injection sits reactions
L2 inhaled required with a = Higher risk of hypoglycemia with
decrease in eGFR; titrate human insulin (NPH er premixed
Analogs High s per clinical respanse formulations) vs. analogs

ASCVD, atherosderotic cardiovascular disease; CV, cardiovascular; CVOT, cardiovascular outcomes trial; DPP-4, dipeptidyl peptidase 4; DKA, diabetic ketoacidosis; DKD, diabetic kidney disease; eGFR, estimated glomerular
filtration rate; Gl, gastrointestinal; GLP-1 RAs, glucagon-like peptide 1 receptor agonists; HF, heart failure; NASH, nonalcoholic steatohepatitis; SGLT2, sodium—glucose cotransp 2; SQ, subc T2D, type 2 diabe-
tes. *For agent-spedific dosing recommendations, please refer to the manufacturers’ preseribing information. tFDA-approved for cardiovascular disease benefit. $FDA-approved for heart failure indication. §FDA-approved
for chronic kidney disease indication.
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FIRST-LINE THERAPY depends on comorbi

es, patient-centered treatment factors, including cost and access considerations, and

management needs and generally includes metformin and comprehensive lifestyle modification”

ASCVD/INDICATORS OF HIGH RISK, HF, CKDt

RECOMMEND INDEPENDENTLY OF BASELINE A1C,
INDIVIDUALIZED A1C TARGET, OR METFORMIN USE}

+ASCVD/INDICATORS
OF HIGH RISK*

+CKD**

CKD without
albuminuria
(e.g., eGFR <60
mL/min/1.73 m?)

CKD and
albuminuria

SGLT2i
with proven
benefit in this
population’

PREFERABLY

SGLT2i with primary evidence
of reducing CKD progression

benefit' benefit'

IF A1C ABOVE TARGET

=OR ==
SGLT2i with evidence of
reducing CKD progression in
= For patients on a
GLP-1 RA, consider
incorporating SGLT2i
with proven GVD
benefit and vice versa'
= TZD?

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

For patients with CKD (e.g., eGFR
<60 mL/min/1.73 m? without
albuminuria, recommend the

following to decrease cardiovascular

risk

benefit!

benefit'

If A1C above target, for patients on
SGLT2i, consider incorporating a
GLP-1 RA and vice versa

If A1C remains above target, consider treatment intensification based on comorbidities,
patient-centered treatment factors, and management needs

—>

P

P

o

Incorporate agents that provide adequate EFFICACY to

TO AVOID
THERAPEUTIC
INERTIA

REASSESS AND
MODIFY TREATMENT
REGULARLY
(3-6 MONTHS)

and

goals

Higher glycemic efficacy therapy: GLP-1 RA; insulin; combination approaches (Table 9.2)
*  Consider additional comorbidities, patient-centered treatment factors, and management needs in choice

of therapy, as below:

!

MINIMIZE HYPOGLYCEMIA

!

No/low inherent risk of hypoglycemia:
DPP-4i, GLP-1 RA, SGLT2i, TZD

For SU or basal insulin, consider agents with
lower risk of hypoglycemia®*

¥

IF A1C ABOVE TARGET

|

LAl A= T 1 () CONSIDER COST AND ACCESS
PROMOTE WEIGHT LOSS
PREFERABLY Available in generic form at lower cost:
GLP-1 RA with good efficacy for weight loss = Certain insulins: consider insulin
oR available at the lowest acquisition cost
SGLT2i " Sv
: =120
2 2
IF A1C ABOVE TARGET ] l IF A1C ABOVE TARGET

¥

¥

Incorporate additional agents based on
comorbidities, patient=centered treatment
factors, and management needs

For patients on a GLP-1 RA, consider
incorporating SGLT2i and vice versa
= If GLP-1 RA not tolerated or indicated,
consider DPP-4i (weight neutral)

. Proven benefit refers to label indication (see Table 9.2)

. Low dose may be better tolerated though

less well studied for CVD effects

. Choose later generation SU to lower risk of hypoglycemia
. Risk of hypoglycemia: degludec / glargine U=300

< glargine U-100 / detemir < NPH insulin

Consider country= and region=specific cost of drugs

¥

Incorporate additional agents based on
comorbidities, patient-centered treatment
factors, and management needs

¥

Incorporate additional agents based on
comorbidities, patient-centered treatment
factors, and management needs

“For adults with overweight or obesity, lifestyle modification o achieve and maintain =5% weight loss
and =150 min/week of moderate- to vigoroussintensity physical activity is recommended
(See Section 5: Facilitating Behavior Change and Welkbeing to Improve Health Outcomes).
‘TActioned whenever these become new clinical considerations regardless
of background glucose-fowering medications.
+Most patients enrolled in the relevant trials were on metformin at baseline as glucoss=owering therapy.
“Refer to Section 10: Cardiovascular Disease and Risk Management,
“Refer to Section 11: Chronic Kidney Disease and Risk Management and specific medication

label for eGFR criteria.
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Estudios de seguridad
cardiovascular aGLP-1

