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To avoid
clinical inertia
"\ reassess and
FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY) modify

IF HbA,;. ABOVE TARGET PROCEED AS BELOW Lo treatrlnelnt
regular
N N N NN NN SN SN NN NN BN NN SEN NN BN BN S SN BN SN NN S SN BN NN NN SN BN BN NN S S BN SN S S S S . J‘,g, 0--‘],1-1 ——
NO

Established ASCVD or CKD

Without established ASCVD or CKD
ASCVD predominates

HF OR CKD predominates

PREFERABLY Compelling need to minimise hypoglycaemia Compelling need to minimise weight . L. .
EIT(;'ER SGLT-2i SGLT-2i with evidence of reducing HF gain or promote weight loss Cost is a major issue
R . ion i »
GLP-1RA / with proven It} I LA pr°§gzsz';’t”eln ¢ DPP-4i
with proven CVD benefit*, o GLP-1RA = [ prrHER

If SGLT-2i not tolerated or contraindicated
or if eGFR less than adequate’ add GLP-
1RA with proven CV benefit*

CVD benefit* if eGFR
adequate’

wi_th good /OR
efficacy for
weight loss**

SGLT-2if

If HbA;
above target

If HbA;
above target

If HbA;. If HbA;c
above target

above target

If HbA;c above target

If HbA;. above target

o _Dit
If HbA, above target SGLT-2i* SGLT-2i* SLP 1RA e a
OR OR

If HbA;. above target

' GLP-1RA
) ) ) DPP-4i DPP-4i SGLT-2it with good efficacy
If further intensification is required or . Avoid TZD in the setting of HF ' for weight loss**
patient is now unable to tolerate GLP-1RA ' _ _
and/or SGLT-2i, choose agents Choose agents demonstrating CV safety: _ GLP-1RA
demonstrating CV safety: . Consider adding the other class with ' If HbA,. above target If HbA;. above target
proven CVD benefit* '
. Consider adding the other class . DPP.-4i (r;ot s??;agliptin)(;in the ) '
(GLP-1RA and/or SGLT-2i) with setting of HF (if not on GLP-1RA If HbA,. above target If triple therapy required or SGLT-2i
Br;)};/ir; i(f:\rlmlgtboer:u(e;ffp iRA . Saslzlal insuling ' aon:t/o.r ﬁl-'P_tlle ngt EO'ZZZ;ed 2; Insulln therapy basal msulm
° - - ‘ contraindicated use regi wi
. Basal insuling i [ Continue with addition of other agents as outlined above ] lowest risk of weig%t gain
. TZD1 . Consider DPP-4i OR SGLT-2i
. sull PREFERABLY with lowest acquisition cost**

DPP-4i (if not on GLP-1RA)
If HbA;c above target based on weight neutrality

Consider the addition of SU!l OR basal insulin:
. Choose later generation SU with lower risk of hypoglycaemia
. Consider basal insulin with lower risk of hypoglycaemia#

If DPP-4i not tolerated or
contraindicated or patient alread on

° SUll e TZD' e Basal |nsul|n

*Proven CVD benefit means it has label indication of reducing CVD events. For GLP-1RA strongest evidence for liraglutide>semaglutide>exenatide extended release. For SGLT-2i evidence modestly stronger for empagliflozin>canagliflozin;
F**Semaglutide>liraglutide>dulaglutide>exenatide>lixisenatide; *1If no specific comorbidities (i.e. no established CVD, low risk of hypoglycaemia and lower priority to avoid weight gain or no weight-related comorbidities); ¥**Consider country- and region-specific cost of drugs. In some
countries, TZDs relatively more expensive and DPP-4i relatively cheaper
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2022 USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES

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

REGULARLY
(3-6 MONTHS)

Goal: Cardiorenal Risk Reduction in High-Risk Patients with Type 2 Diabetes (In a n to comprehensive CV risk management)* -é Goal: Achievement and Maintenance of Glycaemic and Weight Management Goals

T0 AVOID
THERAPEUTIC
INERTIA REASSESS.

+ASCVDt +Indicators of high risk +HF

+CKD Glycaemic Management: Choose Achie\{ement and Maintenance of
Defined differently across While definitions vary, most Current or prior eGFR < 60 mU/min per 1.73 m? OR approaches that provide the Weight Management Goals:
CVOTs but all included comprise 2 55 years of age symptoms albuminuria (ACR 2 3.0 mg/mmol efficacy to achieve goals: [ et individualised weight management gaals ]
individuals with established with two or more additional of HF with (30mg/g)). These measurements Metformin OR Agentls) including
CVD (e.g. MI, stroke, any risk factors (including obesity, documented may vary over time; thus, a repeat COMBINATION therapy that provide
revascularisation procedure). hypertension, smoking HFrEF or HFpEF measure is required to document CKD. adequate EFFICACY to achieve General lifestyle advice: Intensive evidence-
Variably included: conditions dyslipidaemia or albuminuria) and maintain treatment goals medical nutrition based structured
such as transient ischaemic ¢ ) . 9 ) therapy/eating patterns/ weight management
attack, unstable angina, : Consui'er'avt?lda.nce o'f hy.pm:;l.ycaemla a physical activity programme
amputation, symptomatic +CKD (on ma;(:An[l:E!ll‘y\;;l)eraled dose priority in high-risk individuals
i 0 I
o asynll_tptnn::hc coronary L] Consider medication Consider metabolic
CULpLE . PREFERABLY In general, higher efficacy approaches for weight loss surgery
| ! SGLT2S with ori id ¢ have greater likelihood of achieving
ith proven I w.lt primary evidence o glycaemic goals When choosing glucose-lowering therapies:
. e HF benefit reducing CKD progression . X .
+ASCVD/Indicators of High Risk in this o SELT2 i ooonle i an oGFR » 20 il Efficacy for glucose lowering Consider regimen with high-to-very-high dual
se 1 1In peopte with an el 2Z0ml PR n .
population min per 1.73 m? once initiated should be Very High: glucose and weight efficacy
GLP-1 RA* with proven SGLT2i¢ with proven inued until dialysis or transplantation Dulaglutide (high dose), -
CVD benefit CVDberefit 10§ = |l------ R------ Semaglutide, Tirzepatide : :
GLP-1 RA with proven CVD benefit if Insulin Efficacy for weight loss
SGLT2i not tolerated or contraindicated Combination Oral, Combination Very High:
i - i S lutide, Tirzepatid:
If HbA, above target Injectable ((:ll.Ph1 RA/Insulin) emaglu |H .e hlrlepa ide
" igh: igh:
IfHbA, above target, for patients GLP-1 RA (not listed above), Metformin, Dulaglutide, Liraglutide
on SGLT2i, consider [ncnrporatlng a S6LT2i, Sulfonylurea, 120 Intermediate:
« For patients on a GLP-1 RA consider adding SG6LT2i with GLP-1RA or vice versa e GLP-1RA (not listed above), SGLT2i
proven CVD benefit or vice versa DPP-4i ’ Neutral:
- T DPP-4i, Metformin
v l N
[ If additional cardiorenal risk reduction or glycaemic lowering needed }— —[ If HbA, above target ]
*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 dentify barriers to goals:
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 y. goass: " . .
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 S6LT2i, CV/ ° Eons!der DSMES referral to .support. self—efflctacy "_‘ achlevemer!t of goals .
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; * CD“S'.der technology (e.g. d'ag"f’s"c C6M) to |.dent|fy therapeutic gaps and tailor therapy
# 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 hed/high risk of CVD. « Identify and address SDOH that impact on achievement of goals

