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G.D., sesso maschile, 37 anni
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Anamnesi familiare.
Familiarita positiva per diabete mellito tipo 2 (nonna materna), ipertensione arteriosa
sistemica (padre), tireopatia (madre)



Anamnesi familiare.

Familiarita positiva per diabete mellito tipo 2 (nonna materna), ipertensione arteriosa
sistemica (padre), tireopatia (madre)

Anamnesi fisiologica.
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Anamnesi patologica remota.
Malattie esantematiche e non dell'infanzia.
Tonsillectomia e adenoidectomia all’eta di 5 anni.
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Anamnesi patologica remota.
Malattie esantematiche e non dell'infanzia.
Tonsillectomia e adenoidectomia all’eta di 5 anni.
Frattura traumatica di tibia e perone dx all’eta di 16 anni.

OV
) P e e
In occasione del periodico controllo di Medicina Prevengé@,\’%%@%i mese prima la
visita diabetologica, veniva riscontrato scarso contro\{]a(fgﬁ’cg@‘t%
22 e@”

Anamnesi patologica prossima.
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Esami ematici eseguitt durante la Vigg@rﬁgggcﬁ A idoneita:
\S1at Q‘e
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* Glicemia a digiuno ]é@\x%‘%)/\@i\a\e
+ HbAlc 7.6% (63 Mmkfnol)
. Creaﬁnjg@mﬁ?(%mg‘?dl (eGFR stimato con CKD EPI*:109.2 ml/min/1.73 m?)
. M\gq]@?éc%\geﬂ%o di transaminasi e gammaGT

g ©°

Il paziente riferiva diagnosi di DM all’eta di 35 anni e risultava in terapia con metformina

(2 g die)

*Levey AS et al. Ann Intern Med. 2009




Esame obiettivo.
* Peso: 84 kg;

* altezza 172 cm;

* Indice di massa corporea: 28.4 kg/m?
* Circonferenza addome: 106 cm

e Pressione arteriosa: 120/74 mmHg



Esame obiettivo.

Indict glicemict e profilo lipidico.

Peso: 84 kg;

altezza 172 cm;

Indice di massa corporea: 28.4 kg/m?
Circonferenza addome: 106 cm
Pressione arteriosa: 120/74 mmHg

glicemia a digiuno 158 mg/dl

HbA1c 7.5% (58 mmol/mol) P§O
P‘Q\O\e a\®
Colesterolo totale171 O(\c;\(‘a

Colesterolo HDI@%E?$
Colesterolcb&@?e%\‘t%g /dl
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Tr1%J\.{\q®r?<§J<\1;8‘66m g/dl
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Studio delle complicanze croniche del diabete mellito

Esame del fundus oculi: non segni riferibili a retinopatia diabetica.




Studio delle complicanze croniche del diabete mellito

Esame del fundus oculi: non segni riferibili a retinopatia diabetica.

(\ 6(6\
Non segni di Q@(@é) ﬁlabetica

Screeningy ngpﬁ%anze artt inferiort: nei limiti

nog\Qy]%



Studio delle complicanze croniche del diabete mellito

Esame del fundus oculi: non segni riferibili a retinopatia diabetica.

Non segni di Q@(@é)

Screem

nog\@%

ECG: nei limitt

e
ﬁmbetica'
ngpﬁ%anze artt inferiort: nei limiti

Ecografia addome superiore: steatosi epatica




Caratterizzazione del diabete mellito in giovane eta

https:/ /www.diabetesgenes.org/mody-probability-calculator/
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Caratterizzazione del diabete mellito in giovane eta

https:/ /www.diabetesgenes.org/mody-probability-calculator/
); DiabetesGenes

(hitps:/A iabetesg org/) \
ﬂ Dizbetes Genes =/ nes.. / MODY Probability Calculator 9\0\0g
e e

MODY Probabiity Calculator & O

: \\'b
,@\\0“ S@

Please note work on this model is still in progress and further validation needs to be undertaken. If viewing on a *a\ @5

phone, you may need to rotate your phone horizontally to read all the outputs. Or you can download our app ‘\e \‘\

here. (https:/geo.itunes.apple.com/gb/app/diabetes-diagnostics/id973426216?mt=8) 600 . d\\:a