MACE

HR Weight
Study Favours GLP-1RA with 95% CI (%)
ELIXA —h— 1.02[ 0.89, 1.17] 14.24
LEADER —— 0.87[ 0.78, 0.97] 17.28
SUSTAIN-6 = 0.74[ 0.58, 0.95] 6.82
EXSCEL —- 0.91[ 0.83, 1.00] 19.20
HARMONY B e 0.78[ 0.68, 0.90] 13.90
REWIND N = 0.88[ 0.79, 0.99] 16.83
PIONEER 6 = 0.79[ 0.57, 1.10] 4.21
AMPLITUDE-O u 0.73[ 0.58, 0.92] 7.53
Heterogeneity: T° = 0.01, I = 50.09%, H® = 2.00
Test of 6= 6;: Q(7) = 12.62, p = 0.08

0.50 0.75 100 125 150

Random-effects empirical Bayes model
Knapp-Hartung standard errors

Giugliano et al. Cardiovasc Diabetol (2021) 20:189



ISGLT-2 beneficios cardiovasculares
vrs placebo y aGLP-1

Desenlace cardiovascular Hussein y colaboradores, 2019 (aGLP-1) = Hussein y colaboradores, 2019 (cuidado estandar)

MACE HR: 1,02 (IC95 %: 0,83 a 1,23) 0,86 (IC95%:0,74a1,01)
ACV no fatal HR: 0,86 (IC 95 %: 0,55 a 1,30) 1,03 (IC95%:0,74a 1,43)
|IAM no fatal HR: 1,08 (0,82 a 1,37) 0,87 (IC95%:0,72a 1,07)

Mortalidad cardiovascular HR: 1,18 (0,86 a 1,59) 0,77 (IC95 %: 0,61 a 0,99)

Mortalidad todas las causas HR: 1,13 (0,92 a 1,39) 0,80 (IC 95 %: 0,68 a 0,95)

Ingreso hospitalario por HR: 0,71 (IC 95 %: 0,53 a 0,93) 0,67 (IC95%:0,53a0,85)
insuficiencia cardiaca

Diabet Med. 2019:36(4):444-452.
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FIRST-LINE THERAPY depends on comorbi

es, patient-centered treatment factors, including cost and access considerations, and

management needs and generally includes metformin and comprehensive lifestyle modification”

ASCVD/INDICATORS OF HIGH RISK, HF, CKDt

RECOMMEND INDEPENDENTLY OF BASELINE A1C,
INDIVIDUALIZED A1C TARGET, OR METFORMIN USE}

+ASCVD/INDICATORS
OF HIGH RISK*

benefit' benefit'

IF A1C ABOVE TARGET

= For patients on a
GLP-1 RA, consider
incorporating SGLT2i
with proven GVD
benefit and vice versa’

= TZD?

+CKD**

CKD and
albuminuria

SGLT2i
with proven
benefit in this
population’

PREFERABLY

SGLT2i with primary evidence
of reducing CKD progression

SGLT2i with evidence of
reducing CKD progression in

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

CKD without
albuminuria
(e.g., eGFR <60
mL/min/1.73 m?)

OR ==

For patients with CKD (e.g., eGFR
<60 mL/min/1.73 m? without
albuminuria, recommend the

following to decrease cardiovascular
risk

benefit'

benefit!

If A1C above target, for patients on
SGLT2i, consider incorporating a
GLP-1 RA and vice versa

If A1C remains above target, consider treatment intensification based on comorbidities,
patient-centered treatment factors, and management needs

—

P

P

o

TO AVOID
THERAPEUTIC
INERTIA

REASSESS AND
MODIFY TREATMENT
REGULARLY
(3-6 MONTHS)

Incorporate agents that provide adequate EFFICACY to achii and

goals

Higher glycemic efficacy therapy: GLP-1 RA; insulin; combination approaches (Table 9.2)

* Consider additional comorbidities, patient-centered treatment factors, and
of therapy, as below:

!

MINIMIZE HYPOGLYCEMIA MINIMIZE WEIGHT GAIN/
PROMOTE WEIGHT LOSS
No/Aow inherent risk of hypoglycemia: PREFERABLY

DPP-4i, GLP-1 A, 8ALT2i, TZD GLP-1 RA with good efficacy for weight loss
For SU or basal insulin, consider agents with

management needs in choice

|

CONSIDER COST AND ACCESS

Available in generic form at lower cost:
= Certain insulins: consider insulin
available at the lowest acquisition cost
=suU
= TZD

¥

. Proven benefit refers to label indication (see Table 9.2)
. Low dose may be better tolerated though

. Choose later generation SU to lower risk of hypoglycemia
. Risk of hypoglycemia: degludec / glargine U=300

lower risk of hypoglycemia®* | | OR -
¢ SGLT2i
IF A1C ABOVE TARGET ] ¢
¢ ’ IF A1C ABOVE TARGET ] l

IF A1C ABOVE TARGET

¥

For patients on a GLP-1 RA, consider
incorporating SGLT2i and vice versa
= If GLP-1 RA not tolerated or indicated,
consider DPP-4i (weight neutral)

¥

Incorporate additional agents based on
comorbidities, patient-centered treatment
factors, and management needs

Incorporate additional agents based on
comorbidities, patient=centered treatment
factors, and management needs

(See Section 5: Facilitating Behavior Change
less well studied for CVD effects

< glargine U-100 / detemir < NPH insulin

Consider country= and region=specific cost of drugs label for eGFR criteria.

