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http://huisartsvandaag.nl/nieuws/9/NHG/25973/Herziene-NHG-richtlijn-diabetes-biedt-maatwerk-voor-huisarts-en-patiënt

NHG-standaarden n@

nederlands huisartsen
genootschap

1999  eerste herziening
* implementatie ADA-classification
« aandacht voor screening
« aandacht voor cardiovasculair risicomanagement

2006  tweede herziening
« metformine onbetwiste eerste keus
* beperkte indicatie voor pioglitazon
* nadruk op bescherming van nierfunctie


http://huisartsvandaag.nl/nieuws/9/NHG/25973/Herziene-NHG-richtlijn-diabetes-biedt-maatwerk-voor-huisarts-en-patiënt

NHG-standaard 2006

Rutten GEHM et al, Huisarts & Wetenschap 2006; 49(3): 137-52



NHG-standaard 2013 - aandacht voor comorbiditeit

depressie

cognitieve stoornissen
schizofrenie

seksuele dysfunctie
infecties

kanker



Stappenplan medicamenteuze therapie

Tabel 5 Stappenplan bloedglucoseverlagende middelen

Stap 1 Start met metformine.
Stap 2 Voeg een sulfonylureumderivaat aan metformine toe.”
Stap 3 Voeg NPH-insuline eenmaal daags toe aan orale bloedglucoseverlagende middelen.’

*Van de sulfonylureumderivaten gaat de voorkeur uit naar gliclazide.
1t Bij nachtelijke hypoglykemieén kan worden overgestapt op een langwerkend analoog. Zie Behandeling met insuline.
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DECISION CYCLE FOR PERSON-CENTERED GLYCEMIC MANAGEMENT IN TYPE 2 DIABETES

ASSESS KEY PERSON CHARACTERISTICS

REVIEW AND AGREE ON MANAGEMENT PLAN

+  Review management plan
+  Mutually agree on changes
+  Ensure agreed modification of therapy is implemented
in a timely fashion to avoid therapeutic inertia
+  Undertake decision cycle reqularly (at least once/twice a year)
+  Dperate in an integrated system of care

PROVIDE ONGOING SUPPORT AND

GOALS
MONITORING OF: UF CARE

+ Lifestyle and health behaviors * Prevent cnmpllcations

= Tolerability of medications - []ptimize quality of life

+ Biofeedback including BGM/CGM,
weight, step count, HbA, , BP, lipids

IMPLEMENT MANAGEMENT PLAN
+ Ensure there is regular review;
more frequent contact initially
is often desirable for DSMES AGREE ON MANAGEMENT PLAN

+  Specify SMART goals:
- Specific
- Measurable
- Achievable
- Realistic
- Time limited

+  The individual's priorities

+  Current lifestyle and health behaviors

»  Comorbidities (i.e., CVD, CKD, HF)

+ Clinical characteristics (i.e., age, HbA, , weight)
*  Issues such as motivation, depression, cognition
+  Social determinants of health

CONSIDER SPECIFIC FACTORS THAT IMPACT CHOICE
OF TREATMENT

+ Individualized glycemic and weight goals
+  Impact on weight, hypoglycemia, and cardiorenal protection
+  Underlying physiological factors
+  Side effect profiles of medications
= Complexity of regimen (i.e., frequency, mode of administration)
+  Regimen choice to optimize medication use
and reduce treatment discontinuation
»  Access, cost, and availability of medication

UTILIZE SHARED DECISION-MAKING TO
CREATE A MANAGEMENT PLAN

Ensure access to DSMES

Involve an educated and informed person
(and the individual's family/caregiver)
Explore personal preferences

Language matters {include person-first,
strengths-based, empowering language)
Include motivational interviewing, goal
setting, and shared decision-making
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13 Zorgprincipes

« Medisch inhoudelijk:
v onderliggende fysiologie?
v voorkdmen van hypoglykemieén
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* Medisch inhoudelijk

« Patiéntfactoren:
v psychosociale factoren
v' sociale determinanten gezondheid
v’ taalissues



13 Zorgprincipes

« Medisch inhoudelijk
 Patiéntfactoren

« Zorgfactoren:
v’ effectieve organisatie van zorg
v" lokale resources
v' diabeteseducatie
v' stimulans gedragsverandering
v" shared decision making
v voorkom therapeutische inertie
v' screening/surveillance complicaties
v monitoring behandeling



Onderliggende fysiologie?

