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Appropriatezza

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

NO
| , _ 'mm ESTABLISHED ASCVD OR CXD, G\Q 6
HF OR CKD PREDOMINATES { @\\
i ) — j COMPELLING NEED TO NINIMIZE HYPOGLYCEMIA \\ COST IS A MAJOR ISSUE™
SGLTZi with evidence of reducing
SGLTZi with HF and/or CKD progression in
GLP-1RA proven CVD CVOTs if o6FR adequate” GLP-1RA D SELT2P s ™"
with proven benefit!, | feemeeceaes OR =ccecmcaad 3 e
CVD benefit! if e6FR If SGLTZi not talerated or A = \
adequate’ contraindicated or if R s Z 7 Vv v
than adequate*add GLP-1 RA 1 HbA, above target If HbA,_above target
with proven CVD benefit' .l feh, A,
L I ¥ ¥ ¥
b 2 v ‘ SBlTa
If HbA, above target 1f HbA,_ above target 0/ GLP-1RAwith
[ - ] [ = A ] 1. DPP-4i Serar good efficacy o s
o\ 0 o for weightlss?
If further intensification is required or « Avoid TZD im BGLP-1RA
patient is now unable o tolerate
6LP-1 RA and/or SGLTZ; choose Chouse 20608 de o CY sy 2 R 2 2
agents demonsirating CY safety: | [t e s cas "y If HbA,, above target | If HbA, above target | oA abovetarget |
+ Consider adding the other class ‘9 \ 4 (;:tn oo be:.r - T 3 T T A
gll.;hl I!;:r S6LT2i) wi 6 of HF Ji RA) [ Continue with addition of other agents as outlined above I I triple therapy required or SGLT2i « Insulin therapy basal insulin with
IlPP :IM > Igﬁ.‘ A andfor GLP-1 RA not talerated or lowest acquisition cost
; "w q indicated use regimen with OR
[ If HbA, above target ] lowest risk of weight gain « Consider DPP-4i DR SGLT2i with
A PREFERABLY lowest acquisition cost™
GQ \ V Consider the addition of SU° OR basal insulin: DPP-4i (if not on GLP-1 RA)
( \‘e « Chaose Later generation SU with Lower risk of hypoglycemia based on weight neutrality
. Qa ‘\OG « Consider basal insulin with lower risk of hypoglycemia’ ¥
.
\\,\ ‘ ( IF DPP-Gi not tolerated or
O% e 1. Proven CVD benefit means it has Label indication of reducing CVD events. For GLP-1 RA strongest 5. Low dose may be better tolerated though Less well studied for CVD effects contraindicated or patient already on
. evidence for liraglutide > semaglutide > exenatide exlended release. For SGLT2i evidence modestly 6. Choose later generation SU with lower risk of hypoglycemia 6LP-1 R, cautious addition of:
6 stronger for empaglifiozin > canaglifiozin. 7. Degludec [ glargine U300 < glargine U100 { detemir < NPH insulin : s
\ 2. Bo aware that SGLTZ vary by region and individual agent with regard to indicated lovel of ¢GFR 8. Semaglutide » iraglutide > dulaglutide » exenstide » iisenstide » SU° + T20° » Basal insulin
for initiation and continued use 9. If no specific camorbidities (i.e., no established CVD, Low risk of hypoglycemia, and lower
3. Both empagliflozin and canagliflozin have shawn reduction in HF and reduction in CKD priarity to avold weight gain or no weight-related comorbidities)
progression in C¥0Ts 10. Consider country- and region-specific cost of drugs. In some counlries, TZDs relatively more

&. Degludec or U100 glargine have demanstrated CVD safety expensive and OPP-4i relatively cheaper

Diabetes Care 2018 Dec; 41(12): 2669-2701



Come cambia la terapia dopo un

A call to action from the DATAFILE study

RF control
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Dati disponibili Dati non disponibyj]i

Variable Available (%) Descrizione . 0\0g
Age 100 Eta in anni PrOfeSSIOne G\'