Davies MJ, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NIV, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB

Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetologia 2022; https://doi.org/10.1007/s00125-022-05787-2.
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In general, higher efficacy approaches
have greater likelihood of achieving
glycaemic 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

Davies MJ, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NIV, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB

Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetologia 2022; https://doi.org/10.1007/s00125-022-05787-2.
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SEPTEMBER 22, 2022 VOL. 387 NO. 12

Glycemia Reduction in Type 2 Diabetes — Glycemic Outcomes

The GRADE Study Research Group*

Table 2. Primary and Secondary Metabolic Outcomes.*

Outcome

Primary metabolic outcomef
Participants — no. (%)

Rate/100 participant-yr (95% Cl)

Pairwise hazard ratios (95% Cl)

Glargine
Glimepiride
Liraglutide

Hazard ratio in the treatment group as
compared with all other treatments
combined (95% CI)

Glargine
(N=1263)

852 (67.4)

26.5
(24.8-28.4)

0.87
(0.80-0.94)§

Glimepiride
(N=1254)

908 (72.4)

30.4
(28.4-32.4)

0.89

(0.81-0.98):

1.01
(0.93-1.09)

Liraglutide
(N=1262)

860 (68.2)

26.1
(24.4-27.9)

1.02
(0.93-1.12)

1.15
(1.04-1.27)9

0.84
(0.78-0.91)§

Sitagliptin
(N=1268)

981 (77.4)

38.1
(35.8-40.6)

0.71
(0.64-0.78)§

0.79
(0.72-0.88)§

0.69
(0.63-0.76)§

1.37
(1.27-1.48)§

N Engl J Med 2022;387:1063-74.

@ @eldoctorcastillo
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—— Sitagliptin Glimepiride Liraglutide Glargine
A Primary Metabolic Outcome B Secondary Metabolic Outcome
100+ : 100+
90 i 90
& 801 I g s0-
g 704 g 704
5 ' g
S 60+ | S 60
B ! i
£ 50 i £ 50+
[) ! o
2 404 ! 2 40 j
Lé 30+ P<0.001 by !og-rank test Lé 304 !
I I
S 204 | S 201 i
10 ; 10 !
0 ; 0 ’
No. Contributing Data over Time ! No. Contributing Data over Time !
The NEW ENGLAND 66 =

JOURNAL o MEDICINE 0 1 2 3 4 5 6 0 1 2 3 4 5 6
SEPTEMBER 22, 2022 [P Years since Randomization Years since Randomization
Glycemia Reduction in Type 2 Diabetes — Glycemic Outcomes
The GRADE Study Research Group* C Tertiary Metabolic Outcome D Mean Glycated Hemoglobin Level
100+ : 7.6
90 i
g 80 i 7.4+
] i |
£ 70 l 7.2
< 604 i =
s] ! X
£ 50 ! S 704
() I [7)
2 40 ! 3
2 | T 638
S 30 ! c Redm
E o e
v | 6.6
10 !
0 .
No. Contributing Data over Time - 6.4
5047 T 3028
Wwwml
T T 0.0 T T T T T T T : T
0 1 2 3 4 5 6 0 1 2 3 4
Years since Randomization Years since Randomization

N Engl J Med 2022;387:1063-74.
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Glycemia Reduction in Type 2 Diabetes — Glycemic Outcomes

The GRADE Study Research Group*

N Engl J Med 2022;387:1063-74.

— Sitagliptin

Glimepiride

A Primary Metabolic Outcome

100-
90-
Q80+
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S
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©
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P<0.001 by log-rank test

No. Contributing Data over Time

B T ———
| | | | | |
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Years since Randomization




HIPOGLUGEMIA

en diabetes tipo |




2686

U

ORIGINAL PAPER

@I[U» THE INTERNATIONAL JOURNAL OF

CLINICAL PRACTICE

How much is too much? Outcomes in patients using

high-dose insulin glargine

T. Reid," L. Gao,? J. Gill,> A. Stuhr, L. Traylor,® A. Vlajnic,> A. Rhinehart”

d Int J Clin Pract, January 2016, 70, 1, 56-65

l@l @eldoctorcastillo
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@ THE INTERNATIONAL JOURNAL OF

ORIGINAL PAPER CLINICAL PRACTICE
How much is too much? Outcomes in patients using
high-dose insulin glargine

T. Reid," L. Gao,? J. Gill,> A. Stuhr,® L. Traylor,> A. Vlajnic,> A. Rhinehart*

( A) Dose cut-off
—0-5-1J/kg 0.7 1U/kg 1.0 IU/kg

:\c? 0.0 ' '
.GE, —0.5
)

0.5UlI/Kg n: 2837 5 10
o] 15 1

) N —1.5 1 - y ~1.26
53-59 afios 5 161149 _1.59 ~1:43 —1.57
7.6 —-9.5 anos con DM?2 "é —2.0 p = 0.0035 p =0.0017 o = 0.0007

% —2.5 1
c
© _30-
=
<< -35-

= At or below cut-off Exceeding cut-off

O Int J Clin Pract, January 2016, 70, 1, 5665 I@l @eldoctorcastillo
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Weight change from baseline to
Week 24 (kg)

@ THE INTERNATIONAL JOURNAL OF

ORIGINAL PAPER CLINICAL PRACTICE

How much is too much? Outcomes in patients using
high-dose insulin glargine

T. Reid," L. Gao,? J. Gill,> A. Stuhr,® L. Traylor,> A. Vlajnic,> A. Rhinehart*

Dose cut-off 0.5 1U/kg

= Prior to exceeding dose cut-off

O Int J Clin Pract, January 2016, 70, 1, 56-65

= At or below cut-off ~ Exceeding cut-off 6.0 -
9 ~
® g 507 449
z S I 3.90
e N 2E 40 [
p < 0.001 p < 0.001 o B 2.85
E S 30] |
2.41 2.38 232 g 8.
o
167 1.77 28 2071155
1.38 §_’ E’ 1.12
£3 10 0.85 oss 071 0.46
0.27 ' T
0.12 0.11
| | 0.0 1 . - 3
0.5 1U/kg 0.7 IU/kg 1.0 1U/kg Overall |Nocturna| ‘ Overall |Nocturnal ‘ Overall |Nocturna|
S / 0.7 IU/kg 1.0 IU/kg