¥

Incorporate additional agents based on
comorbidities, patient-centered treatment
factors, and management needs

“For adults with overweight or obesity, lifestyle modification o achieve and maintain =5% weight loss
and =150 min/week of moderate- to vigoroussintensity physical activity is recommended

and Welk-being to Improve Health Outcomes).

‘TActioned whenever these become new clinical considerations regardless
of background glucose-fowering medications.
+Most patients enrolled in the relevant trials were on metformin at baseline as glucoss=owering therapy.
“Refer to Section 10: Cardiovascular Disease and Risk Management,
“Refer to Section 11: Chronic Kidney Disease and Risk Management and specific medication

Diabetes Care Volume 45, Supplement 1, January 2022



ISGLT-2 insuficiencia cardiaca

A Cardiovascular Death or Hospitalization for Heart Failure

1007 6 Hazard ratio, 0.83 (95% Cl, 0.73-0.95)
90 5 P=0.005 for superiority aceb

— b Placebo

& 80 "

g 704

3

= 604 34 Dapagliflozin

o

£ 50 /

e ol 7 >

3 - 1 -

é 30 1 //’_/

3 204 04— T T T T T T 1

v 10 0 180 360 540 720 900 1080 1260 1440

0 T T R 1
0 180 360 540 720 900 1080 1260 1440
Days

No. at Risk
Placebo 8578 8485 8387 8259 8127 8003 7880 7367 5362
Dapagliflozin 8582 8517 8415 8322 8224 8110 7970 7497 5445

D Hospitalization for Heart Failure

7 Placebo
N
£ 5
& Hazard ratio, 0.65 (95% Cl, 0.50-0.85)
£ 4 P=0.002 Empaglifiozin
E
w3
£
= 24
o
o
14
0 T T T T T T T 1
0 6 12 18 24 30 36 42 48
Month
No. at Risk
Empagliflozin 4687 4614 4523 4427 3988 2050 2487 1634 395
Placebo 2333 2271 2226 2173 1932 1424 1202 775 168

DECLARE

EMPA-REG

N Engl ] Med 2015;373:2117-28.

A Hospitalization for Heart Failure

Hazard ratio, 0.67 (95% Cl, 0.52-0.87)

Placebo

Canagliflozin

T 1 T T T T T T T T
0 26 52 78 104 130 156 182 208 234 260 286 312 338

100+ 8-
90 74
T 804 6
£ 704 37
4
& 60
g 2
= 50 2
$ 40 14
w
E 30 0
5 20+
10
O‘I 1
0 26 52
No. at Risk
Placebo

Weeks since Randomization

T r T T 1 T T T T T T
78 104 130 156 182 208 234 260 286 312 338

4347 4267 4198 4123 3011 1667 1274 1256 1236 1210 1180 1158 829 233

Canagliflozin 5795 5732 5653 5564 4437 3059 2643 2610 2572 2540 2498 2451 1782 490

N EnglJ Med 2017;377:644-57.

CANVAS

N EnglJ Med 2019;380:347-57.
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FIRST-LINE THERAPY depends on comorbi

ASCVD/INDICATORS OF HIGH RISK, HF, CKDt

RECOMMEND INDEPENDENTLY OF BASELINE A1C,
INDIVIDUALIZED A1C TARGET, OR METFORMIN USE}

+ASCVD/INDICATORS

+CKD**
OF HIGH RISK*

CKD and CKD without
albuminuria albuminuria
SGLT2I (e.g-, eGFR <60
with proven mUmin/4.73 m?)
benefit in this
population’

PREFERABLY

SGLT2i with primary evidence
of reducing CKD progression

benefit' benefit'

IF A1C ABOVE TARGET

=OR == -

SGLT2i with evidence of
reducing CKD progression in

= For patients on a
GLP-1 RA, consider
incorporating SGLT2i
with proven GVD
benefit and vice versa’

= TZD?

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

For patients with CKD (e.g., eGFR
<60 mL/min/1.73 m? without
albuminuria, recommend the

following to decrease cardiovascular

benefit' benefit!

If A1C above target, for patients on
SGLT2i, consider incorporating a
GLP-1 RA and vice versa

If A1C remains above target, consider treatment intensification based on comorbidities,
patient-centered treatment factors, and management needs

es, patient-centered treatment factors, including cost and access considerations, and
management needs and generally includes metformin and comprehensive lifestyle modification”

TO AVOID
THERAPEUTIC
INERTIA

REASSESS AND
MODIFY TREATMENT

P

P

o

Incorporate agents that provide adequate EFFICACY to achii

REGULARLY
(3-6 MONTHS)

and goals

Higher glycemic efficacy therapy: GLP-1 RA; insulin; combination approaches (Table 9.2)

*  Consider additional comorbidities, patient-centered treatment factors, and management needs in choice

of therapy, as below:

!

MINIMIZE HYPOGLYCEMIA

No/low inherent risk of hypoglycemia:
DPP-4i, GLP-1 RA, SGLT2i, TZD

For SU or basal insulin, consider agents with
lower risk of hypoglycemia®*

¥

IF A1C ABOVE TARGET

¥

Incorporate additional agents based on
comorbidities, patient=centered treatment
factors, and management needs

. Proven benefit refers to label indication (see Table 9.2)

. Low dose may be better tolerated though

less well studied for CVD effects

. Choose later generation SU to lower risk of hypoglycemia
. Risk of hypoglycemia: degludec / glargine U=300

< glargine U-100 / detemir < NPH insulin

Consider country= and region=specific cost of drugs

!