N o N
This is for use in patients diagnosed with diabetes under the age of 35 and was developed on a European \:a ‘e
Caucasian cohort. {Shields et al. 2012 D i =/fwwwnchi.nim.nih.gov/j d\) {Ne
oe C

Enhrfhedn'cdfedusoﬁhepaiedhﬂnbmbebwaﬂpssiﬁe"ﬂdcddethabﬂy“bﬁbn$o e
Enter Your Details
p?\o 5\9

Age at diagnosis (years) as 0

Sex
Currently treated with insulin or OHA? &kdﬁ Q 8‘6\0

Time to Insulin Treatment (if curre, treated with insulin
treated with insulin) Q‘e e% 6 months of diagnosis

08\‘ Over 6 months after diagnosis

\\\ \
BMI ( 5 e( 284
HbA1c (%) 7.5
or mmol/mol
58
Current Age (yrs) a7

Parent affected with diabetes? ® Yes | Ne



Caratterizzazione del diabete mellito in giovane eta

https:/ /www.diabetesgenes.org/mody-probability-calculator/
); DiabetesGenes

(hitp=/A liabetesg org/)

h Dizbeies Genes =/ nes.. / MODY Probability Caculator \0\

(hitps:/famwdizbete org) . '3\06
MODY Probabiity Calculator &

Please note work on this model is still in progress and further validation needs to be underiaken. If viewing on a ‘a
phone, you may need to rotate your phone horizontally to read all the outputs. Or you can download our app ‘\ \\
here. (https:/geo.itunes.apple.com/gb/app/diabetes-diagnostics/id973426216?mt=8) 600 . d\\:a

This is for use in patients diagnosed with diabetes under the age of 35 and was developed on a European

S
aucasian cohol i i . 7 ] v, - e‘
c hort. (Shields et al. 201 v ncbi.nfm.nib.gov/] ed\) 0‘\\1

Enter the dinical features of the patient in the form below and press the "Calculate Probability" bution. e __________ 6‘\

O
Enter Your Details ?\ P‘ﬁ ﬁ%% on the clinical features entered into
Age at diagnosis (years) = > OP‘ (\3\8 the calculator, the post-test probability
sex © Moo F.,ESO?/ ot &) (PPV) of the patient having MODY is

(& :
Currently treated with insulin or OHA? kd@ 8‘6\0 : 4- 6 O/ 0
& e ettt
Time to Insulin Treatment (if curre #aahd with insulin
treated with insulin) ‘ e;én 6 months of diagnosis
a Q Over 6months afterdiagnosis

2 :
ee o - C peptide basale 2,98 ng/ml

Anticorpi antt GAD e anti IA2: assenti

W

BMI(%@D S\

HbA1c(/) 75

Current Age (yrs)

Parent affected with diabetes? ® Yes | Ne
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Quali obiettivi glicemici

D
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In tutte le persone con diabete le glicemie e I'HbA1¢c vanno mantenu 6\\@% |{@§ﬁ} appropriati
per la specifica condizione clinica al fine di ridurre il rischio di complicanz e e croniche. | A

(‘J\ . 6\
SO W
Il trattamento dell'iperglicemia deve essere tempestiva@)&te aggr?érnato quando il controllo &
perduto e |'obiettivo di HbA1c dovrebbe essere cﬂ{ﬁ&to\a 48 mmol/mol (6.5%), valeri che
consentono di prevenire l'incidenza e la pro re n§\ complicanze microvascolari e macro-
vascolari. Cio vale per il diabete mellito tﬁ\‘%o 1 complicato, essendo plausibile un limite di

53 mmol/mol (7.0%) per i sogget 'g@%on{;{ﬁc%nze. Nel caso di diabete di tipo 2 & applicabile
il limite di 48mmol/mol (wé&eﬁwello sia raggiungibile con farmaci che comportano
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Alla valutazione ambulatoriale,
I'obiettivo glicemico non appariva raggiunto