» Casus mevrouw S.S.
o “ Hoe insulinpomptherapie gestaakt werd...”

» Casus mevrouw S.E.
o “Jeugddiabetes?”



Flow chart for investigation of suspected type 1 diabetes in newly
diagnosed adults, based on data from White European populations

Trial of non-insulin therapy may
be appropriate®

v

Are there features of Consider C-peptide* test after
type 2 diabetes?*® >3 years duration

& - )

4

Test C-peptide*

Genetic testing for
monogenic diabetes Type 2
where available® diabetes

J
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Hyperglycemie

|

ﬁ

Voorkemen -
complications - OVEI'gEWlCht
Behouden QoL

Cardio-renale

protectie

CV risicofactoren

Bewerkt naar. Davies et al. Diabetologia 2022; 65(12).1925-1966
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Elke 1% (11 mmol/mol) HbA1c verlaging is geassocieerd met een
risicoreductie na 10 jaar van:

Amputatie of sterfte

Diabetes- gerelateerde Microvasculaire door perifeer
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Isapas et al. Ann Intern Med. 2020;173:278-286

In a network meta-analysis of 453 trials assessing glucose-lowering medications from
9 drug classes, the greatest reductions in HbA1c were seen with insulin and GLP-1 RA

B. Change in Hemoglobin A, Level in Patients Receiving

Metformin-Based Background Therapy

Subcutaneous semaglutide =

Oral semaglutide —a—
Premixed insulin .-

Dulaglutide =
Basal-bolus insulin =
Extended-release exenatide 5
Liraglutide &
Basal insulin =
Prandial insulin
Meglitinides
Canagliflozin
Pioglitazone

Exenatide

Ertugliflozin
Sulphonylureas
Empagliflozin

DPP-4 inhibitors
Dapagliflozin
a-Glucosidase inhibitors
Lixisenatide

MD (95% Cl)

-1.33 (~1.50 to -1.16)
~0.89 (~1.09 to -0.70)
-0.89 (-1.08 to -0.71)
~0.89 (=1.05 to =0.73)
-0.89 (-1.17 to =0.60)
~0.80 (-0.99 to -0.62)
~0.80 (~0.89 to -0.70)
-0.71 (-0.82 to -0.60)
-0.67 (~0.86 to -0.47)
~0.64 (~0.85 to -0.43)
-0.63 (-0.78 to -0.47)
—0.60 (=0.71 to =0.50)
~0.60 (~0.73 to -0.47)
-0.58 (~0.79 to -0.36)
-0.57 (~0.66 to -0.48)
-0.57 (-0.71 to -0.42)
-0.53 (-0.58 to -0.47)
-0.51 (~0.63 to -0.40)
-0.50 (~0.67 to -0.34)
-0.43 (~0.57 to -0.29)

h+,¢.-t-+¢+++

-15 -1 05 0 05
Favors treatment Favors placebo

T
1

1
15



Consequences of delayed intervention in patients without previous CVD

o
©
|

R
l

HbA,_ (mmol/mol)
(%)) (%]
w ©
| |

A
)
|

------ Patients with HbA,
253 mmol/mol (27%)
not receiving IT within
1 year

------ Patients with HbA,
<53 mmol/mol (<7%)
who received IT before
1 year of diagnosis

At 5.3 years, significantly
increased risk of:
* MI 67% (Cl 39-101%)
« Stroke 51% (CI 25-83%)
* HF 64% (Cl 40-91%)
» Composite CVE 62%

(Cl 46-80%)

Dysglycaemic Drive risk for
legacy complications
/ ya
| = = | |
6 12 48 54 60
Months

Khunti et al. Primary care diabetes 11 (2017) 3-12




Approach to Individualization of Glycemic Targets

Patient / Disease Features More stringent 4 A1C 7% s Less stringent
Risks potentially associated
with hypoglycemia and
other drug adverse effects

o
=

high

|

Disease duration

&
w
newly diagnosed long-standing E_,
=3
3
? 2
Life expectancy 3
long short %
2
=
@
|I'I'Ip0l1:al1l comorbidities _A
absent few / mild severe

