APPROPRIATEZZA E PERSONALIZZAZIONE
TERAPEUTICA: VERSO UNA RIDEFINIZIONE

Dagli algoritmi terapeutici alla
personalizzazione della terapia

Gaetano Leto
MD, PhD

Sabato 18 MAGGIO 2019

Monte Porzio Catone
VILLA MONDRAGONE

SAPIENZA, Universita di Roma
Polo pontino - Latina
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Linee-guida italiane per il Diabete Mellito
Edizione 1998

Obeso Non obeso
Step 1 Metformina Sulfanilurea
Step 2 Metformina + Sulfanilurea
Step 3 Metformina + Sulfanilurea + Insulina

AMD, SID, SIMG, SIMI, SIF, SIGG, FAND, CeRGAS.
Progetto per l'organizzazione dell’assistenza al diabete dell’adulto.
Ed. Health Alliance S.r.L., Milano 1998.



History of drug treatment for type 2 diabetes

1930-2018
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Management of Hyperglycemia in Type 2 Diabetes:
A Consensus Algorithm

Diagnosis

A
Lifestyle Intervention + Metformin

1

{m C>7% e
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Add Basal Insulin®
- Most effective

No

Add Sulfonylurea
- Least expensive

Add Glitazone
- No hypoglycemia

No
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No Yes*

Yes*
Add Basal or Intensify Insulin®
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Intensive insulin + Metformin +/- Glitazone

Nathan DM et al, Diabetes Care, 2006



Medical Management of Hyperglycemia in Type 2 Diabetes

A Consensus Algorithm

Tier 1: Well-validated core therapies

At Diagnosis:
Lifestyle +
Metformin

Lifestyle + Metformin
+ Basal Insulin

\ 4

Lifestyle + Metformin
+ Sulfonylurea

Tier 2: Less well-validated core therapies

Lifestyle + Metformin
+ Pioglitazone

N

Lifestyl ormin
< + GLP-1 Agonist

/L.

Lifestyle + Metformin
+ Intensive Insulin

3

Lifestyle + Metformin
+ Pioglitazone
+ Sulfonylurea

Lifestyle + Metformin
+ Basal Insulin

STEP 1

STEP 2

The interventions should be changed if A;C is >7%.

STEP 3

LUITIl dl 1IVdol UVUIy UV 111VIIuU1o.

Nathan DM et al, Diabetes Care, 2009



Standard Italiani per la cura del diabete mellito

Intervento
su stile di vita

Metformina

Metformina +
glitazone

Metformina +
analogo GLP1

Metformina +
gliptina

SID-AMD Edizione 2010

Metformina +
sulfonilurea
o glinide +

glitazone

Metformina +
sulfonilurea
o glinide +

analogo GLP1

Metformina +
sulfonilurea +

Metformina +
sulfonilurea
o glinide +

insulina basale

gliptina*®

Metformina +
sulfonilurea
o glinide

Metformina +
insulina basale

Metformina +

; : Metformina + insulina basal-bolus
insulina basale

In presenza di valori di HbA1c superiori all’obiettivo alicemico & necessario mettere

Valutare I'eventuale inizio o aumento della dose del farmaco orale ogni 2-6 mesi, con |l
fine di raggiungere e mantenere nel tempo valori di HbA1c <7%.

Forza della raccomandazione B)

10



Consensus Statement ADA/EASD 2012

- Initial drug
monotherapy

Efficacy (+ HbA;,) - JSle
Hypoglycemia
Weight

Side effects
Costs

Metformin
+

Metformin
+

Metformin
+

- Two-drug
combinations?