After exceeding dose cut-off

www.eldoctorcastillo.com
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A
10+ —@- Glargine
—@- Sitagliptin ,l ,l 37
9 - T . 0
g &
< T
o]
2 7 -1.72%
6
54
T T T T
0 12 24 Endpoint
Weeks
. . . o e s e . . . -+
Insulin glargine versus sitagliptin in insulin-naive patients @ ' B
with type 2 diabetes mellitus uncontrolled on metformin 100 —@ HbA_<7%, glargine
: i i - H — -O- HbA _<6-5%, glargine
(EASIE): a multicentre, randomised open-label trial : _@- HbA" 7% sitaglptin
Pablo Aschner*, Juliana Chan*, David R Owens, Sylvie Picard, Edward Wang, Marie-Paule Dain, Valérie Pilorget, Akram Echtay, Vivian Fonseca, on 2 80 'O - HbA1c <6~5%, sitagliptin
behalf of the EASIE investigators é
g [ )
5 604
=
% 1.6 x
$ 40+ 8
S
g
\%
%, 20 0 2.5 X
]
T
0 T
Endpoint
Weeks

O The Lancet PublishedonlineJune?,2012 DOI:10.1016/S0140-6736(12)60439-5 www .eldoctorcastillo.com
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0.5x0.5

“El control glucemico se alcanzé con
0.5 U/Kg y con tan solo una ganancia
de peso de 0.5 Kg”

O The Lancet PublishedonlineJune?,2012 DOI:10.1016/S0140-6736(12)60439-5 www .eldoctorcastillo.com



Use of Glucose-Lowering Medications in the Management of Type 2 Diabetes

To avoid
therapeutic
HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT i"ea’:j:'ﬁ::;;ss

EDUCATION AND SUPPORT; SOCIAL DETERMINANTS OF HEALTH trreegammt
(3-6 months)

Goal: Cardiovascular and Kidney Risk Reduction in Goal: Achievement and Maintenance

High-Risk Individuals with Type 2 Diabetes* of Weight and Glycemic Goals
p l N - l .
+Indicators of + + . .
+ASCVD' high CVD risk . :"F ) PR <60 SKD“ 3 OR +Weight +Achievement and maintenance
urrent or prior eGFR <60 mL/min/1.73 m management f
symptoms of HF albuminuria (ACR =3.0 mg/mmol g of glycemic goals
with documented [30 mg/g]). Repeat measurement -~ <7\ <
4 4 HFrEF or HFpEF is required to confirm CKD
+ASCVD/indicators of high CVD risk* p h 4 L, A 4 .
) ( - - Efficacy Metformin or other agent (including
GLP-1RA* SGLT2i* with for weight combination therapy) that provides
with proven proven CVD SGLT2it +CKD (on maximally tolerated loss adequate EFFICACY to achieve and
CVD benefit ) ( benefit with proven HF benefit dose of ACEi or ARB) S—— maintain glycemic treatment goals
in this population o Prioritize avoidance of hypoglycemia
SGLT2it with primary evidence Semaglutide, in high-risk individuals
of reducing CKD progression tirzepatide \ J
4 4 + SGLT2ican be started with High:
eGFR =220 mL/min/1.73 m? . L 4
If A1Cis above goal « Continue until initiation of Dulaglutide,
dialysis or transplantation g it Efficacy for glucose lowering
« Glucose-lowering efficacy is reduced :
with eGFR <45 mL/min/1.73 m? Intermediate: Very high:
GLP-1RA (not Dulaglutide (high dose), semaglutide,

« Forindividuals on a GLP-1 RA, consider adding

Vic ! listed above), tirzepatide, insulin
gg;‘:’lg Z{v)l:\t; Froven CVD benefit or vice versa SGLT2i Combination oral, combination
| GLP-1 RA* with proven CKD benefit | Neutral: jpicgtabl el R RAand instin)

Metformin, High:
DPP-4i GLP-1RA (not listed above), metformin,
pioglitazone, SGLT2i, sulfonylurea

If A1C is above goal, for individuals
on SGLT2i, consider incorporating
a GLP-1RA or vice versa

Intermediate:
DPP-4i

If additional cardiovascular and kidney risk reduction, management of other If A1C is above goal or significant hypoglycemia or
metabolic comorbidities, and/or glycemic lowering is needed hyperglycemia or barriers to care are identified

[ +Mitigating risk of MASLD or MASH ] « Refer to DSMES to support self-efficacy in achievement of

Agents with potential benefit in MASLD or MASH
GLP-1RA, dual GIP and GLP-1 RA, pioglitazone, or combination of GLP-1 RA with pioglitazone -

Consider technology (e.g., diagnostic or personal CGM) to
identify therapeutic gaps and tailor therapy

Identify and address SDOH that impact achievement of
treatment goals

1
1
1
1
1
1
: treatment goals
1
1
1
1
1
1

Use insulin in the setting of decompensated cirrhosis

Diabetes Care Volume 48, Supplement 1, January 2025
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+ASCVD/indicators of high CVD risk*

GLP-1 RA* ) ( SGLT2i* with
with proven proven CVD
CVD benefit ) ( benefit

If A1Cis above goal

o Forindividuals on a GLP-1 RA, consider adding
SGLT2i with proven CVD benefit or vice versa
o Pioglitazone®

Diabetes Care Volume 48, Supplement 1, January 2025
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Diabetes Care A==,

Cardiovascular and Renal Benefits of Novel Diabetes Drugs by
Baseline Cardiovascular Risk: A Systematic Review, Meta-analysis,
and Meta-regression

José M. Rodriguez-Valadez, Malak Tahsin, Kirsten E. Fleischmann, Umesh Masharani, Joseph Yeboah, Meyeon Park,
Lihua Li, Ellerie Weber, Yan Li, Asem Berkalieva, Wendy Max, M.G. Myriam Hunink, and Bart S. Ferket

Diabetes Care 2023;46(6):1300-1310

Cardiovascular and renal benefits of novel diabetes drugs by baseline
cardiovascular risk: A systematic review, meta-analysis, and meta-regression

@ Summa Absolute, but not relative, treatment benefits of novel diabetes drugs depend on
ry baseline cardiovascular risk, particularly regarding benefits for heart failure

Q Study design Systematic review, meta-analysis, followed by meta-regression

— 34reports on 22 RCTs g% 154,649 adult patients Low risk of bias
) Data sources g 5 qpa 13 SGLT2i MEM Mean age 62-72 years For all 22 RCTs

Novel diabetes drugs

Epmmparison Intervention Control
1

o
il Results Hazard ratio (95% Cl)  5-year Absolute risk reduction
. . N 1.16%
Cardiovascular mortality =T |
— N 1.33%
MACE g 2.18%
E 2.12%
Heart failure ® - e
g N 4.25%
Composite renal outcome 0.98%
_
2.57%
0.6 0.7 0.8 0.9 1.0

©OGLP-1RA #SGLT2i

Favors treatment Favors control

Largest 5-year absolute risk reduction for heart failure ~ §§§§§  NNT 9 in high
within SGLT2i trial participants at highest i"i cardiovascular risk
cardiovascular risk: 11.6%

GLP-1RA, glucagon-like peptide-1 receptor agonists; MACE, major adverse cardiovascular event; NNT, number
needed to treat; tRCT, randomized controlled trial; SGLT2i, sodium—glucose cotransporter 2 inhibitors
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B | Major adverse cardiovascular events

Triple therapy
(23 trials; 168489 participants)

Estimation model for the trial

JAMA | Original Investigation

Age and Sex Differences in Efficacy of Treatments for Type 2 Diabetes
A Network Meta-Analysis