MINIMIZE WEIGHT GAIN/
PROMOTE WEIGHT LOSS

|

CONSIDER COST AND ACCESS

PREFERABLY
GLP-1 RA with good efficacy for weight loss

Available in generic form at lower cost:

= Certain insulins: consider insulin
available at the lowest acquisition cost

SGLT2i " Sv
= TZD
¥ ¥
IF A1C ABOVE TARGET ] l IF A1C ABOVE TARGET

¥ ¥

For patients on a GLP-1 RA, consider
incorporating SGLT2i and vice versa
= If GLP-1 RA not tolerated or indicated,
consider DPP-4i (weight neutral)

Incorporate additional agents based on
comorbidities, patient-centered treatment
factors, and management needs

¥

Incorporate additional agents based on
comorbidities, patient-centered treatment
factors, and management needs

“For adults with overweight or obesity, lifestyle modification o achieve and maintain =5% weight loss
and =150 min/week of moderate- to vigoroussintensity physical activity is recommended
(See Section 5: Facilitating Behavior Change and Welkbeing to Improve Health Outcomes).
‘TActioned whenever these become new clinical considerations regardless
of background glucose-fowering medications.
+Most patients enrolled in the relevant trials were on metformin at baseline as glucoss=owering therapy.
“Refer to Section 10: Cardiovascular Disease and Risk Management,
“Refer to Section 11: Chronic Kidney Disease and Risk Management and specific medication
label for eGFR criteria.
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ISGLT-2 compuesto renal

C Renal Composite
100+
90
80
70
60
50
40
304
20
10
0

Cumulative Incidence (%)

6- Hazard ratio, 0.76 (95% Cl, 0.67-0.87)

5 P\ace’ly

4- Y,
/

3 ﬁagliﬂozin

2 ;

T T T T T T T 1
0 180 360 540 720 900 1080 1260 1440

0

No. at Risk
Placebo 8578
Dapagliflozin 8582

T T T T T T T 1
180 360 540 720 900 1080 1260 1440

Days

8508 8422 8326 8200 8056 7932 7409 5389
8533 8436 8347 8248 8136 8009 7534 5472

Cumulative Probability
of Event (%)

No. at Risk
Empagliflozin
Placebo

100+

Hazard ratio, 0.61 (95% CI, 0.53-0.70)
P<0.001

Empagliflozin

4124
2061

T T T T T T T U
6 12 18 24 30 36 42 48

Month
3994 3848 3669 3171 2279 1887 1219 290
1946 1836 1703 1433 1016 833 521 106

D Composite of 40% Reduction in eGFR, Requirement for Renal-Replacement Therapy,
or Death from Renal Causes

100+ 1
90+
80
70+
60+
504

Hazard ratio, 0.60 (95% Cl, 0.47-0.77)

Canagliflozin

OHNWARUIAO~N0OWOO

40
30
20+
104

0 1 1 |
0 26 52 78

T T T T T T T T T T
0 26 52 78 104 130 156 182 208 234 260 286 312 338

Patients with an Event (%)

44——“_
—

T T T T T T T T
104 130 156 182 208 234 260 286 312 338

Weeks since Randomization

No. at Risk
Placebo 4347 4287 4227 4151 3029 1674 1274 1253 1229 1202 1173 1148 819 229
Canagliflozin 5795 5737 5664 5578 4454 3071 2654 2623 2576 2542 2495 2450 1781 493

DECLARE

EMPA-REG

N Engl ] Med 2015;373:2117-28.

CANVAS

N EnglJ Med 2017;377:644-57.

N EnglJ Med 2019;380:347-57.
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FIRST-LINE THERAPY depends on comorbidities, patient-centered treatment factors, including cost and access considerations, and THAET)
management needs and generally includes metformin and comprehensive lifestyle modification”®

ASCVD/INDICATORS OF HIGH RISK, HF, CKD{

RECOMMEND INDEPENDENTLY OF BASELINE A1C,
INDIVIDUALIZED A1C TARGET, OR METFORMIN USE}

¥ ¥
+CKD**

CKD and CKD without
albuminuria albuminuria

+ASCVD/INDICATORS
OF HIGH RISK*

SGLT2i
with proven
benefit in this
population’

(e.g., =200 mg/g || (e-g., eGFR <60
creatinine) mL/min/1.73 m?)

PREFERABLY

SGLT2i with primary evidence
of reducing CKD progression

[ o | ETupup——

SGLT2i with evidence of
reducing CKD progression in

IF A1C ABOVE TARGET

= For patients on a
GLP-1 RA, consider
incorporating SGLT2i
with proven CVD
benefit and vice versa’

= TZD?