Established vascular
complications

|

absent few / mild severe |
Patient preference _4‘

highly motivated, excellent preference for less

self-care capabilities burdensome therapy

Resources and support
system

|

a|qeyPow Ajlenusiod

readily available limited

Figure 6.2—Patient and disease factors used to determine optimal glycemic targets. Character-
istics and predicaments toward the left justify more stringent efforts to lower A1C; those to-
ward the right suggest less stringent efforts. A1C 7% = 53 mmol/mol. Adapted with permission
from Inzucchi et al. (71).



HbAlc-streefwaarde

D

nederlands huisartsen

Figuur1 Algoritme voor het bepalen van de HbA, -streefwaarde genootschap
. , Ja
Leeftijd < 70 jaar —— = 53 mmol/mol
¢ Mee
i g Ja
Alleen leefstijladvisering cesthiilini

OF metformine monotherapie

‘ Nee

Diabetesduur <10 jaar

# Nee

54-64 mmol/mol

54 — 58 mmol/mol

“Factoren zoals aanwezigheid van micro- en/of macrovasculaire
complicaties, comorbiditeit, kwetsbaarheid, risico’s van eventuele
hypoglykemie, levensverwachting, haalbaarheid en motivatie van de
patiént kunnen redenen zijn om, in overleg met de patiént, van deze
indeling af te wijken.”

« Bij kwetsbare ouderen en mensen met een korte levensverwachting (arbitrair: = 5 jaar) zijn glucosewaarden

van 6-15 mmol/l en HbA, ~waarden tot 53-69 mmol/mol acceptabel.
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Metformin

SGATZ Inhibitars Intermediate | Mo
4o high

GLP-1 Rhs. High ta Ne
wiry high

GIP and GLP-1 RA Wery high Na

DPP-4& inhibitors Intermediate | Mo

Thiazolidinediones High Na

Sulfenylureas High Yes

{2nd generation}

Insulin | Hemaa | Highio Yes

Analegs wery high

Diabetes Care A &=

Management of Hyperglycemia in Type 2 Diabetes, 2022. A
Consensus Report by the American Diabetes Association (ADA)
and the European Association for the Study of Diabetes (EASD)
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IMPORTANCE OF 24-HOUR PHYSICAL BEHAVIORS FOR TYPE 2 DIABETES

SITTING/BREAKING UP PROLONGED SITTING SWEATING (MODERATE-TO-VIGOROUS ACTIVITY)

»  Encourage 2150 minfweek of maderate-intensity physical activity
{i.e., uses large muscle groups, rhythmic in nature) OR =75 min/
week vigorous-intensity activity spread over =3 days/week,
with no more than 2 consecutive days of inactivity.
Supplement with twa to three resistance,
flexibility, andfor balance sessions.

+ s little as 30 min/week of moderate-

Limit sitting. Breaking up prolonged sitting levery 30 min) with shart
regular bouts of stow walking/simple resistance exercises can
improve glucose mefabolism.

STEPPING intensity physical activity improves
«  Anincrease of only 500 metabolic profiles.
steps/day is associaled
with 2-9% decreased
risk of cardiovascular
marbidity and all- Physical function/frailty!
cause mortality. sarcopenia
= Al foldomin brish- -+ The frally phenatype in
intensity walk per type 2 diabetes is unique,
day equates to -4 years’ often encompassing
greater life expectancy. obesity alongside physical
frailty, at an earlier age.
The ability of people
. with type 2 diabetes
Lo underizke simple
SLEEP functional exercises in
Nim for consistent, middle- age is similar to that
uninterrupted sleep, in those over a decade older.
even on weekends.
Quantity - Long {=B h}
@ anel shurl [<6 bl sleep CHRONOTYPE SLEEP QUALITY
durations negatively
impact A, STRENGTHENING
:;:rp; L'::n:i mr;f::: Resistance exercise [i.e., any activity that
influsncet by the increased prevalence of SLEEP QUANTITY uses the person's own body weight or works

insomnia, ohstructive sleep apnea, and restless against a resistance) also improves insulin sensitivity
Ieg syndrome in people wilh type 2 diabetes. and glucase levels; activities like tai chi and yoga also

% Chronotype - Evening chronetypes (i.e., night owl: go to bed late encompass elements of flexibility and balance.

and get up latel may be more susceptible to inactivity and poorer glycemic levels
ws, marning chranatypes (ie., early bird: go 1o bed early and get up early).