Peter Hanlon, PhD; Elaine Butterly, MBChB; Lili Wei, PhD; Heather Wightman, MBChB; Saleh Ali M. Almazam, MSc;
Khalid Alsallumi, MSc; Jamie Crowther, MSc; Ryan McChrystal, MSc; Heidi Rennison, BMSc;

Katherine Hughes, PhD; Jim Lewsey, PhD; Robert Lindsay, PhD; Stuart McGurnaghan, PhD; John Petrie, PhD;
Laurie A. Tomlinson, PhD; Sarah Wild, PhD; Amanda Adler, PhD; Naveed Sattar, PhD; David M. Phillippo, PhD;
Sofia Dias, PhD; Nicky J. Welton, PhD; David A. McAllister, MD

estimates within drug classes
Dipeptidyl peptidase 4 inhibitors (6 trials)
Fixed

Better in older Better in younger

Better in males Better in females

Random

Glucagon-like peptide-1 receptor agonists (9 trials)
Fixed
Random

Sodium-glucose cotransporter 2 inhibitors (8 trials)

Fixed —
Random B B

0.6

JAMA. 2025;333(12):1062-1073. doi:10.1001/jama.2024.27402

1.25 160 210 0.6 0.8 1 1.25 1.60 2.10

Hazard ratio (95% credible Hazard ratio
interval) per 30-y increment in age

(95% credible interval)



‘Ql_ Activa la calculadora de riesgo Diagnéstico de diabetes tipo 2
~ cardiovasculary renal en PHC.
(Ver guia enfermedad renal diabética)

Si ¢TFG >30 ml/min? No »  Valoracion por médico especialista o programa de
l IPS especializada , considerar uso de aGLP1.
Metformina l
l > Si HbAlc >15%/por encima de la meta definida aiiadir otro hipoglicemiante
Sin lograr metas tras 3 meses de Activa en PHCla escala de Morisky Green
tratamiento y adherencia é: Levine, para evaluar adherencia
* Riesgo moderado
¢Enfermedad cardiovascular . . s cardiovascular, bajo
establecida o con alto riesgo — No —> crﬁlto T|s mi d,f No - cl?gllcm?':) No » riesgo de hipoglucemia
cardiovascular? Nipoglicemia: : e IMC<30 kg/m2y TFG >
| 30 ml/min
. |
. Sl .
S Si Sulfonilurea
v v ‘
TFG <45 ml/min TFG >45 ml/min h 4 Sin lograr metas tras 3
| TFG >45 ml/min meses de tratamiento y
. adherencia
ISGLT2 Sin lograr metas tras 3 l
l meses de tratamiento y > iSGLT2
adherencia
Sin lograr metas l
tras 3 meses de
tratamiento y Sin lograr metas
adherencia tras 3 meses de Sin lograr metas tras 3
tratamiento y meses de tratamiento y
adherencia adherencia
J iSGLT2
¥ — — - — h 4 Sin lograr metas tras 3
Valoracion por medico especialista o Valoracion por médico especialista o programa de IPS especializada meses de tratamiento y
programa de IPS especializada considerar uso de aGLP10ral* adherencia

considerar uso de aGLP1subcutanea* I Analogo aGLP1 I

(ver guia enfermedad renal diabética) (verg enfennedTad renal dhabetica) % I
Sin lograr metas tras 3 meses de tratamiento y adherencia

*Semaglutide oral NO ha demostrado beneficio cardiovascular, por lo tanto,
no se considera como alternativa en personas con alto riesgo cardiovascular.

Servicios de Salud IPS SuramericanaS.A.S © Copyright—Todos los derechos reservados.
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REDUCTION IN DIABETES COMPLICATIONS

TG TF QTG Ty

Glycemic
Management Agents With
Glycemic Blood Pressure Lipid Cardiovascular
Management Management Management and Kidney
Benefit
2 25 ”:% V%
J  \\ J J

L \_ /L
— J : : 00
LIFESTYLE MODIFICATION ﬁﬁ
(1) AND DIABETES EDUCATION
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Good health and Most Older adults Older adults with
function, low adults with complex/ very complex/
treatment risks T Healthy intermediate poor health
and burdens health
_ older _ Any adults
adults with limited life

expectancy

0 e [ lﬁ‘\ . @:
a7 Y

<6.5% <7.0% <7.5% <8.0% No A1C goal

Modifying Factors

Favor more stringent goal Favor less stringent goal

Short diabetes duration Long diabetes duration

Low hypoglycemia risk High hypoglycemia risk

Low treatment risks and burdens High treatment risks and burdens

Pharmacotherapy with cardiovascular, kidney, weight, | Pharmacotherapy without nonglycemic benefits
or other benefits

No cardiovascular complications Established cardiovascular complications

Few or minor comorbidities Severe, life-limiting comorbidities

Diabetes Care Volume 48, Supplement 1, January 2025



1903

. HoATC

LDL
Albuminuria
Tabaguismo
T.A.

Risk Factors, Mortality, and Cardiovascular
Outcomes in Patients with Type 2 Diabetes

Aidin Rawshani, M.D., Araz Rawshani, M.D., Ph.D., Stefan Franzén, Ph.D.,
Naveed Sattar, M.D., Ph.D., Bjérn Eliasson, M.D., Ph.D., Ann-Marie Svensson, Ph.D.,
Bjorn Zethelius, M.D., Ph.D., Mervete Miftaraj, M.Sc.,

Darren K. McGuire, M.D., M.H.Sc., Annika Rosengren, M.D., Ph.D.,
and Soffia Gudbjérnsdottir, M.D., Ph.D.

O O O O O

271.174 Diabetics vs. 1°355.870 No diabeticos

N Engl J Med 2018;379:633-44
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A Excess Mortality in Relation to Range of Risk-Factor Control

Hazard Ratio (95% ClI)

Control
>80 yr Reference
=65 to <80 yr Reference
=55 to <65 yr Reference
<55 vr Reference
No risk factors
>80 yr 0.99 (0.84-1.17)
=65 to <80 yr 1.01 (0.92-1.12)
=55 to <65 yr 1.15 (1.00-1.34)
<55 yr 1.29 (0.94-1.77
1 Risk tactor
>80 yr 0.94 (0.88-1.00)
=65 to <80 yr 1.05 (1.02-1.09)
=55 to <65 yr 1.23 (1.16-1.31)
<55 yr 1.56 (1.34-1.81)
2 Risk factors
>80 yr 0.99 (0.94-1.04)
=65 to <80 yr 1.17 (1.13-1.20)
=55 to <65 yr 1.32 (1.27-1.38)
<55 yr 1.68 (1.56-1.80)
3 Risk factors
>80 yr 1.13 (1.06-1.21)
=65 to <80 yr 1.46 (1.42-1.50)
=55 to <65 yr 1.63 (1.55-1.71)
<55 yr 2.21 (2.05-2.37)
4 Risk factors
>80 yr 1.47 (1.28-1.70)
=65 to <80 yr 2.10 (1.96-2.26)
=55 to <65 yr 2.53 (2.37-2.70)
<55 yr 2.80 (2.51-3.13)
5 Risk factors
>80 yr 1.39 (0.51-3.80)
=65 to <80 yr 3.10 (2.53-3.80)
=55 to <65 yr 3.88 (3.07-4.92)
<55 yr 4.99 (3.43-7.27)