Efficacy (+ HbA,_)

Hypoglycemia . moderate risk
Weight gain

Major side effect(s) hypoglycemia® .
Gomls oonann

—

Sulfonylurea®

Metformin
+

DPP-4 Inhibitor

intermediate
low risk

1 neutral

rarg®

GLP—f receptor

4

Three-drug

Bty Sulfonylurea®
combinations

+
TZD

or

or ¥ GLP-1-RA

GLP-1 receptor
agonist

Sy
TZD

or ¥ Insulind

or

or | GLP-1-RA |

If combination therapy that includes basal insulin has failed to achieve HbA1c target after 3-6 months,
proceed to a more complex insulin sh’atemf, usually in combination with one or two non-insulin aﬁents:

e e e e e e

More complex

= insulin strategies

Insulin®

(multiple daily doses)

Inzucchi SE et al, Diabetes Care, 2012 Jun;35(6):1364-79




Consensus Statement ADA/EASD 2015

Metformin Meﬁormln Metformin Metformin
+ + +
Dual Sulfonylurea Thiazolidine- DPP-4
theraprr inhibitor inhibitor
Efficacy” __ high _intermediate Aintermediate  { lhigh | | highest
Hypo risk  moderate risk low risk low risk
Weight WAELT: ||| RR—— neutral ... Llogs ...
Side effects A § hypoglyoemla : § rare . 1 GU, dahydralmn
Costs’ ~ low Lhigh_._______ 8 Lhigh
Iif HbA . target not achieved after ~3 months of dual therapy, proceed to 3-drug combination {order not meant to denote
any specific preference=choice dependent on a variety of patient- and disease-specific factors):
Metformin Metformin Metformin Metformin Metformin Metformin
+ + + + + +
Triple DPP-4 SGLT2 | GLP-1 Insulin (basal)
th erapy inhibitor inhibitor

J,—P

Combination
injectable
therapy’

+
Basal insulin + or

Inzucchi SE et al, Diabetes Care, 2015 Jan;38(1):140-9



ADA/EASD position statement 2015

Approach to the management
of hyperglycemia

HbA
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Standard ltaliani SID-AMD
Edizione 2016

Metformina

Se non sufficiente, aggungere aia metformina un secondo farmaco:

o] [ g ][ | [ oo | o] B BTN

Se non sufficiente, aggungere un terzo farmaco:

SU/Glinidi Pioglitazone Acarbose DPP4 inibitori 3 )‘" gor Insulina

ALLE

[ piogiitazone ||| [ Piogitazone | ? P-ool-'uon- Pioglitazone

|

Acarbose ||| swGlinici || |[ suclnigi |||
|
|

[ Pioglitazone ]
| Acarbose |

[sscrzmn || [Csetrzme ||
| msutina [} insuiina |

|

|
| oppainiv. |||| oPP4inib.
|_eLptagon. |||| n.

In caso d caftivo controlle con la Iriplice terapia, iniziare comungue |a terapia insuinica. mantenendo la metformina:

Insulina

conl'eventuale aggiunta di;

Pioglitazone | Acarbose || DPP4 inibitori

Standard italiani per la Cura del Diabete Mellito, SID-AMD, 2016
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Percheé l'ipoglicemia € un problema

Rischio_ CcVv attribuibile ai vari tipi di ipoglicemia — Studio ORIGIN.

3 0.2

0.0-

» | soggetti anziani con DM che hanno avuto un evento ipoglicemico hanno mostrato un rischio
aumentato di 2 volte per lo sviluppo di demenza rispetto a quelli che non hanno avuto un evento
ipoglicemico (P<0,001).

» | soggetti anziani con DM che hanno sviluppato demenza hanno avuto un rischio maggiore di avere un
evento ipoglicemico successivo rispetto ai soggetti che non hanno sviluppato demenza (P<0.001).

Kaplan-Meier Survival Function of Time to Hypoglycemia Event

Kaplan-Meier Survival Function of Time to Dementia Diagnosis '_B
by Dementia Status

by Hypoglycemia Status
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p <0,001
— No dementia

— No hypoglycemia '
' --- Dementia

--- Hypoglycemia

Yaffe K et al, JAMA Intern Med, 2013, July 22; 173(14): 1300-1306

Lavernia F et al,. Postgrad Med, 2015; Early Online:1-7



Vascular disease and diabetes:
is hypoglycaemia an aggravating factor?

ADDED RISK OF
HYPOGLYCAEMIA
A EXPOSURE

Prevalence of vascular complications

/

= >
0 5 10

Duration of diabetes (years)

Risks of hypoglycaemia on the vasculature: theoretical model of the increasing impact
of hypoglycaemia once vascular complications have developed.