ORIGINAL ARTICLE

Cardiovascular Effects of Intensive Lifestyle
Intervention in Type 2 Diabetes

The Look AHEAD Research Group®

0
2 Control
100~ 4
A Weight 16+ g
1004
H 80+ 124
i '._ g %! Intervention
-—— .. E 8"
B . £
= s Control &  60- 4
964 © >
g -_- -__.,..o-..,_..g.. & 4 s~
.g ' ...’ L % -g “
® %4 o L 3 e f
.E '-_ & Intervention § 0 5 4 é é 1(0
S ) -
) 204 Hazard ratio, 0.95 (95% Cl, 0.80-1.09) ‘
Main effect, -4 (95% Cl, -5 to -3) P=0.51
90+ P<0.001
“4
0-4 T T T T T T T T T T 0 T T T T 1
0 1 2 3 4 5 6 7 8 9 10 0 2 4 6 8 10
Year

Years

The Look AHEAD Research Group N Enal J Med 2013;369:145-54
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_A_-| Total weight loss, %

504
HR, 0.61 (95% €I, 0.55-0.69) 0
P <001 MNonsurgical controls
| Nonsurgical controls
3 40+ == -5 1
g s |
= \
§ 304 E -0
g P =
© & -154
2z =
= 20+ 3 =
H “ Metabolic surgery $ -204 Metabolic surgery
3 o
o 104 o
-25-
) A=14.7% (95% Cl, 14.5-14.9)
0 T T T 1 o P =00l
0 2 4 6 8 0 2 4 6 8
Years Since Index Date Years Since Index Date
No. at risk
Nonsurgical controls 11435 BOS0 4791 2244 838
Metabolic surgery 2287 1372 910 535 293

Aminian et al. JAMA_ 2019:322(13):1271-1282




Effectiviteit van bestaande )
interventies voor gewichtsverlies

Leefstijlinterventiel 2.3

Very low calorie diet*

IBT?

Endoscopische techniekeni!

Gastric sleevel213

Gastric bypassi3.14

IBT, intensive behavioural therapy.

5 10 15 20 25 30

Gewichtsverlies (%)



Comparative efficacy of glucose-lowering medications on body

weight and blood pressure in patients with type 2 diabetes:
A systematic review and network meta-analysis

Dapaglifiozin
Canaglificzin

Basal insulif

Suiphomylureas

A

Semaglutide SC

"ﬁ‘

E
&
&
&
=

Semaghutis PO

Premixed insulin

Metfarmin Prandial irsalin

Pioglitazone

Isapas et al_ Diabetes Obes Metab. 2021,23:2116-2124

Change in body weight (kg)

Semaglutide SC
Semaglutide PO
Exenatide
Liraglutide
Empagliflozin
Canaglifiozin
Dapaglifiozin
Ertuglifiozin
Lixisenatide
Exenatide ER
Dulaglutide
Mettormin
a-glucosidase inhibitors
DPP-4 inhibitors
Meglitinides
Basal insulin
Prandial insulin
Sulphonylureas
Basal-bolus insulin
Premixed insulin
Pioglitazone

Favours treatment

.
e
-
-
-
L
=
e
L
2
-
+h
P
-
-
T T 1
-2 0 2 4

-4

WMD (95% CI)

-3.80 (-4.46 to -3.14)
-2.41(-3.13 to -1.69)
-2.37 (-2.87 to -1.87)
-2.37 (-2.75 to -1.98)
-1.92 (-2.41 to -1.43)
-1.83 (-2.42 to -1.23)
-1.82 (-2.23 to -1.41)
~1.80 (-2.57 to -1.02)
-1.04 (~1.56 to -0.52)
-1.03 (-1.68 to -0.38)
-0.80 (~1.41 to -0.19)
-0.62 (~1.00 to -0.25)
-0.39 (-0.81 to 0.03)
0.26 ( 0.0510 0.47)
1.72 (0.97 to 2.47)
2.24 (1.8010 2.68)
2.27 (15510 2.98)
2.36 (2.04 10 2.67)
2.59 (15810 3.60)
2.91 (22610 3.57)
2.97 (26410 3.31)