N Engl J Med 2018;379:633-44
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A Excess Mortality in Relation to Range of Risk-Factor Control

Hazard Ratio (95% Cl)

Control |
>80 yr z Reference
>65 to <80 yr Reference
>55 to <65 yr Reference
<55 yr | Reference
/No risk factors | )
>80 yr 0.99 (0.84-1.17)
>65 to <80 yr 1.01 (0.92-1.12)
>55 to <65 yr .- 1.15 (1.00-1.34)
_ <5Syr - — 1.29 (0.94-1.77)

N Engl J Med 2018;379:633-44



1903 B Excess Acute Myocardial Infarction in Relation to Range of C Excess Stroke in Relation to Range of Risk-Factor Control

Risk-Factor Control Hazard Ratio (95% Cl) Hazard Ratio (95% Cl)
Control Control
>80 yr Reference =80 yr Reference
=65 to <80 yr Reference =65 to <80 yr Reference
=55 to <65 yr Reference =55 to <65 yr Reference
<55 yr R <55yr Reference

No risk factors

No risk factors

=80 yr 0.72 (0.49-1.07) =80 yr & 0.95 (0.74-1.22)

=65 to <80 yr . 0.80 (0.69-0.93) 265 to <80 yr ¢ 0.90 (0.76-1.06)

>55 to <65 yr : 0.93 (0.73-1.18) Zgg to <65 yr ; 23‘2‘ %8;(2)—%2
55 : 0.91 (0.62—1.35 <55 yr | 22 (0.70-2.

1 I;Sk '}IarCtOI' 1 ( I KISK Tactor |
_ 30 ‘ ‘ ' >65 to <80 yr ¢ 1.11 (1.04-1.18)
>65 to <80 yr L 1.05 (0.97-1.14) 255 1o <65 o1 : 127 (1.14-1.41)
>55 to <65 yr | 1.14 (1.04—1.25) S5y y 1’55 (123-1.95)

) ;2& %,arctors | 1.46 (1.26-1.69) 2 Risk factors

: >80 yr 1.13 (1.04-1.24)
=65 to <80 yr | 1.44 (139—150) >55 to <65 yr : 1.59 (150—169)
>55 to <65 yr | 1.54 (1.44—1.65) <55yr I 2.04 (1.76-2.36)
<55 yr ! 2.08 (1.90-2.27) 3 Rick factors |

3 Risk factors ! =80 yr | 1.35 (1.21-1.51)
=80 yr ! 1.78 (1.60-1.98) >65 to <80 yr . 1.73 (1.65-1.82)
265 to <80 yr ! 2.11 (2.02-2.20) >55 to <65 yr I 2.13 (2.01-2.27)
>55 to <65 yr . 2.16 (2.02-2.31) <55 yr : 2.78 (2.46-3.16)
<55 yr : 3.02 (280—327) 4 Risk factors :

4 Risk factors : >80 yr ! 1.54 (1.12-2.11)
>80 yr ! 2.32 (1.78-3.01) >65 to <80 yr ! 2.31 (2.09-2.55)
>65 to <80 yr ! 2.87 (2.62-3.14) >55 to <65 yr ! 2.66 (2.30-3.08)
=55 to <65 yr ! 3.32 (3.02-3.66) <55 yr ! 3.34 (2.72-4.10)
<55yr ! 4.56 (4.01-5.18) 5 Risk factors :

5 Risk factors | >80 yr ; 2.65 (0.96-7.30)
>80 yr ! ¢ 3.19 (1.23-8.28) >65 to <80 yr | 3.54 (2.36-5.31)
>65 to <80 yr : —— 4.60 (3.37-6.29) =55 to <65 yr : 2.79 (1.83-4.14)
>55 to <65 yr ! 4.84 (3.78-6.21) <55yr | el 0 | i )
<55 yr i : : : |_| |I_ 7.69 (502—1177) 1 2 3 4 6 810

1 2 34 6 810

N Engl J Med 2018;379:633-44



D Excess Heart Failure in Relation to Range of Risk-Factor Control

Hazard Ratio (95% ClI)

Control ;
=80 yr Reference
=65 to <80 yr Reference
=55 to <65 yr Reference
<55 yr - Reference
No risk factors !
>80 yr -0- 1.12 (0.89-1.41)
=65 to <80 yr K 1.42 (1.28-1.58)
>55 to <65 yr =0 1.61 (1.31-1.97)
<55 yr , 2.40 (1.63-3.54)
1 Risk factor :
>80 yr '@ 1.17 (1.08-1.27)
>65 to <80 yr R 2 1.46 (1.39-1.53)
=55 to <65 yr ! @ 1.80 (1.63-1.98)
<55 yr . - 2.37 (1.99-2.82)
2 Risk factors |
>80 yr R 2 1.23 (1.15-1.32)
>65 to <80 yr R 1.62 (1.56-1.68)
>55 to <65 yr ! 2.11 (1.98-2.26)
<55 yr ! : 2.71 (2.40-3.05)
3 Risk factors !
>80 yr R 2 1.42 (1.31-1.54)
>65 to <80 yr . < 2.01 (1.92-2.10)
>55 to <65 yr : 2.82 (2.63-3.02)
<55 yr : 3.93 (3.50-4.42)
4 Risk factors :
>80 yr L -~ 1.81 (1.42-2.30)
>65 to <80 yr ! 2.88 (2.64-3.14)
>55 to <65 yr ! 3.85 (3.47-4.26)
<55 yr ! 5.70 (4.84-6.71)
5 Risk factors .
>80 yr ' 2.76 (0.82-9.25)
>65 to <80 yr : 3.93 (2.75-5.60)
>55 to <65 yr : 6.54 (4.85-8.81)
<55 yr ! —{—11.35 (7.16-18.01)
I I I LR
1 2 345 709

N Engl J Med 2018;379:633-44
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' Kaiser Permanente Northern California (KPNC) Diabetes Regstry

The Legacy Effect in Type 2
Diabetes: Impact of Early Glycemic
Control on Future Complications

(the Diabetes & Aging Study)

https://doi.org/10.2337/dc17-1144

Neda Laiteerapong,” Sandra A. Ham,’
Yue Gao,” Howard H. Moffet,”

34.737 Jennifer Y. Liu,” Elbert S. Huang,I and

Andrew J. Karter’

Diabetes Care 2019;42: 416—426
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Table 1—Characteristics of patients with newly diagnosed type 2 diabetes and 10 years of survival, stratified by mean HbA;. during the 0—1-year early glycemic exposure period