Wright RJ, Frier BM. Diabetes Metab Res Rev, 2008; 24(5):353-63



Hypoglycemia and CV death

IMMEDIATE RESPONSE:

T Erythrocytes’ 1T PCV. PV, Ha
Platelet activation

Localized \ T i

tissue ischaemia Haemoconcentration T Platelets

T Lymphocytes

haemorheological T
changes
) . ) Alpha adrenoceptors

white cell activation T
vasoconstriction T ESRING
release of inflammatory l
mediators

) A adrenoceptors
release of cytokines /

Mononuclear Factor VIII

leucocytes

DELAYED RESPONSE:

CORTISOL | »| 1t Granulocytes [  Neutrophil

clastase

Wright RJ, Frier BM. Diabetes Metab Res Rev, 2008; 24(5):353-63



Evidence linking hypoglycemic events to an increased risk
of acute cardiovascular events in type 2 diabetes

1

Odds ratio 10 100

Coded hypoglycaemic events
during evaluation _

Age 65+ vs. 18-34 years |
Age 55-64 vs. 18-34 years
Age 45-54 vs. 18-34 years_
Age 35-44 vs. 18-34 years_

Male vs. female
Peripheral vascular disease_

Diabetic retinopathy

Prior cardiovascular events

* ORA1.79

Chronic kidney disease | =

Diabetic peripheral neuropathy |=

= OR2.87
e —

Increasing risk

860.845 patients in the analysis set.

“;]H@@ 860845

Johnston SS et al., Diabetes Care, 2011; 34(5):1164-70



All-cause mortality in T2DM

Relationship with HbA1c

)

Metformin plus sulphonylureas regimens

24—

224

2.0

1.6

HR (95%Cl)

Insulin-based regimens

The lowest HR at an HbA1c of about ‘

7.5%

27965 Metformin plus sulphonylureas

20005 Insulin-based

Currie CJ, et al. Lancet, 2010, 315:481-9




| grandi trial nel diabete di tipo 2

Pazienti |Eta | Durata |lpoglicemie HbA,, Eventi | Mortalita
diabete severe cv totale
UKPDS [1-2] 4.209 | 54 0 0,3 8,1vs 8,8 0,85 0,94
PROACTIVE [3] | 5.238 |62 8 0,2 7,0vs 7,6 0,81 0,96
ACCORD [4] 10.250 | 62 10 2,7 6,4vs 7,5 0,94 1,28
ADVANCE [5] | 11.140 | 66 8 0,7 6,5vs7,3 0,94 0,89
VADT [6] 1.791 | 60 11 1,6 6,9 va 8,4 0,86 1,09

UK Prospective Diabetes Study Group, Lancet, 1998; 352: 837-853.
Holman RR, et al, N Engl J Med, 2008; 359: 1577-1589.

Dormandy JA et al, Lancet, 2005; 366: 1279-12809.

Gerstein HC, et al, N Engl J Med, 2008; 358: 2545-2559.

Patel A, et al, N Engl J Med, 2008; 358: 2560-2572.

Duckworth W, et al, N Engl J Med, 2009; 360: 129-139.

ook wh=

Modificata da Mannucci E, et al, Nutr Metab Cardiovasc Dis, 2009



The primary goals of T2D management

Cardiovascular Disease and Type 2
Diabetes: Has the Dawn of a New
Era Arrived?

Diabetes Care 2017,;40:813-820 | https.//doi.org/10.2337/dc16-2736

Muhammad Abdul-Ghani,™*

Ralph A. 1‘ZJ'an:nmml,‘t Stefano Del Praro,3
Robert Chilton,” Rajvir Singh,” and
Robert E.J. Ryder”

The primary goals of T2D management are to
1) improve glycemic control to prevent microvascular complications.

2) normalize CVD risk factors to reduce CV events and CV mortality.

Abdul-Ghani M et al, Diabetes Care, 2017;40:813—-820



Pathophysiologic Approaches to Glycemic Treatment

Palhophysioloaic Approach to Therapy
in Patients With Newly Diagnosed
Type 2 Diabetes

Raren A. DElFrRONZO, MD
Roy ELDOR, MD, PHD
MuHAMMAD ABDUL-(GHANI, MD, PHD

Two general approaches to the treatment of type 2 diabetes mellitus (T2DM)
have been advocated.