~ - D
L C g e e 4 : y, M.
¢ glicemia a digiuno 158 mg/dl - X
* HbA1c7.5% (58 mmol/mol) &Y
S ;:@\‘\'3‘(\ -\-5\\9‘\-\‘. “45

6\3@\6\\6 2 |
\\‘360 5\6\\'
502% e

. OV . O, :
Quando la monoterapia con meggtfmci%abn%n ¢ sufficiente a ottenere o
mantenere un buon controﬂ&@ﬁ%%g@%%)ohco, ¢ necessario associare un
S :
secon P‘f%r\&m@\,o (raccomandazione IA)

Standards of Medical Care in Diabetes—2019. America Diabetes Association. Clin Diabetes. 2019
http:/ /www.siditalia.it/news/1962-05-06-2018-standard-italiani-per-la-cura-del-diabete-mellito-2018



Treating early and effectively with combination therapies

Del Prato S et al. Int | Clin Pract. 2005



Treating early and effectively with combination therapies
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Del Prato S et al. Int | Clin Pract. 2005



Walking the labyrinth of all the available classes of
antihyperglycemic therapies
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Come orientarsi?

Maurits C. Escher. Salita e discesa, 1960



Cluster identification to precision medicine for treatment
of type 2 diabetes: novel subgroups of newly adult-onset diabetes

THE LANCET
Diabetes & Endo(g{mology
O®
Cluster 1: severe autoimmune diabetes (SAID) 8 0\6\0\
. . . . \
Cluster 2: severe insulin-deficient diabetes (SIDD) '3\\\6(\6‘ d\\@\\a‘
. . . . S\ A\
Cluster 3: severe insulin-resistant diabetes (SIRD) 6\6\6\ \\6@6
N\
Cluster 4: mild obesity-related diabetes (MOD) \\@ SO 5\6\
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Ahlqvist E et al. Lancet Diabetes Endocrinol. 2018



CONSENSUS REPORT

@ CrossMark

Management of hyperglycaemia in type 2 diabetes, 2018. A consensus e\3\0\0‘?"\2“
report by the American Diabetes Assodation (ADA) and the Eurog\aéﬁ\?\\
Assodation for the Sudy of Diabetes (EFAD) \@06\6\\3\\6'

S

Davies M] et al. Diabetes Care. 2018



T0 AVOID

GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

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

¢ REGULARLY
NO (3-6 MONTHS)
ESTABLISHED ASCVD OR CKD l
l WITHOUT ESTABLISHED ASCVD OR CKD 2 ab
. 0\
ASCVD PREDOMINATES ¢ ¢ 6\ ‘\\_ ¢

HF OR CKD PREDOMINATES .a

N e ~N (w\\
PREFERABLY COMPELLING NEED TO MINIMISE HYPOGLYCAEMIA COST IS A MAJOR ISSUE’™-"®

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

¥

If DPP-4i not tolerated or

. S : Q% o) ¢
0‘\ Consider the addition of SU® OR basal insulin:

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

SGLT2i with evidence of reducing
SGLT2i with HF and/or CKD progression in
GLP-1RA proven CVD CVOTs if eGFR adequate® DPP-4i GLP-1RA SGLT21 SGLT2 SUe 70"
with proven benefit', | F--------- OR ---------+
CVD benefit' if eGFR If SGLT2i not tolerated or J J
adequate’ contraindicated or if eGFR less If HbA If HbA
2 _ e o
than adequate” add GLP-1 RA ahove target ahove target ve target [ It HbA, above target ] [ If HbA,, above target ]
with proven CVD benefit’
\ . \ / . J ¢ ¢ ¢ ¢ ¢ ¢
v 4/ SGLT2i
[ If HbA, above target ] [ If HbA, above target ] SGLT2¢ OR GLP-1RA with
¢ ¢ 0 P DPP-4i S6LT2i good efficacy 120" Sus
7D OR for weight loss®
If fgrthgr intensification is required or « Avoid TZD in the setting of HF | . GLP-1RA
patient is now unable tp tolerate Choose agents demonstrating CV , ¢ ¢ ¢ ¢
GLP-1 RA and/or SGLT2i, choose S
agents demonstrating CV safety: » Consider adding %a‘erhs c‘\é(\ If HbA, above target ] If HbA, above target ] [ If HbA, above target ]
. . with proven CVD
« Consider adding the other class ) A P 4’ ‘1’ ‘1’ ‘1’ ‘1’
- « DPP-4i &ghptm) in @s«;
(6LP-1 RA.or SGLT2) with proven %n GLP—\®'lq [ Continue with addition of other agents as outlined above ] If triple therapy required or SGLT2i * Insulin therapy basal insulin with
g\;?) b[:’_’!:mt oL-1 RA GbQ Al inswe and/or GLP-1 RA not tolerated or lowest acquisition cost
“H 1T notonBLe " TN contraindicated use regimen with OR