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

For patients with CKD (e.g., eGFR
<60 mL/min/1,73 m?) without
albuminuria, recommend the

following to decrease cardiovascular

risk

¥

GLP-1 [grryery \SGLT2i
RA with OR with

proven proven
CVD CvD
benefit! benefit’

e

If A1C above target, for patients on
SGLT2i, consider incorporating a
GLP-1 RA and vice versa

J

If A1C remains above target, consider treatment intensification based on comorbidities,
patient-centered treatment factors, and management needs

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

Incorporate agents that provide adequate EFFICACY to achieve and maintain glycemic goals
Higher glycemic efficacy therapy: GLP-1 RA; insulin; combination approaches (Table 9.2)

*  Consider additional comorbidities, patient-centered treatment factors, and management needs in choice
of therapy, as below:

MINIMIZE WEIGHT GAIN/
PROMOTE WEIGHT LOSS

MINIMIZE HYPOGLYCEMIA CONSIDER COST AND ACCESS

PREFERABLY Available in generic form at lower cost:

GLP-1 RA with good efficacy for weight loss

No/low inherent risk of hypoglycemia:

DPP-4i, GLP-1 RA, SGLT2i, TZD = Certain insulins: consider insulin

For SU or basal insulin, consider agents with available at the lowest acquisition cost

lower risk of hypoglycemia® | [ ;.5(?32_ ______________ =SU
J, 3 ' = TZD
[ IF A1C ABOVE TARGET ] ‘l’
[ IF A1C ABOVE TARGET ] [ IF A1C ABOVE TARGET

1.

ha

IS

Incorporate additional agents based on

comorbidities, patient-centered treatment
factors, and management needs

For patients on a GLP-1 RA, consider
incorporating SGLT2i and vice versa
= |f GLP-1 RA not tolerated or indicated,
consider DPP-4i (weight neutral)

¥

Incorporate additional agents based on
comorbidities, patient-centered treatment
factors, and management needs

Incorporate additional agents based on
comorbidities, patient-centered treatment
factors, and management needs

AFor adults with overweight or obesity, lifestyle modification to achieve and maintain =5% weight loss
and =150 min/week of moderate- to vigorous~intensity physical activity is recommended
(See Section 5: Facilitating Behavior Change and Welk-being to Improve Health Outcomes),
tActioned whenever these become new clinical considerations regardless
of background glucose-lowering medications.
1Most patients enrolled in the relevant trials were on metformin at baseline as glucose-lowering therapy.
*Refer to Section 10: Cardiovascular Disease and Risk Management.
*“Refer to Section 11: Chronic Kidney Disease and Risk Management and specific medication
label for eGFR criteria.

Proven benefit refers to label indication (see Table 9.2)

Low dose may be better tolerated though
less well studied for CVD effects

Choose later generation SU to lower risk of hypoglycemia

Risk of hypoglycemia: degludec / glargine U=300
< glargine U-100 / detemir < NPH insulin

Consider country= and region=specific cost of drugs
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ADA 2022 terapia inyectable

k TO AVOID
THERAPEUTIC

Use Principles in Figure 9.3, including reinforcement of behavioral INERTIA
interventions (weight management and physical activity) and provision MODIEY TREATMENT

of DSMES to meet individualized treatment goals REGULARLY

(3-6 MONTHS)

)

Consider GLP-1 RA in most patients prior to insulin?
INITIATION: Initiate appropriate starting dose for agent selected (varies within class)
TITRATION: Titrate to maintenance dose (varies within class)
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Sitios de accion de aGLP-1

Glucose storage
and production

Insulin Glucose
secretion storage and use
Delayed bt pcdl '
gasfric
emptyin
Ping BLOOD Glucose uptake
> and FFA release
GLUCOSE
Glucagon
secretion Glucose
reabsorption

Incretin

Neurotransmltter
release

release

Bailey CJ, etal. Clin Pharmacol Therapeutics 2015;98:170-84
DeFronzo RA, et al. Diabetes 2009;58:773-95



Reduccion HbA1C en diabéticos no
controlados (HbAlc 7.5 - <10%)

Metaanalisis de comparaciones directas e indirectas.
Estudios incluidos: 39 (n=17,860)

Insulina
Bifasica

Insulina INH
Basal TZD’s Glinidas DPP IV I.A.G.

lLiu SC Diabetes Obes Metab 2012: 14: 810—-820



aGLP-1 HbA1C

GETGOAL-X LEAD-6 DURATION-1 =~ DURATION-5 DURATION-6 =~ HARMONY 7 AWARD-1 AWARD-6 SUSTAIN-3 SUSTAIN-7

-0.8

124 P<0.0001

-1.4-

S —
— P<0.0010
P<0.0018

-1.6

P<0.0001

Change in HbA, compared with baseline (mmol/mol)
|
5

-1.8 1

i

S——
-20 #
P=0.0023 B Exenatide twicedaily [ Liraglutide L] Albiglutide B Semaglutide

[] Lixisenatide [ Exenatide once weekly [ Dulaglutide

PP-DG-PE-0098 MATERIAL EXCLUSIVO PARA MEDICOS JUNIO
2020 Nature Reviews Endocrinologyvolume 14, pages390-403(2018)



ADA 2022 terapia inyectable

If injectable therapy is needed to reduce A1C'

Consider GLP-1 RA in most patients prior to insulin?

INITIATION: Initiate appropriate starting dose for agent selected (varies within class)
TITRATION: Titrate to maintenance dose (varies within class)

22

Iif above A1C target

2

Add basal insulin®

Choice of basal insulin should be based on patient-specific considerations, including cost.
Refer to Table 9.4 for insulin cost information.