1) A “guideline” approach that advocates sequential addition of
antidiabetes agents with “more established use”; this approach more
appropriately should be called the “treat to failure” approach.

2) A “pathophysiologic” approach using initial combination therapy with
agents known to correct established pathophysiologic defects in T2DM.

DeFronzo R et al, Diabetes Care, Vol 36, Supp 2, August 2013, S127-S138



Standard di cura SID/AMD 2018 e nuovi farmaci antidiabetici

DIAGNOSI

Iperglicemia

v

v

4

1
1
i
Metformina < }
4 >
l 1
v
Metformina +
—
DPP4i Pio SGLT2i GLP1RA | (€
Metformina +
DPP4i Pio SGLT2i GLP1RA
AGI AGI AGI AGI —>
Pio DPP4i DPP4i Pio
SGLT2i SGLT2i Pio SGLT2i || [€—7
Su GLP1RA GLP1RA Su
su Su

Insulina

Metformina

DPP4i

Pio

SGLT2i

GLP1RA

In Grassetto le combinazioni prescrivibili senza piano terapeutico in regime di rimborsabilita;

in Grassetto corsivo le combinazioni prescrivibili in regime di rimborsabilita con piano terapeutico;

in Corsivo le combinazioni prescrivibili secondo scheda tecnica, ma non rimborsate.

[secondo disposizioni AIFA aggiornate al 27/04/2018]

DDP4i: inibitori della DPP4;

Pio: pioglitazone;

SGLT2i: inibitori di SGLT2;
GLP1RA: agonisti rec. di GLP-1;
AGl: inibitori della a-glucosidasi;
SU: sulfaniluree o glinidi.

Standard italiani per la Cura del Diabete Mellito, SID-AMD, 2018



Standard Italiani per la cura del diabete mellito SID-AMD
Edizione 2018

In tutte le persone con diabete le glicemie e 'HbA1c vanno mantenute entro i livelli appropriati
per la specifica condizione clinica al fine di ridurre il rischio di complicanze acute e croniche. | A

Il trattamento dell’iperglicemia deve essere tempestivamente aggiornato quando il controllo é
perduto e I'obiettivo di HbA1c dovrebbe essere collocato sotto 48 mmol/mol (6.5%), valori che
consentono di prevenire l'incidenza e la progressione delle complicanze microvascolari e macro-
vascolari. Cio vale per il diabete mellito di tipo 1 non complicato, essendo plausibile un limite di
53 mmol/mol (7.0%) per i soggetti con complicanze. Nel caso di diabete di tipo 2 & applicabile

il limite di 48mmol/mol (6.5%) purché tale livello sia raggiungibile con farmaci che comportano

I B

un basso rischio di ipoglicemia.

Nei pazienti con ridotta aspettativa di vita (per eta avanzata e/o per comorbidita), nei quali il

beneficio a lungo termine derivato dalla prevenzione delle complicanze croniche & meno rilevan-

te, si possono tollerare livelli piu elevati di HbA1c. I cC

Standard italiani per la Cura del Diabete Mellito, SID-AMD, 2018



Standard Italiani per la cura del diabete mellito SID-AMD

DIAGNOSI
Iperglicemia Il farmaco di prima scelta é la
l metformina.
v
Metformina < .
l > Insulina
Metf j - .
erormina > Efficacia sulla HbA1c ’Tllge'_‘s_°
all’'inizio
DPP4i Pio SGLT2i GLP1RA > Protezione CV N Subito

Nei pazienti con pregressi eventi CV maggiori SGLT-2i, GLP-1

considerati farmaci di prima scelta, salvo controindicazioni.

lon é

agonisti a lunga durata d’azione e pioglitazone devono essere ftivo

un

Pio DPP4i DPP4i Pio
SGLT2i SGLT2i Pio SGLT2i
SU GLP1RA GLP1RA SuU
SuU SuU

> Benefici

=

E preferibile utilizzare farmaci che
non provocano ipoglicemia.

La glibenclamide non deve essere
mai usata.