Sex 100 % di soggetti di sesse maschile S'tua2|0ne SOC'O CUl'I:ur'a_Ie6 0 ‘a

Active smoke 5B.4 Mon censidera il fumo pregresso 6

&

Diabetes duration 100 Durata nota di malattia in anni e 6(\6

Weight 487 Peso in kg \a\

Height 00.5 Altezza in cm

BMI 481 Indice di massa corporea in kg/m2 Comp“ance’\e @
Waist 12.1 Circonferenza vita in cm

SBP 392.0 Pressione sistolica in mmHg Ade@% 6
DBP 39.0 Pressione diastolica in mmHg 6

Heart rate 4.3 Frequenza cardiaca in battiti al minuto \)\.6 G‘G

FPG 4569 Glicemia a digiuno in mg/dl ed O‘N

HbA1c haz? Emoglobina glicata in % e 0 %

Total cholesterol Lh 4 Colesterolo totale in mg/dl &\ dD menza

HOL cholesterol 431 Colesterolo HOL in mg/dl P\ CanCrO

Triglycerides 439 Trigliceridemia in mg/dl ?

LDL cholesterol 421 Colesterolo LOL in mg/dl calcolato

SGOT 3.6  ASTinU/ O\’ 6 o
SGPT 347 ALT in UAL ? P\ g\(\

eGFR 445 In ml/min/1.73 mg [Eﬁlﬁ?@
AER 448 Escrezione urinaria@ rrlina‘incgw

Glucose lowering medications 463 Terapie per IQ te S%\
tt

Other therapies 418 Teré ori digi

Kidney disease ﬁB 8 @ adio [ll o @rmre o albuminuria 30 mg/g

Eye disease tino @mlsmm stadio] o maculopatia

Neuropathy autunumlca

Leg disease 1 5 G eriopatia obliterante o rivascolarizzazione

9 RELARER -

Foot disesae ? Amputazioni, ulcera, deformita

Brain 33 I] Ictus / TIA o aterosclerosi carotidea

Cardiac c bcatlons Cardiopatia ischemica o rivascolarizzazione

Any microangiopathy 748 Almeno uno tra CKD [eGFR=40), micro/macroalbu-
minuria, retino/maculopatia, neuropatia autonomica
o periferica

Any macroangicpathy 66.8 Almeno uno tra ictus/TIA, aterosclerosi carotidea,

artericpatia obliterante, cardiopatia ischemica,
rivascolarizzazione in qualsiasi sede



Terapia orale
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HbALc, % 6.8+0.9 O\
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Mono O?P\ \Q«m fomina| SU || DPP-4i | Altri
Terapia ipoglicemizzante orale P\O\’ . (\@\3 ° Monoterapia orale
WO g
6\ . (\6
32~ _o© \
(a\@ \6\\6 Eta 66,8 Eta 74,9 Eta 74,3
@Q@ (@ Durata 7,5 Durata 13,0 Durata 12,8
‘,{\\169 <\Oe\‘ HbAlc  6,7% HbAlc 7,1% HbAlc  6,9%
=) ?G‘ eGFR 81,5 eGFR 66,5 eGFR 53,7

(5\6Q CKD  12,5% CKD  42,1% CKD  64,6%



Duplice terapia orale

100+
80+
60+

40-

% dei pazienti

201

Eta 67,4 §P@ @x@@@ & &
Durata 10,8 @ S\Qéo > v
HbAlc 7,5% Qp%oﬁ
eGFR AN @ ot 32
0,
g;g@ e 35'% %\O Etd 70,2 Durata
eQa < \o= Durata 12,8 HbAlc
PR PN HbAlc  7,2% eGFR
AN YO CKD
SV pef eGFR 81,0
0\0\3 CKD 17% CvD
CVD 33,7%

59,7
8,6
7,4%
95,9
4,4%
27,8%



Triplice terapia orale
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Pazientl In terapla con GLP-1RA s
®)

Sono stati analizzati i dati di 130,364 pazienti, 6699 dei quali (5.1%) era in trattamento con GLP-1RA. ’6\06\0\
\