If already on GLP-1 RA or if GLP-1 RA
not appropriate OR insulin preferred

(A AR XA NN NY)
(AR X RN )
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Insulinas basales

5 NPH insulin {(12-16h) Insulin glargine U300 (~32h)
— Insulin glargine U100 (~24h) Insulin degludec

*7 Insulin detemir (~20-24h) U100 and U200 (~42h)

3 4

GIR (mg/kg per min)

T T T I T | T | | T T |
0 2 4 6 8 10 12 14 16 15 20 22 24

Time (h)

MathieuC, et al . Nature Reviews Endocrinology 13, 385-399 (2017)



Estudio Treat-to-Target

350 DBasal —e— Insulin glargine

o 7 insulin
O . ]
S 300 . NPH insulin
0
S 250
e
g3 200 . :

© 150
g £ A |
2N 100 \ v/\
o '\‘}"I " _
o
g-\ 8 30 7 « ..-f"\"M
T= ol ~ B L D

20:00 22:00 24:00 2:00 4:00 6:00 8:00 10:00 12:00 14:00 16:00 18:00 20:00
*P<.05 (between treatment). Time

Diabetes Care 2003;26(11) 3080-6.



Hipoglicemia confirmada o severa

At any time of day (24 h) Nocturnal (00:00-05:59 h)
Cumulative mean numbers of confirmed Cumulative mean numbers of confirmed
(70 mg/dL [£3.9 mmol/L]) or severe events (70 mg/dL [£3.9 mmol/L]) or severe events
10 1 3 -
— Gla-300 — Gla-300
— Gla-100 — Gla-100
8 -
6 -
4
2 7 -
Rate ratio 0.86 (0.77 to 0.97) Rate ratio 0.69 (0.57 to 0.84)
P=0.0116 P=0.0002
0 T T T T T T 1
0 4 8 12 16 20 24 28 0 4 8 12 16 20 24 28

Time, weeks Time, weeks

Adapted from Ritzel R etal. Diabetes Obes Metab. 2015;17:859-67



Hipoglicemia insulina basal

* Limitante
e Definir causa vy corregir

* Sin causa evidente reducir dosis 10-20%
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ADA 2022 terapia inyectable

Add basal insulin®
Choice of basal insulin should be based on patient-specific considerations, including cost.
Refer to Table 9.4 for insulin cost information.

. 2

Add basal analog or bedtime NPH insulin

INITIATION: Start 10 units per day OR 0.1-0.2 units/kg per day
TITRATION:
= Set FPG target (see Section 6: Glycemic Targets)

= Choose evidence-based titration algorithm, e.g., increase 2 units every 3 days to
reach FPG target without hypoglycemia

= For hypoglycemia determine cause, if no clear reason lower dose by 10-20%

Assess adequacy of basal insulin dose
Consider clinical signals to evaluate for overbasalization and need to consider adjunctive

therapies (e.q., basal dose more than ~0.5 units’ka/day, elevated bedtime=morning
and/or post-preprandial differential, hypoglycemia [aware or unaware], high variability)
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Sobrebasalizacion

0.5 1U/kg 0.7 IU/kg 1.0 IlU/kg _
I o L L 1 2 4,49
v 5
c g 3,90
= [ -
> o
%l - 8
4 -
s S 2,85
£ =T
2 g9
A gL
T C
S - o 8 - 1,1
o ™ T o
I - 1,26 &3 0.7
> -
T "1,49 1,43 £
4 -1,61 -1,59 -1,57 © T T
Dose cut-off g 0.5 1U/kg 0.7 IlU/kg 1.0 IU/kg

Dose cut-off

B At or below cut-off W Prior to exceeding cut off dose

Analisis agrupado de perfiles de glucemia de 15 estudios treat-to-target en los que

pacientes con DMT2 fueron tratados con insulina glargina y ADOs por 224 semanas

Reid T, et al. Int J Clin Pract 2016;70:56-65



Sobrebasalizacion

* Dosis basal > 0,5 U/kg/dia
* Hiperglicemia ayunas

* Hiperglicemia al acostarse
* Hipoglicemias

* Alta variabilidad glicémica



Sobrebasalizacion

0 | 2 3

mg/dl Prom. 101 mg/dL

A00 +

300

200

150

100

sab 28/11 dom 2

-
J

108 mg/dL

Aun 30/11 mar 1/12

122 mg/dL

mié 2/12

118 mg/dL

12

13 |4

102 mg/dL

15

vie 4/12

155 mg/dL

PROM.