Standard italiani per la Cura del Diabete Mellito, SID-AMD, 2018




Standard Italiani per la cura del diabete mellito SID-AMD

DIAGNOSI

Motformina I
Il trattamento con insulina, anche [ —Z
transitorio, associato o0 meno a
metformina, deve essere considerato

Insulina

—

iasi momento —' ¢
:IL’aggiunta alla terapia insulinica di SGLT2i, agonisti del GLP1 e

DPP4i, con o senza metformina, consente di ridurre le dosi

giornaliere di insulina e limitare I'incremento ponderale.

Pio DPP4i DPP4i Pio
SGLT2i
SGLT2i SGLT2i Pio sGLT2i || €1
GLP1RA
Su GLP1RA |||| GLP1RA Su
su Su

Standard italiani per la Cura del Diabete Mellito, SID-AMD, 2018



Standard Italiani per la cura del diabete mellito SID-AMD
Edizione 2018

Benefici dei farmaci per il diabete di tipo 2.

© o :
c = ©
E| 8| g | 2| 2| §| 3| ae| 23
£ o N £ N c s © =
= a o a R o)) 3w £ 0
£ S8 | 2 | £ | 5| @ | 5 | 22| 3%
F|<|® |3 £ 3|7 E3
Riduzione HbA1c a breve
; 5 +++ + +++ ++ ++ + +++ +++ | ++++
termine (3-4 mesi)
Riduzione HbA1c a medio
: G ++ + +++ ++ ++ ++ ++ +++ | ++++
termine (1-2 anni)
Riduzione HbA1c a lungo
: L g A+ + +4++ + 4 ND +4++ + +++ | ++++
termine (oltre 2 anni)
Riduzione peso corporeo +/- +/- s ++ - - - - -
Riduzione pressione arte-
, P +/- - + ++ - + - - -
riosa
Riduzione morbilita e mor-
3t : RA +/- +/- +42 +++4b - o - - -
talita cardiovascolare

I* Derivata da studi di comparazione diretta con altri farmaci attivi.l** A parita di obiettivo glicemico perseguito. * Per

liraglutide e semaglutide. ° Per empagliﬁozin; per canagiiﬁozin limitatamente alla morbilita. ND: dato non disponibile.

Standard italiani per la Cura del Diabete Mellito, SID-AMD, 2018




Pharmacological approaches to Glycemic Treatment

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

Efficacy Hypoglycemia Weight CV effects Renal effects
change .
ASCVD CHF CKD progression
Metformin High No Neutral Potential benefit Neutral Neutral
SGLT-2is Intermed No Loss Benefit: Benefit: Benefit:
Canagliflozin Canagliflozin Canagliflozin
Empaglifozint Empagliflozin Empagliflozin
GLP-1 RAs High No Loss Neutral: Neutral Benefit: Liraglutide
Lixitenatide,
exenatide
extended release
Benefit:
Liraglutidet
DPP-4 Intermed No Neutral Neutral Potential risk: Neutral
inhibitors Saxagliptin,
alogliptin
Thiazolidined High No Gain Potential Benefit: Increased risk Neutral
iones Piog“tazone
Sulphonylure High Yes Gain Neutral Neutral Neutral
as (2nd gen)
Insulins Highest Yes Gain Neutral Neutral Neutral

TFDA approved for CVD benefit; CKD, chronic kidney disease; CVD, cardiovascular disease; DKA, diabetic ketoacidosis;
DKD, diabetic kidney disease; NASH, nonalcoholic steatohepatitis;RAs, receptor agonists; SQ, subcutaneous; T2DM,
type 2 diabetes.
Diabetes Care, 2018;41(Suppl. 1):S1-S155



Farmaci antidiatetici e funzione renale

eGFR fino a g0 80 70 60 50 40 30 20 15 | Dialisi
(mI/min*1.73 m?)