. Bas?l insulin " \la . Oe. [ If HbA, above target ] lowest risk of weight gain « Consider DPP-4i OR SGLT2i with
- T \\_\ 5( (\ ¢ PREFERABLY lowest acquisition cost™

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 > lutide > id ded release. For SGLT2i evidence 6. Choose later generation SU with lower risk of hypoglycaemia GLP-1 RA, cautious addition of:
modestly stronger for empagliflozin > canagliflozin. 7. Degludec / glargine U300 < glargine U100 / detemir < NPH insulin . . L

2. Be aware that SGLT2i vary by region and individual agent with regard to indicated level of eGFR 8. Semaglutide > liraglutide > dulaglutide > ide > lixisenatid * SU®  TZD° - Basalinsulin
for initiation and continued use 9. If no specific comorbidities (i.e. no established CVD, low risk of hypaglycaemia and lower

3. Both empagliflozin and canagliflozin have shown reduction in HF and reduction in CKD priority to avoid weight gain or no weight-related comorbidities)
progression in CVOTs 10. Consider country- and region-specific cost of drugs. In some countries TZDs relatively more

4. Degludec or U100 glargine have demonstrated CVD safety expensive and DPP-4i relatively cheaper

Davies M] et al. Diabetes Care. 2018



CHOOSING GLUCOSE-LOWERING MEDICATION IN THOSE
WITH ESTABLISHED ATHEROSCLERQOTIC CARDIOVASCULAR
DISEASE (ASCVD) OR CHRONIC KIDNEY DISEASE (CKD)

T0 AVOID
CLINICAL INERTIA

REASSESS AND
MODIFY TREATMENT
REGULARLY
(3-6 MONTHS)

Use principles in Figure 1

-

Use metformin unless contraindicated or not tolerated
If not at HbA, _target:

* Continue metformm unless contraindicated (remember to adjust dose/stop metfor“rgu decl)g
«  Add SGLT2i or GLP-1 RA with proven cardiovascular benefit' (See below) \'a (S
W@

If at HbA, target:
o If already on dual therapy, or multiple glucose- lowe r@es and nt@n?ﬁ SGLT2i or GLP-1 RA, consider switching to one of
ss R | ﬁﬁ?’m

these agents with proven cardiovascular benef|
A if HbA, goes above target

OR reconsider/lower individualised target
OR reassess HbA, at 3 month interv GL

. J

0"/"' f\c»“
N
()6

(GQ

(o
3(6\ \aA\*&D predominates

e\‘e‘ l

!

HF or CKD predominates

4

&
GR

1\ (

PREFERABLY

SGLT2i with proven
CVD benefit', if
eGFR adequate?

GLP-1 RA with proven
CVD benefit'

SGLT2i with evidence of reducing HF and/or CKD
progression in CVOTs if eGFR adequate?