HbA; .
<6.5% (<48 6.5% to <7.0% 7% to <8.0% 8.0% to <9.0%
Overall mmol/mol) (48 to <53 mmol/mol) (53 to <64 mmol/mol) (64 to <75 mmol/mol) =9.0% (75 mmol/mol) Missing P value
Patients, n (%) 34,737 (100) 14,286 (41.1) 5,877 (16.9) 4,730 (13.6) 1,418 (4.1) 1,290 (3.7) 7,136 (20.5)
Follow-up time (year),
mean (SD) 13.0 (1.9) 12.9 (1.9) 12.6 (1.8) 12.8 (1.8) 13.1 (1.8) 13.3 (1.9) 13.3 (2.0) <0.0001
The Legacy Effect in Type 2 Early Exposure Follow-up
. . Period Period
Diabetes: Impact of Early Glycemic
Control on Future Complications 0to1Year = --=----------------moooom oo m oo >
(the Diabetes & Aging Study)
https://doi.org/10.2337/dc17-1144 0to 2 Years I—*. _______________________________ >
0to 3 Years : e ittt >
0to 4 Years : : _________________________ >
0to 5 Years : : ______________________ >
0to 6 Years lL J'_ ___________________ >
0to 7 Years = = _______________ >
I L O O B N
0 1 2 3 4 5 6 7 8 9 10 11 12

Diabetes Care 2019;42: 416—426

Years Since Diabetes Diagnosis
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Evento
Microvascular

The Legacy Effect in Type 2
Diabetes: Impact of Early Glycemic
Control on Future Complications
(the Diabetes & Aging Study)

https://doi.org/10.2337/dc17-1144

Diabetes Care 2019;42: 416—426

A HR (95% Cl)

—— 6.437 (5.246-7.899)

—h— 2.580 (2.123-3.135)

—=— 1.606 (1.359-1.899)

—= 1.194 (1.006-1.418)

0-7

—o— 4.869 (4.030-5.882)

—— 2.252 (1.879-2.700)
= 1.543 (1.324-1.797)
e~ 1.137 (0.970-1.333)

—— 4.094 (3.427-4.893)

—h— 2.111 (1.779-2.506)
1.441 (1.246-1.666)

1.263 (1.091-1.462)

0-5

—— 3.687 (3.123-4.352)
1.894 (1.608-2.231)
1.461 (1.277-1.673)
1.252 (1.091-1.436)

0-4

——
—
—

=
—

—— 3.193 (2.738-3.723)
—— 1.835 (1.571-2.145)
=
——
=
[ -

Early Exposure Period (Years)

1.453 (1.281-1.648)
1.194 (1.049-1.359)

—— 2.756 (2.396-3.170)
1.700 (1.460-1.980)
1.497 (1.331-1.684)
1.259 (1.117-1.419)

0-2

—— 2.213 (1.892-2.590)
1.603 (1.340-1.917)

= 1.391 (1.226-1.578)
—— 1.204 (1.063-1.365)

0-1

0.1 1 10
Adjusted Hazard Ratio

® HbA1c 6.5% to <7.0% (48 to <53 mmol/mol) O HbA1c 7.0% to <8.0% (53 to <64 mmol/mol)
4 HbA1c 8.0% to <9.0% (64 to <75 mmol/mol) < HbA1c =9.0% (>75 mmol/mol)



3558

Evento
Macrovascular

The Legacy Effect in Type 2
Diabetes: Impact of Early Glycemic
Control on Future Complications
(the Diabetes & Aging Study)

https://doi.org/10.2337/dc17-1144

Diabetes Care 2019;42: 416—426

Early Exposure Period (Years)

0-7

0-6

0-4

0-3

0-2

0-1

0.1

1

Adjusted Hazard Ratio

® HbA1c 6.5% to <7.0% (48 to <53 mmol/mol)
A HbA1c 8.0% to <9.0% (64 to <75 mmol/mol)

* r v A$+ ¢¢+ ‘¢
m ¢ o $ $ +4> EI]'f

10

HR (95% CI)

2.113 (1.847-2.417)
1.577 (1.412-1.760)
1.327 (1.221-1.442)
1.135 (1.046-1.232)

1.734 (1.530-1.964)
1.368 (1.233-1.517)
1.299 (1.204-1.402)
1.074 (0.996-1.159)

1.596 (1.420-1.794)
1.269 (1.150-1.400)
1.259 (1.173-1.352)
1.102 (1.027-1.182)

1.535 (1.374-1.714)
1.299 (1.185-1.425)
1.224 (1.145-1.308)
1.100 (1.031-1.174)

1.471 (1.327-1.631)
1.329 (1.216-1.453)
1.208 (1.134-1.286)
1.126 (1.059-1.197)

1.539 (1.400-1.692)
1.279 (1.168-1.401)
1.264 (1.189-1.344)
1.158 (1.093-1.228)

1.485 (1.329-1.659)
1.369 (1.227-1.527)
1.287 (1.203-1.377)
1.188 (1.116-1.264)

0 HbA1c 7.0% to <8.0% (53 to <64 mmol/mol)
< HbA1c =9.0% (>75 mmol/mol)
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Mortalidad

The Legacy Effect in Type 2
Diabetes: Impact of Early Glycemic
Control on Future Complications
(the Diabetes & Aging Study)

https://doi.org/10.2337/dc17-1144

Diabetes Care 2019;42: 416—426

Early Exposure Period (Years)

0-7

0-6

0-5

0-4

0-3

0-2

0-1

0.1

Adjusted Hazard Ratio

® HbA1c 6.5% to <7.0% (48 to <53 mmol/mol)
A HbA1c 8.0% to <9.0% (64 to <75 mmol/mol)

10

HR (95% ClI)

2.181(1.713-2.778)
1.661 (1.378-2.003)
1.269 (1.106-1.457)
1.076 (0.938-1.233)

1.932 (1.523-2.451)
1.561 (1.296-1.880)
1.278 (1.116-1.464)
1.097 (0.959-1.255)

1.747 (1.382-2.208)
1.554 (1.294-1.867)
1.238 (1.083-1.415)
1.070 (0.937-1.221)

1.676 (1.337-2.100)
1.453 (1.211-1.742)
1.224 (1.074-1.395)
1.013 (0.889-1.155)

1.503 (1.211-1.865)
1.376 (1.145-1.654)
1.189 (1.044-1.353)
0.975 (0.856-1.109)

1.528 (1.245-1.876)
1.274 (1.047-1.551)
1.240 (1.088-1.414)
1.093 (0.962-1.241)

1.320 (1.017-1.713)
1.262 (0.978-1.628)
1.290 (1.104-1.507)
1.137 (0.985-1.313)

0 HbA1c 7.0% to <8.0% (53 to <64 mmol/mol)
< HbA1c >9.0% (>75 mmol/mol)



‘Ql_ Activa la calculadora de riesgo Diagnéstico de diabetes tipo 2
~ cardiovasculary renal en PHC.
(Ver guia enfermedad renal diabética)