96\0\61\’\
61.749.5  69.1+11.1 <o.oa%33\\‘a(\ ‘6\\'6\

Sex male, % 54.9 573 00" @%\

Active smoke, % 19.8 16. 0(‘,\%0‘()%3\\'a
Diabetes Duration, years 11.3+7.5 1%@;. X001
BMI, kg/m? 34.8t62 2 B.315¢ 2 <0.001
SBP, mm Hg 138.3 J@(M%SA 0.091
DBP, mm Hg 108@3%0.90\ ©77.4:95  <0.001
FPG, mg/d| 5 7 147.5+48.0 0.675
HbAlc, % \ 5211 7.4+1.3 0.070

—_—_——_—

eGFR, ml/min/1.73rA> 87.7+24.1 75.3+x245 <0.001

AER, mg/g A0 51.5+147.7 43.2#1195  0.437

Aayuinsulii 24.9 34.0 <0.001

6(0\' Metformin 85.9 70.5 <0.001
e? QY= Aty secretagogue 26.4 27.5 0.064

‘,\"\QQQ (‘\(}G Complications
o> et 10.0 249 <0001
0\’&\9 8.2 11.9 <0.001
6.0 7.9 <0.001
43.1 53.8 <0.001

30.4 373 <0.001



Terapia con GLP-1RA

Effetto ipoglicemizzante indipendente dal BMI 600\6 \\@\\
Indicazione in CKD fino a eGFR >15 mllrgm% (Zla@n

Rimborsabilita in associazione zﬁﬁ‘éu&m%asale

Associazioni a dose fls%d)\&k\aelﬁA/ Insulina basale
O(\Q



FENOTIPO 1

Criterio di selezione . Caratteristiche Criterio di selezione . Caratteristiche,a‘
\oO
Eta < 70 anni Eta 56.7 anni Eta < 70 anni %@@3;? anni
Durata <10 anni Durata 5.7 anni Durata <10 anni \@) ata 5.8 anni
HbAlc >7.5% HbAlc 8.7% HbAlc >7.5% \'\@ib 1c 8.7%
BMI >27 kg/m? BMI 33.9 kg/m?2 BMI >27 kg/m? \d\*&/ll 33.4 kg/m2

eGFR 89.8 ml/min
45.7% microangio

eGFR 94.4 ml/min
41.7% microangio

No macroanaiopatia Macroanaiooatia\e\

100+

80+

37.2% Insulina

S

0~ Terapia orale

83.2% Metformi

/

100+ Insulino-trattati

% of patients

% dei pazienti

. 1 2 3+
Terapiain corso

Numero di farmaci orali




% dei pazienti

100+

Caratteristiche

Criterio di selezione .

Eta <60 anni Eta 51.2 anni
Durata <10 anni Durata 5.4 anni
HbAlc >7.0% HbAlc 8.3%

BMI 31.6 kg/m?2
eGFR 99.1 ml/min
37.8% microangio

No macroangiopatia

100-

84% Metformini ¢ 80-
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FENOTIPO 2

Caratterlstlche

Criterio di selezione .

\OQ
Eta <60 anni %@ ann|
Durata <10 anni @) :c 5.5anni
HbAlc >7.0% \ BAlc 8.3%
Macroangiopatia \(5\"&/” 31.6 kg/m2

eGFR 95.1 ml/min
43.1% microangio
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Terapiain corso

0 Terapiaorale

1 2 3+

Numero di farmaci orali




Trend 2010-2018
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Among 6167 cases of GLP-1RA initiation, 5408 were analysed after excluding intra-class switchers

Fadini et al. Acta Diabetologica 2019



Trend 2010-2018

Prescription year
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Aree di ottimizzazione

Sfruttare I'indicazione nella CKD fino a eGFR 1545%} 3@ m?2
\o 05\

GLP-1RA primo farmaco iniettivo ’&6 \\Z
P 036 o‘\\‘e

Rimborsabilita in associazione aq)m%ulkgmébasale

Associazioni GLP- 1RA/ | %@bés%le piu efficaci di basal-bolus
\Q
Prioritizzazione ggfo}hl%cﬁlg(lv

a( 66

o)
Evitare «ghettizzazione» dei GLP-1RA nei pazienti obeS| @09 d\\@\\a'\
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