Metformina

Acarbosio®

Gliptine

Sitagliptin

Vildagliptin

Saxagliptin®

Linagliptin

Alogliptin

GLP1 agonisti

Exenatide

Exenatide LAR

Liraglutide®

Lixisenatide

Dulaglutide®

Sulfoniluree

Glibenclamide

Gliclazide

Glimepiride

Repaglinide

Pioglitazone

Gliflozine

Dapagliflozin

Empagliflozin®

Canagliflozin®

Standard italiani per la Cura del Diabete Mellito, SID-AMD, 2018



Pharmacologic Approaches to Glycemic Treatment:
Standards of Medical Care in Diabetes-2019

9_ Pharma001ogic Approaclrles to American Diabetes Association

Glycemic Treatment: Standards of
Medical Care in Diabetes—Z2019

Diabetes Care 2019;42(Suppl. 1):590-5102 | https://doi.org/10.2337/dc19-5009

The ADA/EASD consensus report recommends a patient-centered approach to
choosing appropriate pharmacologic treatment of blood glucose. This includes
consideration of efficacy and key patient factors:

1) Important comorbidities such as atherosclerotic cardiovascular disease (ASCVD),
chronic kidney disease (CKD), and heart failure (HF)

2) Hypoglycemia risk

3) Effects on body weight
4) Side effects

5) Cost

6) Patient preferences

Lifestyle modifications should be emphasized along with any pharmacologic therapy.

American Diabetes Association, Diabetes Care, 2019;42(Suppl. 1):S90-S102



GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY)
IF HbA, ABOVE TARGET PROCEED AS BELOW

!

%

.

TO AVOID
CLINICAL INERTIA
REASSESS AND

MODIFY TREATMENT
REGULARLY
(3-6 MONTHS)

CVD benefit of HF (if not on GLP-1RA)

« DPP-4i if not on GLP-1 RA
» Basal insulin*

Basal insulin*
« S

- TID¢
- 5

[
L_____J[

If triple therapy required or SGLT2i

¥

andfor GLP-1 RA not tolerated or

If HbA,, above target

] contraindicated use regimen with

lowest risk of weight gain

PREFERABLY

lowest acquisition cost I

OR
« Consider DPP-4i OR SGLTZi with I

lowest acquisition cost™ I

'WITHOUT ESTABLISHED ASCVD OR CKD
I ASCVD PREDOMINATES
HF OR CKD PREDOMINATES -----L----- ] - - --L--,
I < y MPELLING NEED TO MINIMISE WEIGHT|
I PREFERABLY I COMPELLING NEED TO MINIMISE HYPOGLYCAEMIA GAIN OR PROMOTE WEIGHT LOSS CoST IS AMAJOR ISSUE™ ]
SGLT2i with evidence of reducing EITHER/
I SGLT2i with HF and/or CKD progression in I GLP-1 RA with I
GLP-1 RA proven CVD CVOTs if eGFR adequate’ DPP-Gi GLP-1RA SGLT2F i) good effcacy SeLT2r - |
I with proven benefit’, | WpF========= R ~=r===e=- - I for weight loss®
CVD benefit' if eGFR IF SGLT2i not tolerated or ¥ J AR J I
I adequate’ contraindicated or if eGFR less I 1 HbA If b, If HbA If HbA, *lf \l’
I thaq adequate’ add 6L P—j RA I above til‘,"“ e til:lﬂl St .al'.‘m A t,r‘m [ If HbA,, above target J If HbA, above target ] I
with proven CVD benefit'
I \_ V. \_ J J I ¢ ¢ ¢ ¢ I
v ¢ GLP-1RA SGLT2i*
I [ If HbA, above target ] It HbA,, above target ] I S6LT2F SGLT2R OR OR GLP-1RA with I
’I’ ’lf OR OR DPP-4i DPP-4i SOLT2¢ good efficacy T Sut
I I T T R OR for weight loss* |
If further intensification is required or - hvoid TZ0 in the setting of HF T0 GLP-1RA I
patient is now unable to tolerate . I
[ GLP-1 RA and/or SGLT2i, chaose Choose agents demonsirating C safety ¥ R 2 2 ¥ 2 2
I agents demanstrating CV safety: « Consider adding the other class I l IF HbA, above target ] [ IfHbA, above target I I If HbA, above target I I
« Consider adding the other class with proven CVD benefit 4 ¥ ¥ ¥ J
- + DPP-4i (not saxagliptin} in the setting I
I {GLP-1 RA or SELTZ) with proven [ Continue with addition of other agents as outlined above = Insulin therapy basal insulin with