Favours placebo



Change in Body Weight from Wk 0 to Wk 40

~@- Tirzepatide, —¥— Tirzepatide, —— Tirzepatide, - Semaglutide,
5 mg 10 mg 15 mg 1mg

Overall mean baseline
body weight, 93.8 kg
2_

i SR ® -6.2 kg (-6.7%)
—__,__I 7.8 kg (-8.5%

-10.3 kg (-11.0%)

Change from Baseline (kg)

-12.4 kg (-13.1%)

L 74
-14 T T T T T T 7 T rd T

]
0 4 &8 12 16 20 24 32 40

[

Weeks since Randomization

Frias JP, etal. N Engl J Med 2021; 385(6):503-515. I




¢+ Glucose-dependent Insulinotropic ¢+ Glucagon-Like Peptide-1

Polypeptide
GIP14 GLP-145
Ontdekt: Ontdekt:
Begin jaren ‘70 Begin Jaren ‘80

Secretie door:
L cellen dunne darm

Secretie door:
K-cellen duodenum

Gestimuleerd door:
Nutriénten in de darm

Gestimuleerd door:
Nutriénten in de darm

Stimulators of postprandial insulin secretion
DASAT ON INCHITN IHCHPIOr ANAKONST STUCKS i NORITY INNICURS

Stimuleert:
29% van de glucose-
afhankelijke insulinesecretie®

Stimuleert:
45% van de glucose-
afhankelijke insulinesecretie®

1. Aronoff SL, et al. Diabetes Spectr. 2004;17(3):183-190. 2. Brown JC. Can J Biochem. 1971;49(2):255-261. 3. Brown JC, Dryburgh JR. Can J Biochem.
1971;49(8):867-872. 4. Kim W, Egan JM. Pharmacol Rev. 2008;60(4):470-512. 5. Lund PK. Requl Pept. 2005;128(2):93-96. 6. Holst et al. Endocrinology

ANNA. NACA AN




/ GLP-1 x \

« 1 insulin secretion - delayed gastric
* | glucagon secretion emptying

- | food intake

« 1 insulin
* receptor sensitivity - 1 insulin secretion
expressed, + altered nutrient « 1 glucagon secretion
function unknown metabolism

&GIPJ




Food
ingestion

- Gltract /|

Intestinal

secretion of > 1 Incretin

action

Actief GLP-1 en GIP

Snelle omzetting naar
inactief GLP-1 en GIP
(Tuz = 1-2 minuten)




patiénten

Metformine.
Voeg een sulfonylureumderivaat toe (bij voorkeur gliclazide).

Voeg (middel)langwerkende insuline eenmaal daags toe (bij voorkeur NPH-insuline).
Alternatief: DPP4-remmer of GLP1-agonist*.

Intensiveer insulinebehandeling.
Alternatief: DPP4-remmer of GLP1-agonist*.

* Op indicatie bij een HbA,, < 15 mmol/mol boven de streefwaarde, zie tabel 11.



DPP4-remmers

Patients with Event (3¢

TECOS CARMELINA
14671 T2DM patienten, = 50 jaar = 6979 T2DM patienten, = 18 jaar
Bestaand CVD: 74% * Bestaand CVD: 57%
Baseline HbA1c: 7.2% (55 mmol/mol) = Baseline HbA1c: 7.9% (63 mmol/mol)
Follow-up: 3.0 jaar (median) *  Follow-up: 2.2 jaar (median)

304
HR, 1.02; 95% C1, 0.89-1.17;
Placebo - P <,001 for noninferiority
15+ - P =.74 for superiority
=
2 204 s [l -
Sitagliptin - e il —
10+ H = Placebo
=
2
% g 10
Hazard ratio, 0,98 (95% C1, 0.89-108) &
P=0.65
0 T T T T T T T T T 0 T T T T T ]
o 4 8 12 18 24 10 16 42 42 o 0.5 1.0 13 2.0 25 30 35