If SGLT2i not tolerated or contraindicated or if eGFR less

than adequate? add GLP-1 RA with proven CVD benefit'*

Davies MJ et al. Diabetes Care. 2018



WITH ESTABLISHED ATHEROSCLERQOTIC CARDIOVASCULAR

CHOOSING GLUCOSE-LOWERING MEDICATION IN THOSE @
DISEASE (ASCVD) OR CHRONIC KIDNEY DISEASE (CKD)

10 AVOID
e e
Use principles in Figure 1 ‘ _ MODIFY TREATMENT . 0‘\6
(L4 NONTHS O Vil
(\3 0\\‘3‘
r O
Use metformin unless co “ed or not tolerated \ © @‘5\
: {2, A
If not at HbA, _target: e, / 00 \6
« Continue metformin unlt ad (remember to adjust dose/stops X decl r@m
« Add SGLT2i or GLP-1RA ular benefit' (See bel 25 (G
9
If at HbA, target: (\\\
« If already on dual therapy, or multip we '*T,- a SGLT2| or GLP-1 RA, consider switching to one of
these agents with proven cardiovascula
OR reconsider/lower individualised target RA
OR reassess HbA, at 3 month interv goes above target
| J

N“C’W

Qa‘\? Y fj : : ' edominates “&

PREFERABLY
SGLT2i with evidence of reducing HF and/or CKD
progression in CVOTs if eGFR adequate?’

9!
A

SGLT2i with proven
CVD benefit', if
eGFR adequate?

GLP-1 RA with proven
CVD benefit'

If SGLT2i not tolerated or contraindicated or if eGFR less

than adequate? add GLP-1 RA with proven CVD benefit'*

Davies M] et al. Diabetes Care. 2018



Without established ASCVD or CKD

2 °)
036\), 50(\\‘
e &
WO oop

. . P\ . eg . . 3

Quali considg omiPer il nostro paziente:
Valg ’\0'3‘\6
$g?/ . o9
2 &° P\e‘é\o(\

22 o
e

Davies MJ et al. Diabetes Care. 2018
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?\OP‘ \ Q(eg If HbA,_ above target
P\O\\"‘ 2e° N J
e\z ‘\g\(\ « Insulin therapy basal insulin with
&G e 0( lowest acquisition cost
™ OO 0R
qe® - Consider DPP-Ai OR SGLT2i with
lowest acquisition cost™

COST IS A MAJOR ISSUE’"®

Davies M] et al. Diabetes Care. 2018




WITHOUT ESTABLISHED ASCVD OR CKD

\:

COMPELLING NEED TO MINIMISE WEIGHT
GAIN OR PROMOTE WEIGHT LOSS

GLP-1 RA with
good efficacy
for weight loss®

SGLT2i?

If HbA,_ahove target

2

)

SGLT2i?

’ \
ed& | W

O
P%Qr%h L
od efficaG

loss®

N2

Cl .
ZINN T\
P‘$Od =

If HbA, above target

e6\\ \b

v

PREFERABLY

If triple therapy required or SGLT2i
and/or GLP-1 RA not tolerated or
contraindicated use regimen with

lowest risk of weight gain

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

¥

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

 SU¢ « TZD® « Basal insulin

Davies M] et al. Diabetes Care. 2018
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Intensive weight management programme is attractive to many people

Proportion achieving 215 kg weight loss

Proportion achieving remission

at 12 months (%)

at 12 months (%)

carly in the course of type 2 diabetes

A B
100 Fisher’s exact p<0-0001 100 Odds ratio 19-7, 95% CI 7-8-49-8;
p<0.0001
80- s 804
.E —_—
2R
60— o z 60—
3 § 46%
'§ €
404 5 o 404
24% £ &
: N,
20- 2 20- 2
. QM 1w
0 > ) 1 o o 8C
Control Intervention I Control &U Intergﬁohy I
group group Q&OP\ Q‘ P
S
C OP‘ (\‘3\6
100 Odds ratio per kg weight loss 1-32, 95% €l 1-23; ®€\’ \g\
p<0-0001 P‘é N ot 86%
A%,
A S\
60 Q(QQ \]G(e 57%
‘,{\\16 {\06
05\ ?e(
6‘69 34%
20+
7%
0 0% [ 1
0 ' < ' 5-10 ' 10-15 ' >15 '

Weight loss at 12 months (kg)

Lean ME et al. Lancet. 2018

C)
* Open- l&k@‘l\ @\é?er—randomised

b
50%%; @

‘e Welght management programme

at 49 primary care

(intervention) vs  best-practice
care by guidelines (control).
Co-primary outcomes:
reduction in weight of 15 kg or
more, and remission of diabetes,
defined as HbAlc of less than
0.5% (<48 mmol/mol) after at
least 2 months off all antidiabetic
medications, from baseline to 12
months.