18

19 20

110 mg/dL

Objetivo

21 22 B3

112 mg/dL

Marcador de
comida ©

Nl

140



ADA 2022 intensificacion

LA AR L LR R SRR LENNYERRNRELELENYY)

Consider GLP-1 RA
if not already in
regimen

For addition of
GLP-1 RA, consider
lowering insulin dose
dependent on current
glycemic assessment

and patient factors

If above A1C target
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Mecanismos complementarios
insulina basal y arGLP-1

Insulina Basal

o, , Correlacion clinica:
Disminucion de la produccion

- . Control de Glucosa
hepatica de glucosa al disminuir la

e lasmatica en ayuno (GPA
gluconeogénesis y glucogendlisis. P y ( ) ‘

Control glucémico mas

completo

arGLP-1 de accion corta
Actua en la funcion de la célula Correlacion clinica:
beta y alfa, retraso en el » Control de Glucosa
vaciamiento gastrico Postprandial (GPP)

Wang et al. Diab Care 2010; 33: 1555—60. 2. Baggio and Drucker Gastroenterol 2007; 132: 2131-57. 3. Holst et al. Physiol Rev 2007; 87: 1409-39



LixiLan O

0,0

-0,2

-0,4

-0,6

-0,8

-1,0

1,2

-1,4

-1,6

-1,8

cambio HbA1C

Cambio en HbA,_ (%)
i . iGlarLixi
. . insulinaglargina
100 Unidades/mL
lixisenatida
- p<0.0001
p<0.0001

Diabetes Care 2016;39:2026—2035



LixiLan O porcentaje d pacientes
gue logran meta HbA1C

O . iGlarLixi
insulinaglarg ina
00 U/mL

lixisenatida

Diabetes Care 2016;39:2026—2035



LixiLan O glicemia ayunas

mmol/L M iGlarLixi (n=468) mg/dL
10 1 M iGlar (n=466) -0
Lixisenatide (n=233)
9 | — 162
8 - — 144

— 126
(119.1 mg/dL)

¢

23

(115.8 mg/dL)

I I I I I I — 108
S BL 4 8 12 24 30 30

Semana

Diabetes Care 2016;39:2026—2035



LixiLan O glicemia 2 hpp

-~ 0 0 r
T -3.2 e
S -20- [-0.2] -1 3
< -
S —40- "2 g
£ g
- -3
2 =60 2
(0 5
S -80- _38.4* F4
o 95% Cl: —45.0 t0 -31.9 . 2
N "
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Diabetes Care 2016;39:2026—2035



LixiLan O peso

Cambio promedio + EE

| I iGlarLixi (n=468)

M iGlar (n=466)
Lixisenatide (n=233) §+1-1 kg

[
BL 4 8 12 18 24 30 30
LOCF

Semana

1,5 -
1,0 -
o ]
o]
€
S 00 -
-0’5 - I
-1.4kg
-1,0
95% IC: —1.9 a —0.9
p<0.0001
-1,5
2,0
-2,5 +2 kg* J
95%IC: 1.4 a 2.6

-3,0 -

Diabetes Care 2016;39:2026—2035



ADA 2022 intensificacion

If above A1C target

2

Add prandial insulin®
Usually one dose with the largest meal or meal with greatest PPG excursion; prandial
insulin can be dosed individually or mixed with NPH as appropriate

INITIATION: TITRATION:
= 4 units per day or 10% of basal = Increase dose by 1-2 units
insulin dose or 10-15% twice weekly
= |f A1C <8% (64 mmol/mol) consider = For hypoglycemia determine
lowering the basal dose by 4 units per cause, if no clear reason lower
day or 10% of basal dose corresponding dose by 10-20%
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If above A1C target
Stepwise additional Consider self-mixed/split insulin regimen Consider twice daily premixed
Injections of Can adjust NPH and short/rapid-acting insulins insulin regimen
prandial insulin separately INITIATION:
(i.e., two, then three INITIATION: = Usually unit per unit
additional injections) = Total NPH dose = 80% of current NPH dose at the same total
, insulin dose, but may
\I, = 2/3 given before breakfast require adjustment to
= 1/3 given before dinner individual needs
Proceed to full = Add 4 units of short/rapid-acting insulin to TITRATION:
basal-bolus regimen each injection or 10% of reduced NPH dose » Titrate based on
(i.e., basal insulin and TITRATION: individualized needs
prandial insulin with = Titrate each component of the regimen
each meal) based on individualized needs

Diabetes Care Volume 45, Supplement 1, January 2022



Manejo de la presion arterial



ADA 2022 Presion arterial

 Toma de presion arterial en cada visita
* Debe de individualizarse las metas

e >120/80 mmHg intensificar estilos de vida
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ADA 2022 Presion arterial metas

Alto riesgo cardiovascular Bajo riesgo cardiovascular
<130/80 mmHg <140/90 mmHg
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SPRINT

150+
)
T 1404 Standard treatment
£
E
e
?
7] ]
o 130
o
T
<]
=)
oM
%]
= 120
S
0
>
n Intensive treatment
110
I | I | | I
0 1 2 3 4 5
Years

N EnglJ Med 2015;373:2103-16



SPRINT

A Primary Outcome

Cumulative Hazard

1.0+ 0.105 Hazard ratio with intensive treatment,
0.75 (95% Cl, 0.64-0.89)

0.08
0.8 Standard treatment

0.06-
0.6-

0.04 Intensive treatment
0.4- 0.02-

0.00 I T I
0.2 0 1 3 4 5

e ——————
0.0 1 | I
0 1 2 4
Years

N EnglJ Med 2015;373:2103-16



ADA 2022 Presion arterial farmacos

* Evidencia de reduccidon eventos cardiovasculares
* [ECAS

* ARA I

 Calcio-antagonistas

* Diuréticos tiazidicos



Cont

Initial BP >140/90 and
<160/100 mmHg

[ Initial BP 2160/100 mmHg ]

! ! !