Years

Green et al. N Enal J Med 2015,373:232-42 Rosenstock et al. JAMA 2019,321.69-79

Patients with End Point [3)

SAVOR TIMI
14492 T2DM patiénten, = 40 jaar
Bestaand CVD: 78%
Baseline HbA1c: 8.0% (64 mmol/mol)
Follow-up: 2.1 jaar (median)

Hazard ratio, !.EI]HIQS%EI,O.EB-I.IE‘}
1 P<0.001 for noninferiarity
12 P=0.99 far superiority

104 2oyt Kaplan—Meser rate: Saxagliptin

Savagliptin, 7.3%
g-| Flacebo, 7.7%

Placebo

T T T
o 180 360 540 70 900

Days

Scirica et al. N Engl J Med 2013:369-1317-26



Hyperglycemie

Cardlo-re_nale complicaticns = Overgewicht
protectie Behouden QoL

Bewerkt naar Davies et al. Diabefologia 2022; 65(12):1925-1966




Ensure strategies are in place o defect and
optimize management of CV risk factors' including

Psychosacial
factors

CV risk factor screening and surveillance

BP lowering

Lipid lowering

Antithrombotic agents

Smoking cessation



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

SGLT2i with proven HF
PREFERABLY benefit in this population

SGLT2i with primary evidence of reducing CKD progression

Use SELTZ in people with an eGFR =20 mL/min per 1.73 m" once initiated should be
continued until initiation of dialysis or transplantation

OR

If additional cardiorenal risk reduction or glycemic control
needed, consider combination SGLT2/GLP-1 RA

Consider [ocal
health care
setling and

+ASCYD/Indicators of High Risk o : (SN
decision-making
GLP-1 RA with (3100 SGLT2i with proven
proven CVD benefit OR CVD benefit

Language matters
If additional cardiorenal risk reduction or glycemic
control needed, consider combination SGLT2/GLP-1 RA




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

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

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

+ASCVD!

Defined difterentty scross
LS bl all included
individuats with esiablished
VD fo.g. ME stroke, ay
revascularization peocedire),
Yariably included: conditions
such as fransient Bchemic
altack. wretable angina,
amputation, symptomatic
o asymptematic coronary
artery dreass,

#ndicators of high risk
Whitie definitions vary, mas!

comprise =55 years of age
with twa ar mone addtional

risk factors fincluding obesily,

hypestenston, smoking,
dystipidemia, or alburminurial

+ASCVDVindicators of High Risk

—

GLP-1 RA" with proven [ELLLEM  SGLTZI with proven
TV benefit Ll C¥D benefit

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

+HF

Carrant ar prior
symplams
of iF with

documented

HFrEF or HFgEF

SELT2i mol tolerated or eanraindicated

+CKD
eGFft <60 mimin per 1.73 m' OR,
albuminirta (ACR 23.0 mg/mmal
[30mg/gll. Those measurements
may vary oves fime; thus, 3 repeat
measure is required to decument CKOL

+LKD (on maximally tolerated dose
of ACEI/ARE) )

PREFERABLY
SELT21Y with primary evidence of
reducing CKD progression
Use SELT2] in people wilk an eGFR
220 mlimin per 1,73 m’; once initiated

should be continued until initiation
of dialysis or transplantation

GLP-1 RA with proven CVD henefit if

16 A, above target. for patients
on S6LT2i, consider incorporating 2

Glycemic Management: Choose
approaches that provide the
efficacy to achieve goals:
Metformin OR Agentls) including
COMBINATION therapy that provide
adequate EFFICACY to achieve
and maintain trealment goals
Consider avoidance of hypoglycemia a
fpriarity in high-risk individuals

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

Dulaglutide {high dose],
Semaglutide, Tirzepatide
Insulin
Combination Oral, Combination
Injectable (GLP-1 RA/Insulin]

Hight
GLP-1 RA (ot listed above), Metformin,
SELT21, Sulfonylurea, TID

Achievement and Maintenance of
Weight Management Goals:

l Set individualized weight management goals ]

Intensive evidence-

Beneral lfesyle avice:
medical mutrition based structured
; ar = weight management
physical actiy pogam
| Cosder medicuton: | | “Domsidermetaboli
Tor welght loss surgery