Si ¢TFG >30 ml/min? No »  Valoracion por médico especialista o programa de
l IPS especializada , considerar uso de aGLP1.
Metformina l
l > Si HbAlc >15%/por encima de la meta definida aiiadir otro hipoglicemiante
Sin lograr metas tras 3 meses de Activa en PHCla escala de Morisky Green
tratamiento y adherencia é: Levine, para evaluar adherencia
* Riesgo moderado
¢Enfermedad cardiovascular . . s cardiovascular, bajo
establecida o con alto riesgo — No —> crﬁlto T|s mi d,f No - cl?gllcm?':) No » riesgo de hipoglucemia
cardiovascular? Nipoglicemia: : e IMC<30 kg/m2y TFG >
| 30 ml/min
. |
. Sl .
S Si Sulfonilurea
v v ‘
TFG <45 ml/min TFG >45 ml/min h 4 Sin lograr metas tras 3
| TFG >45 ml/min meses de tratamiento y
. adherencia
ISGLT2 Sin lograr metas tras 3 l
l meses de tratamiento y > iSGLT2
adherencia
Sin lograr metas l
tras 3 meses de
tratamiento y Sin lograr metas
adherencia tras 3 meses de Sin lograr metas tras 3
tratamiento y meses de tratamiento y
adherencia adherencia
\ iSGLT2
¥ — — - — h 4 Sin lograr metas tras 3
Valoracion por medico especialista o Valoracién por médico especialista o programa de IPS especializada meses de tratamiento y
p;(l)grama dz IF;SGcla-sg)fGallzaga « I Anslogo aGLP1 I considerar uso de aGLP1Oral* adherencia
considerar uso de subcutanea na : b
p e er guia enfermedad renal diabética
(ver guia enfermedad renal diabética) (ver gu T ! ) %ﬁ |

Sin lograr metas tras 3 meses de tratamiento y adherencia l W ]
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*Semaglutide oral NO ha demostrado beneficio cardiovascular, por lo tanto,
no se considera como alternativa en personas con alto riesgo cardiovascular.




g | T e

(Basal)

1ra opcién
Insulina
Lispro
(Accién corta)
2da opcién
Insulina

glulisina
(Accion corta)

1ra opcion
Semaglutida
(Analogo
aGLP1)

2da opcion
Dulaglutida
(Analogo
aGLP1)

Insulina Glargina | Dosis inicial:

0,1a0,2 unidades por kilo. Titular de acuerdo con la respuesta clinica.

Dasis: iniciar con cuatro unidades preprandiales o0 10% de la dosis que recibe de insulina basal. Se puede iniciar con una
dosis prepandial Unica sobre la comida mas grande del dia e incluir otras aplicaciones al esquema hasta llegar
a un esquema basal/bolo con aplicacion de insulina prepandial antes de cada comida.

Subcutanea - dosis: 0.5 a 1mg subcutaneo cada semana en persona con enfermedad cardiovascular establecida.

No requiere ajuste en falla renal.

Oral —dosis: Tab 3 mg/dia por 4 semanas —luego tab 7 mg/dia por 8 semanas, solicitar HbAlcy definir si requiere
aumento de dosis a 14 mg/dia y en persona sin enfermedad cardiovascular establecida. Antes de la prescripcién verificar
uso previo de iISGLT2 o DPP4 o glimepirida.
Consideraciones para la toma:

Tomar con ayuno minimo de 6 hrs,

Tomar la tableta entera con maximo medio vaso de agua (120 ml),

Esperar 30 min antes de tomar cualquier bebida, comida u otro medicamentos.
*No triturar, macerar, partir ni alterar la composicion de la tableta *

Dosis: 1.5 mg subcutaneo cada semana. No requiere titulacién, la dosis se puede seleccionar entre 0.75 a 1.5 mg semanal.

No requiere ajuste en falla renal.
INVIMA no permite su uso hasta TFG <15 ml/ min.

Servicios de Salud IPS Suramericana S.A.S © Copyright —Todos los derechos reservados.

Ef

Hipoglucemias.
Aumento de peso.
eacciones en el sitio de
aplicacion.

Lipodistrofia

Efectos adversos:

Sintomas gastrointestinales.
Incremento de la lipasa sérica.
Nauseas / Vomito.

Dolor abdominal.

Diarrea.

Efectos adversos:

Sintomas gastrointestinales.
Nauseas.

Efectos adversos:

Sintomas gastrointestinales.
Incremento de la lipasa sérica.
Nauseas / Vomito.

Dolor abdominal.

Diarrea.




Insulina - ®

Formula Cyg7H408N72077S6
Masa Molecular 6063 g/mol

Punto isoelectrico de 5.4 a 6.7, lo que disminuye la solubilidad y se produzca microprecipitaciones


http://en.wikipedia.org/wiki/Chemical_formula
http://en.wikipedia.org/wiki/Carbon
http://en.wikipedia.org/wiki/Hydrogen
http://en.wikipedia.org/wiki/Nitrogen
http://en.wikipedia.org/wiki/Oxygen
http://en.wikipedia.org/wiki/Sulfur

Insulin hexamer Insulin dimers Insulin monomers

P —Cp— o
> d§

Minimal diffusion  Limited diffusion | Rapid diffusion

S e < @< Capillary barrier *
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Diabetes@208

® The Treat-to-Target Trial

. e  ® . 2m -
® Randomized addition of glargine A
o o —_—
or human NPH insulin to oral
. . . P 2000 J — Glargne
therapy of type 2 diabetic patients g -
- 32 —
B
. . ! % 1500 4
o Matthew C. Riddle, MD}, Julio 5 o
Rosenstock, v
% € 1001
'E 2
3 g -
Table 2—Baseline characteristics of subjects in the study 10 3 Z 2 x : . 0 - - - - E 1
.. 0 4 8 12 16 20 24 0 24 ‘8 ?2 % 120 144 158
Glargine NPH
n ) 367 389 Time (days)
ey 5205 6289 B B W,
Duration of diabetes (years) 8.4 =555 9.0 =557
BMI (kg/m?) 32.5 = 4.64 322 *4.80 800 .
FPG (mg/dl [mmol/l]) 198 (11.0) * 49 2.71) 194 (10.8) * 47 (2.61)
HbA, (%) 8.61 = 0.9 8.56 = 0.9
Ethnicity (%) g 70 1
White 84 83 § -
Black 11 13 2‘ 600 4
Asian 3 3 3
Multiracial 1 1
Ihsp‘alr:lcalicamage (%) 10 6 g i § 500 4
Prior therapy (%) o § 8
SU + metformin 71 74 < W 400 J
SU only 11 10 4 2
etf ly
: : 52w,
Metformin + TZD 3 3 3
TZD only <1 <1 _ 3§ 20
Data are means *+ SD, unless otherwise noted. SU, sulfonylurea; TZD, thiazolidinedione 6.5 1
100
3 T T T T v 1 0
0 4 8 12 16 20 24

Mean daily dosages at end point were 47.2 IU for glargine vs. 41.8 for NPH (P < 0.005; between-treatment difference 5.3 IU [95% CI 1.8 — 8.9] peso 93

DIABETES CARE, VOLUME 26, NUMBER 11, NOVEMBER 2003



Entonces...
INsulinilcemos

Jlinbtera}J)iﬁ

Jna travesia de principio a fin

| Diabetesy Wetabal 'é'g
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CuUando Insulinizar

10% 9% 2 0 3 sin

Estado Hiperosmolar Embarazo
Cetoacidosis Hospitalizacion

> 300 mg/dl Sintomas llegar a
clasicos metas Urgencias




Inicio de inyectables

+ M Hbalc Insulina Basal
> 7%

+ 4 Hbalc Insulina Basal
>8%

+ 4@ Hbalc Insulina Basal
>9%




*NPH Insulin or preferably analogue to
reduce nocturnal hypoglycaemia risk

CGM, Continuous Glucose Monitoring; DSMES,
Diabetes Self-Management Education and
Support; FPG, Fasting Plasma Glucose; GLP-1

RA, Glucagon-Like Peptide-1 Receptor Agonist;
SG6LT2i, Sodium-Glucose Cotransporter-2 Inhibitor;
T1D, Type 1 Diabetes; TIR, Time in Range.