Nel caso specifico, c’¢ un altro elemento molto importante da

considerare.. ..
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Hypoglycaemia and motor vehicle accident risk in people with type 2
diabetes mellitus treated with non-insulin antidiabetes drugs
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All p values < 0.05
modified from Signorovitch JE et al. Diabetes Obes Metab. 2013



Hypoglycaemia and motor vehicle accident risk in people with type 2
diabetes mellitus treated with non-insulin antidiabetes drugs
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0 Consm |nsul|n with lower risk of hypoglycaemia’
. QQ ypogly

WITHOUT ESTABLISHED ASCVD OR CKD

\

COMPELLING NEED TO MINIMISE HYPOGLYCAEMIA

DPP-4i GLP-1RA S6LT2 0 \O\OQ‘\@
. A0©
v J . 0\'3\0‘
oA | | WBR T WWBA. | | IfHbA_ MMl
above target ahove target above target above target \‘\0(\ 6\\'6\\
¥ 2 ¥ 2 22 g
GLP-1RA SGLT2i A\ ,a\\a

SGLT20 SGLT2¢ OR OR &0 '\(\\\

OR OR DPP-4i DPP-4i ,a\\‘a 2°

0 0 OR OR @ 7 et

TZD GLP-1RA Ged i 60(\
v v v U 0% o
If HbA, above target P‘\ Q(Gg

Continue with addition of other agepk@wﬂh?d a Q\(\
U‘

Eonmder% {gn of \usal insulin:
ter

ater n&)&n SU with lower risk of hypoglycaemia

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

. Choose later generation SU with lower risk of hypoglycaemia

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

. Semaglutide > liraglutide > dulaglutide > exenatide > lixisenatide

. If no specific comorbidities (i.e. no established CVD, low risk of hypoglycaemia and lower
priority to avoid weight gain or no weight-related comorbidities)

10. Consider country- and region-specific cost of drugs. In some countries TZDs relatively more

expensive and DPP-4i relatively cheaper

© © ~3 o~ v

Davies M] et al. Diabetes Care. 2018



Risk of hypoglycemia with antidiabetic agents in monotherapy
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Met: metformin; SU: sulfonylurea; TZD: thiazolidinedione; DPP-4: DPP-4 inhibitor; GLP1-Ras: GLP-1 receptor agonist; Glin: meglitinide;
AGTI: a-glucosidase inhibitor

Adattato da Palmer C. JAMA. 2016



Risk of hypoglycemia
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Risk of hypoglycemia
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Are SGLT2 inhibitors the answer?



Are SGLT2 inhibitors the answer?

Pros

Glycaemic improvement comparable to the Risk for mycotic genital %1&&1%)& and

most effective older therapies rare occurrence o @@rrg@\'@gangrene
Weight loss Euglycem1%d£a%f6{@§etoac1do515 (not
conﬁgﬁ%‘a i@ férge trials)

Blood pressure reduction ?85]6\ Aeh1drat10n and hypotension

Negligible/low risk of hypoglycaegg‘é)% AN Q‘ ncreased risk for lower-limb amputation
?/\, 0 g\(\a\e and fracture (canagliflozin)

WO

Cardiovascular and :h‘ Contraindicated in bladder cancer
(empaghﬂ021%,ac@}1 é&kﬂb%m) (dapagliflozin)
Gener@i?%eé{c@ierated Reports of acute kidney injury

O\QQ (dapagliflozin and canagliflozin)