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

Efficacy har weight loss
Very High:
Semaglutide, Tirzepatide
High:
Dulaglutide, Liraglutite

Intermediate:
GLP-1RA {mot listed abeve), SGLTZI

i GLP-1 RA or vice versa Intermediate:
proven CVD benefit or vice versa DPP-4i Neutral:
+ T 0PP-4], Metformin
2 v
needed }'— IFHbA,_ above target
* In peopie with HF, CD, established CV0 or multipbe risk facters lor CVIL. 1he dectsion o use & GLP-1 RA or SGLTZ with peoven heaafit shoutd be ind ol backy uga ol i & slng Identify barriers to goals:
rrcommengation is warranted lor pesple with CV and 3 weaker recommendalion far these wilh indicatars of high £ risk, Maraower, a higher i I mn + Consider DSMES referral fo support selé-efficacy in achievement of goals
ar!;aenﬂhqhwlwdsofhasﬁmﬂdﬂdmmhmnwmmh shared decisica-making process. See fexl for details:  Low-dose TI0 may be betler : : & For SBLT2LCW « Consider technolegy (e.g. di e CGM) to identity th i and tailar therapy
renal cutcomes Irizls demoasirate their efficacy in reducing \CE, TV death, all-couse lity, ML, HHF, znd renal outoomes in individuats with T20 wilh eslablistedihigh risk of [VD; i i "
4 Far G1P-1 RA, CVITs i efficacy ineduting compusie MACE, OV death, a1 lity, ML strke.and renal endpsints in ndividuals with T20 with iah rick of OV, Identify and address SOOH that impact achigwement of goals




GLP1l-analogen

EENMAAL PER DAG EENMAAL PER WEEK
LEADER REWIND SUSTAIN-6
Opzet van de studie: Opzet van de studie: Opzet van de studie:
= 9340 T2DM patiénten, = 50 jaar = 9901 T2DM patiénten, = 50 jaar + 3297 T2DM patiénten, 2 50 jaar
» Bestaand CVD: 81% « Bestaand CVD: 32% *» Bestaand CVD: 83%
= Baseline HbA1c: 8.7% (72 mmol/mol) = Baseline HbA1c: 7.3% (56 mmaol/mol) = Baseline HbA1c: 8.7% (72 mmol/mol)
= Follow-up: 3.8 jaar (median) = Follow-up: 5.4 jaar (median) «  Follow-up: 2.1 jaar (median)
187 — Placebo
109 Hazard ratio, 0.74 (95% C1, 0.58-0.95
20- = ; azard ratio, 0.74 (35% C1, 0.38-095)
_ "] Hazard ratio, 0.87 (95% CI, 0.78-0.97) Hacibo 15 Dulaglutide g 51 P00l fornninriy Placebo
§ P<0.001 for noninferiority z = 39 po0.02 for superiorty
§ 159 poo01 for superiority = 124 ] ;'
("} = > o
E o Liraglutide & o+ pg] ’
Z 10 g % % H Semaglutide
; g 6 m ! J'
£ 3 O £ 3
= 3 HROSS{QS%CJD?Q 0499) 2 1
g p=0.026 g
0 T T T T T T T T 1 l:] T T T T T 1 0 1 I I I I T 1 I I 1 I I L]
0 6 12 18 24 30 36 42 48 54 . 0 1 2 3 4 5 6 0 8 16 M 3N 0 4 % 6 N N OB % M
Months since Randomization Time since randomisation (years) Weeks since Randomization ﬁ
(=}
Hernandez et al. Lancet 2018; 392: 1519-29 Gerstein HC et al. Lancet 2019; 354 121-30 Marso SP et al. N Engl J Med 2016;375:1834- 4%



SGLT2-remmers

Patients with Event (%)

-
v
1

e
=3
1

EMPA-REG
7020 T2DM patiénten, = 18 jaar
Bestaand CVD: >99%
Baseline HbA1c: 8% (64 mmol/mol)

Follow-up: 3.1 jaar (median)

Hazard ratio, 0.86 (95.023% C1, 0.74-0.99)

P=0.04 for superiosity Empaglifiozin

w
1

-]

Zinman et al. N Engl J Med 2015;373:2117-28

Cumulative Incidence (%)