-

. Proven CVD benefit means it has label indication of reducing CVD events. For GLP-1 RA strangest
evidence for liraglutide = semaglutide = exenatide extended release. For S6LT2i evidence
modestly stronger for empagliflozin » canagliflozin,

. Be aware that SGLT2i vary by region and individual agent with regard to indicated level of eGFR
for initiation and continued use

. Both empagliflozin and canaglifiozin have shawn reduction in HF and reduction in CKD
progression in CVOTs

. Degludec or U100 glargine have demanstrated CVD safety

=]

©a

-

I Consider the addition of SU* OR basal insulin:

I + Choose later generation SU with lower risk of hypoglycaemia
+ Consider basal insulin with lower risk of hypoglycaemia’

DPP-4i (if not on GLP-1 RA)
based on weight neutrality

4

I I D DD D D D D D B B .

5. Low dose may be better talerated though less well studied for CVD effects

6. Choose later generation SU with lower risk of hypoglycaemia

7. Degludec / glargine U300 < glargine U100 / detemir < NPH insulin

B. Semalutide > liraglutide > dulaglutide > exenatide > lixisenatide

9. If no specific comarbidities li.e. no established CVD, low risk of hypoglycaemia and lower
priarity to avoid weight gain or na weight-related comarbidities)

10. Consider country- and region-specific cost of drugs. In some countries TZDs relatively more
expensive and DPP-4i relatively cheaper

Fig. 2 Glucose-lowering medication in type 2 diabetes: overall approach

I DPP-4i not tolerated or
contraindicated or patient already on
GLP-1RA, cautious addition of:

» SUt « TZD® « Basalinsulin

Davies MJ et al. Diabetologia, 2018, 61(12):2461-2498



DECISION CYCLE FOR PATIENT-CENTRED GLYCAEMIC MANAGEMENT IN TYPE 2 DIABETES

ASSESS KEY PATIENT CHARACTERISTICS I

REVIEW AND AGREE ON MANAGEMENT PLAN

|
I +  Review management plan I
I = Mutual agreement on changes I
l +  Ensure agreed modification of therapy is implemented I
I in a timely fashion to avoid clinical inertia
« Decision cycle undertaken regularly

I (at least once/twice a year)
L § § § § B N F N |

ONGOING MONITORING AND
| SUPPORT INCLUDING:

| - Emotional well-being

»  Check tolerability of medication

»  Monitor glycaemic status

» Biofeedback including SMBG,
weight, step count, Hhhﬁ,BP, lipids

|
|
\

IMPLEMENT MANAGEMENT PLAN '

I « Patients not meeting goals generally
l should be seen at least every 3 l
I months as long as progress is being I

made; more frequent contact initially
is often desirable for DSMES I

* Spe
L R R B B § § § 2 -
ASCVD = Atherosclerotic Cardiovascular Disease
CKD = Chranic Kidney Disease
HF = Heart Failure
DSMES = Diabetes Self-Management Education and Support
SMBG = Self-Monitored Blood Glucose
Fig. 1 Decision cycle for patient-centred glycaemic management in type 2 diabetes

X

AGREE ON MANAGEMENT PLAN
cify SMART goals:

Specific
Measurable
Achievable
Realistic
Time limited

GOALS
OF CARE

* Prevent complications
: * Optimise quality of life

+  Current lifestyle I
Comorbidities i.e. ASCVD, CKD, HF l
Clinical characteristics i.e. age, HbA, , weight I

Davies MJ et al

Issues such as motivation and depression

Cultural and socio-economic context
N N FE N N B N J

CONSIDER SPECIFIC FACTORS WHICH IMPACT
CHOICE OF TREATMENT

+ Individualised HbA _target
+ Impact on weight and hypoglycaemia
+ Side effect profile of medication

SHARED DECISION-MAKING TO CREATE A
MANAGEMENT PLAN

Complexity of regimen i.e. frequency, mode of administration

»  Choose regimen to optimise adherence and persistence

Access, cost and availability of medication

Involves an educated and informed patient (and their
family/caregiver)

Seeks patient preferences

Effective consultation includes motivational
interviewing, goal setting and shared decision-making
Empowers the patient

Ensures access to DSMES

. Diabetologia, 2018, 61(12):2461-2498



Grazie