Y

( Start one agent ) [ Lifestyle management ] ( Start two agents J

v

Y

rol de presion arteria

[ Albuminuria or CAD* Albuminuria or CAD*
ki k3 ki T
Start one drug: Start: Start drug from Start:
=« ACEi or ARB = ACEi or ARB 2 of 3 options: = ACEi or ARB
s CCB*** = ACEi or ARB and
= Diuretic** = CCB*** » CCB*** or Diuretic**

l = Diuretic**

y

| I
Treatment tolerated Not meeting target

and target achieved

l

1
Adverse effects

Add agent from
complementary drug class:

Continue therapy

Consider change to
alternative medication:

= ACEi or ARB = ACEi or ARB
. CCB*** ™ CCB***
= Diuretic** = Diuretic**
Not meeting target Adverse
on two agents ‘ ; effects —’

Treatment tolerated
and target achieved

Continue therapy

1
Not meeting target or
adverse effects using a drug
from each of three classes
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ADA 2022 prevencion primaria

40 A 75 ANOS 20 A 39 ANOS CON FACTORES DE 50 A 70 ANOS MULTIPLES FACTORES
ESTATINA MODERADA INTENSIDAD RIESGO CARDIOVASCULARES DE RIESGO CARDIOVASCULARES
ADICIONALES USAR ESTATINA ESTATINA DE INTENSIDAD ALTA
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CARDS MACE

50 Primary endpoint: major cardiovascular events

Relative risk —37% (95% Cl —52 to —17), p=0-001

== Placebo
= Atorvastatin

[
N
|

Cumulative hazard (%)
=
o
|

w
I

0 ! I 1
Number at risk
Placebo 1410 1351 1306 1022 651 305
Atorvastatin 1428 1392 1361 1074 694 328

Lancet 2004; 364: 685-96



CARDS MACE

Primary endpoint
Acute coronary events

Coronary
revascularisation

Stroke

Number of patients with

an event (%)

Placebo

127 (9-0%)
77 (5:5%)
34 (2-4%)

39 (2-8%)

Atorvastatin
10 mg

83 (5-8%)
51(3-6%)
24 (1-7%)

21 (1-5%)

-

| I 1 |
0-2 0-4 06 0-8 1.0 1.2

Hazard ratio (95% Cl) p

0-63 (0-48-0-83) 0-001
0-64 (0-45-0-91)

0-69 (0-41-1-16)

0-52 (0-31-0-89)

Lancet 2004; 364: 685-96



Intensidad estatinas

Table 10.2—High-intensity and moderate-intensity statin therapy*

High-intensity statin therapy Moderate-intensity statin therapy
(lowers LDL cholesterol by =50%) (lowers LDL cholesterol by 30-49%)
Atorvastatin 40—-80 mg Atorvastatin 10-20 mg
Rosuvastatin 20—40 mg Rosuvastatin 5-10 mg

Simvastatin 20—40 mg
Pravastatin 40—-80 mg
Lovastatin 40 mg
Fluvastatin XL 80 mg
Pitavastatin 1-4 mg

*Once-daily dosing. XL, extended release.
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ADA 2020 prevencion secundaria

O

ESTATINAS ALTA INTENSIDAD NO METAS NO TOLERANCIA ESTATINAS
ADICIONAR EZETIMIBE O PCSK9 INTENSIFIACADAS USAR DOSIS
MAXIMA TOLERADA

Diabetes Care Volume 43, Supplement 1, January 2020



ADA 2020 triglicéridos

3o

> 500 TRATAMIENTO FARMACOLOGICO 175-499 REFORZAR ESTILOS DE VIDA, 135-499 CON ECV O FACTORES DE
CONTROL GLICEMICO Y BUSCAR RIESGO CARDIOVASCULAR CONSIDERAR
CAUSAS ADICIONALES FARMACOS

Diabetes Care Volume 43, Supplement 1, January 2020



REDUCE-IT MACE

A Primary End Point

100+ 30+
Hazard ratio, 0.75 (95% Cl, 0.68-0.83) -
90 P<0.001
__ 30 20 PIaceI::c‘).,-"
BQ ".'-
'g 707 ._,."O' Icosapent ethyl
& 60 104
S
< 50 B
3 i
ﬂ 40 0 | I I | 1
5 s 0 1 2 3 4 5
- IO .
o 20_ -‘---"‘--.
].0_ - ."‘-.-.‘
0 T T I I I
0 1 2 3 4 5
Years since Randomization
No. at Risk
Placebo 4090 3743 3327 2807 2347 1358

Icosapent ethyl 4089 3787 3431 2951 2503 1430

N EnglJ Med 2019;380:11-22
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Conclusiones

TN

REDUCTION IN DIABETES COMPLICATIONS
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controlar los
resultados



“La informacién contenida en esta presentacion esta dirigida al profesional de la salud con la intencién de brindar informacidn cientifica de interés y refleja
las consideraciones del autor y nolas de SANOFI. Cualquier indicacién OFF LABEL mencionada sera con el Unico objetivo de intercambio cientifico y no
representa una promocion. SANOFI no recomienda indicaciones que no estén contenidas en la informacion para prescribir aprobada de sus productos enla
Entidad Regulatoria de cada pais.” MAT-AW-2200067-1.0-(05/2022)
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