10+
9
8
7
6
5_.
4
3
24
14

0

DECLARE TIMI 58
17160 T2DM patiénten, = 40 jaar
Bestaand CVD: 40%

Baseline HbA1c: 8.3% (67 mmol/mol)
Follow-up: 4.2 jaar (median)

Hazard ratio, 0.93 (95% Cl, 0.84-1.03)

P=0.17 for superiority
Play

/
Dapagliflozin

T T T T T T T 1
0 1830 360 540 /20 900 1080 1260 1440

Days

Wiviott et al. N Engl J Med 2019;380:347-57

(%)

Patients with an Event

~
=3

Bt ottt
N B Yoo O N &Y
| S NN S Sl Vi O |

"] Hazard ratio, 0.86 (95% Cl, 0.75-0.97)
| P<0.001 for noninferiority
| P=0.02 for superiority

CANVAS
10142 T2DM patiénten, > 30 jaar

Bestaand CVD: 66%
Baseline HbA1c: 8.2% (66 mmol/mol)
Follow-up: 3.6 jaar (median)

Placebo

Canagliflozin

0

I, T A, S, . ) e, S S, B
0 26 52 78 104 130 156 182 208 234 260 286 312 338

Weeks since Randomization

Neal et al. N Engl J Med 2017,377:644-57



Ela_gpenplan voor zeerhoogrisicopatiénten

SGLT2-remmer. Bij contra-indicatie voor SGLT2-remmer (bijvoorbeeld eGFR < 30 mi/min/1,73 m’,
zie ook tabel 9): start GLP1-receptoragonist.’

Voeg metformine toe.
Voeg een GLP1-receptoragonist toe.”

Voeg een van de middelen uit het stappenplan voor patiénten zonder zeer hoog risico toe
(combinatie van GLP1-receptoragonist met DPP4-remmer is niet rationeel en wordt ontraden).

* Bij een zeer hoog risico alleen vanwege hartfalen is er geen aangetoond voordeel van een GLP1-
receptoragonist op harde eindpunten.

Metformine.
Voeg een sulfonylureumderivaat toe (bij voorkeur gliclazide).

Voeg (middel)langwerkende insuline eenmaal daags toe (bij voorkeur NPH-insuline).
Alternatief: DPP4-remmer of GLP1-agonist*.

Intensiveer insulinebehandeling.
Alternatief: DPP4-remmer of GLP1-agonist*.

* Op indicatie bij een HbA,, < 15 mmol/mol boven de streefwaarde, zie tabel 11.




Casuistiek

» Mijnheer M.
o “Hoe therapie te vereenvoudigen?”

» Mijnheer V.
o “Waarom geen metformine?”



HOLISTIC PERSON-CENTERED APPROACH TO T2DM MANAGEMENT

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

PREFERABLY

S6LT2 with primary evidence of reducing CXD progression
Use SGLT2i i peopl with an €GFR 20 mLimin per 1,73’ once itated should be : "’“’*Whm
continued uati iniabionof diatyss o transplantatin . medication g approaches that provide the efficacy
____________ ek i SRS e , o achieve goals:
AS Metformin OR Agent(s) including
COMBINATION therapy that provide
adequate EFFICACY to achieve and
. : . ) maintain treatment goals
Consider local omptication i ~
health care wrn:‘llanu Consider avoidance of hypoglycemia a
seltiog aad and prioity in high-risk individuals
resources | screeniog

decision-making

Monitoring and
ongoing review

o ; PRINCIPLES OF CARE
iabetes strocture x
edacation and sapport GOALS OF CARE v

i + Prevent complications

+ Dptimize quality of life

a2 v Achievement and Maintenance of
; 4 ’ Psychosocial E"'f.m::,:;':,’” Weight Management Goals:
CVrisk factor screening and serveilance ey Setindidualized weight mansgement gals |
3 Social Consider \
determinants Mroid underlying Tie ,
BP loweri 3 of health therapeutic d
: inertia . e
Lipid lowering physical actiity program
Antithrombotic agents Consider medication Consider metabolic
for weight loss. surgery
Smoking cessation When choesing glucose-lowering therapies:
Consider regimen with high-to-very-high dual
glucose and weight efficacy