1, More details can be found in Davies M,
D'Alessio DA, Fradkin J et al. Management of
Hyperglycaemia in Type 2 Diabetes, 2018. A
Consensus Report by the American Diabetes
Association (ADA) and the European Association
for the Study of Diabetes (EASD). Diabetologia
2018 61(12):2461-2498, and American Diabetes
Association Professional Practice Committee,
Draznin B, Aroda VR et al. 9. Pharmacologic
Approaches to Glycemic Treatment: Standards
of Medical Care in Diabetes-2022. Diabetes Care.
2022 Jan 1;45(Suppl 1):5125-43.

FIGURE 5: PLACE OF INSULIN'

© Consider immediate start of insulin
 Severe hyperglycaemia

¢ Acute glycaemic dysregulation
* When T1Dis suspected

Consider adding insulin when personalised HbA,_targets
are not met with strategies described in Fig. 4

v

Start using basal insulin*
(10 U or 0.1-0.2 Ulkg per day) at bedtime or more
flexibility with timing for longer-acting analogues

N

Titrate to FPG target but avoid overbasalisation of insulin
(consider introduction of CGM)

v

When FPG is on target but HbA1c or TIR is not

v

If not already on GLP-1 RA, consider use of GLP-1 RA

ADD MEALTIME INSULIN UNDER FORM OF:

Basal plus Premixed insulins
(progressive addition of boluses)

Il
MDI (multiple daily injections)

Davies MJ, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NIV, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB

Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetologia 2022; https://doi.org/10.1007/s00125-022-05787-2.

© When not familiar with insulin use

or when targets not reached, consider
shared care with specialist team

@ @eldoctorcastillo



*NPH Insulin or preferably analogue to
reduce nocturnal hypoglycaemia risk

CGM, Continuous Glucose Monitoring; DSMES,
Diabetes Self-Management Education and
Support; FPG, Fasting Plasma Glucose; GLP-1
RA, Glucagon-Like Peptide-1 Receptor Agonist;

SGLT2i, Sodium-Glucose Cotransporter-2 Inhibitor;

T1D, Type 1 Diabetes; TIR, Time in Range.

1, More details can be found in Davies M,
D'Alessio DA, Fradkin J et al. Management of
Hyperglycaemia in Type 2 Diabetes, 2018. A
Consensus Report by the American Diabetes
Association (ADA) and the European Association
for the Study of Diabetes (EASD). Diabetologia
2018 61(12):2461-2498, and American Diabetes
Association Professional Practice Committee,
Draznin B, Aroda VR et al. 9. Pharmacologic
Approaches to Glycemic Treatment: Standards
of Medical Care in Diabetes-2022. Diabetes Care.
2022 Jan 1;45(Suppl 1):5125-43.
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h 4

Start using basal insulin*
(10 U or 0.1-0.2 U/kg per day) at bedtime or more
flexibility with timing for longer-acting analogues

Davies MJ, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NIV, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB
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New insulin glargine 300 U/ml compared with glargine 100 U/ml
in insulin-naive people with type 2 diabetes on oral

glucose-lowering drugs: a randomized controlled trial[(EDITION 3)

G. B. Bolli', M. C. Riddle?, R. M. Bergenstal®, M. Ziemen*, K. Sestakauskas®, H. Goyeau®, P. D. Home’ &
on behalf of the EDITION 3 study investigators
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N . . Diabetes, Obesity and Metabolism 17: 859-867, 2015.
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Figure 1—HbA . levels (A), eight-point SMPG profiles (B), FPG levels (C), and fasting SMPG levels (D) over 24 weeks of treatment, ITT population.
BL, baseline; FSMPG, fasting SMPG; W, week. (A high-quality color representation of this figure is available in the online issue.)
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More Similarities Than
Differences Testing Insulin
Glargine 300 Units/mL Versus
Insulin Degludec 100 Units/mL in
Insulin-Naive Type 2 Diabetes:
The Randomized Head-to-Head

BRIGHT Trial
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Figure 2—Hypoglycemia atany time of day (24 h) (A) or during the nocturnal period (0000—0559 h) (B), safety population.
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REVIEW ARTICLE WILEY
Insulin glargine 300 units/mL for the treatment of individuals
. with type 2 diabetes in the real world: A review of the
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..y el avance del tratamiento con esquemas complejos puede asociarse con
varias desventajas

Ventajas Desventajas

Adicién de una insulina rapida e  Starting with a single prandial dose (with largest meal of the day) is . . . X
P simple and effective’ Riesgo de hipoglucemia

aunalB * Can be advanced to multiple prandial doses if necessary ’ MUIt'plt_Es inyecciones diarias
* Ganancia de peso

*  Greater flexibility for people on irregular schedules”

* Nodisponible en todos los paises
* Dificultad para la titulacidn

Cambio a una pre-mezcla de *  Esquema simplificado vs esquema basal-bolo” +  Aumenta el comsumo de alimentos®
insulina * Aumenta riesgo de ganancia de peso y de
hipoglucemia®
@
Adicidn de una inyeccion diaria *  Eficacia similar a otras opciones de intensificacion (tales como basal *  Eventos adversos gastrointestinales
| de AR-GLP-1 +/basal-bolo) * Requerimiento de inyecciones adicionales
O semanat de AR-LLE-L. *  Menor riesgo de ganancia de peso e hipoglucemia vs esquemas *  Titulacion para lograr dosis de mantenimiento
intensivos de insulina”
@
C bi e i o i e Accion normoglucemiante potente vs el uso individual de sus componentes® *  Dosis maxima de IB llega a 60 U para iGlarLixi y
DrnlelnzEien e ezl e e *  Mayor duracion del efecto glucémivo vs la adicion de la IB solamente” 50 U para iDeglira
IB + AR GLP1. *  Menor ganancia de peso (o efecto neutron) y menor riesgo de hipoglucemia

vs esquemas intensivos de insulina”

*  "Noted in multiple guidelines. Bl, basal insulin; FRC, fixed-ratio combination; Gl, gastrointestinal; GLP 1 RA, glucagon-like peptide-1 receptor agonist; U, units.
American Diabetes Association. Diabetes Care 2021;44(Suppl 1):5111-5124.; Davies MJ, et al. Diabetes Care 2018;41:2669-701; 57
Nuffer W, et al. Ther Adv Endocrinol Metab 2018;9:69-79; llag LL, et al. Clinical Ther 2007;29:1254-70; LeRoith D, et al. J Clin Endocrinol Metab 2019;104:1520-74



.y el avance del tratamiento con esquemas complejos puede asociarse con
varias desventajas

Adicién de una insulina rapida
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When should fixed ratio basal insulin/glucagon-like peptide-1 receptor
agonists combination products be considered?
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