Ferrannini E et al. Nat Rev Endocrinol. 2012; Zinman B et al. N Engl ] Med. 2015; Wanner C et al. N Engl ] Med. 2016; Tang H et al. Diabetes Care. 2016;
Storgaard H et al. PLoS One. 2016; Li D et al. Diabetes Obes Metab. 2017; Avogaro A at al. Expert Rev Clin Pharmacol. 2017; Neal B et al. N Engl ] Med.
2017; Jabbour S et al. Diabetes Obes Metab. 2018; Zhang X-L et al. ] Am Heart Assoc. 2018; Lipscombe L et al. Can ] Diabetes. 2018; Davies M] et al.
Diabetes Care. 2018; Lupsa BC et al. Diabetologia. 2018; Avogaro A et al. Diabetes Metab Res Rev. 2018; Bonora BM et al. Diabetes Obes Metab. 2018
Perkovic V et al. N Engl ] Med. 2019; Wiviott SD et al. N Engl | Med. 2019;

Fadini GP et al. BM] Open Diabetes Res Care. 2019
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Are GLP-1 RAs the answer?

Pros

Valuable efficacy profile Injectable therapies @\0\
202,

. . \
Weight reduction Nausea, vomltm&éﬁt@ \ﬁﬁ
Cardiac benefits (liraglutide and Less H%@q%\g@ﬁlg with short-acting
semaglutide) \\le(e
Negligible risk of hypoglycemia $O 9 %@t@cases of acute gallstone events
Reduced progression of nephro y 2@ S\Q Contraindicated with personal/familiy
(Liraglutide) ﬁgﬁ\’ Og\g\‘\ history of medullary thyroid cancer or

530 P‘G@\oﬂe MEN2
No 1ncrease%g’1?s(k @\%ancreatltls Increased retinopathy complications for
pan q@&%a@&r or bone disease semaglutide (SUSTAIN 6 trial)
0\0@

Giorgino F et al. Diabetes Metab Res Rev; Htike ZZ et al. Diabetes Obes Metab. 2017; Sorli C et al. Lancet Diabetes Endoctinol. 2017; Andreadis P
et al. Diabetes Obes Metab. 2018; Marso SP et al. N Engl ] Med. 2016; Li Z et al. PLoS One. 2016; Monami M et al. Diabetes Obes Metab. 2017;
Lipscombe L et al. Can | Diabetes. 2018; Davies MJ et al. Diabetes Care. 2018; Rasalam R et al. Diabetes Ther. 2019; Caruso I et al. Trends
Endocrinol Metab. 2019



Are DPP4 inhibitors the answer?



Are DPP4 inhibitors the answer?

Pros

Valuable efficacy profile Rare cases of pancreatm% @b?ﬂl tbﬁg results)
Very well tolerated Rare cases of p(g\]ém’@\}g@e\d\
\\
Neutral effect on weight Neutral Qﬁ%& é&elght
Minimal risk of hypoglycemia éédﬁ’\ %@ﬂﬁers
Cardiovascular safety ?\OP‘\\\ ekﬂ%) cardlovascular benefit
Safety profile in patients Wlth\,qh P‘ .3\6 Caution with saxagliptin in subjects with
kidney disease P§ @ 0(\9’ heart failure
Safety profile 1&@1@616‘\1%@‘pulat10n Hepatic dysfunction (alogliptin)
Q(G o \‘e(e
\’\_\\‘6 (\0
oo ?e(
0’\‘3@

Esposito K et al. BMJ Open. 2014; Aroda VR et al. Clin Ther. 2012; Wu S et al. Clin Ther. 2017; Salvo F et al. BMJ. 2016; Tkacc I et al.
Diabetes Care. 2017; Mascolo A et al. Drug Saf. 2016; Nauck MA et al. Circulation. 2017; Li L, Li S et al. BMJ. 2016; Lipscombe L et al.
Can | Diabetes. 2018; Davies MJ et al. Diabetes Care. 2018; Avogaro A et al. Diabetes Metab Res Rev. 2018;

Sesti G et al. Acta Diabetologia. 2019



Tornando a D.G.

La nostra scelta terapeutica:

SGLT?2 inibitore + metformina



Dopo 3 settimane, G.D. st presentava in ambulatorio, riferendo intolleranza alla
terapia (minzione frequente, che richiedeva numerost pitstop e sintomi compatibili
con balanite)
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Urinary tract infection and mycotic genital infection reported with
SGLT2 inhibitors in the three prospective cardiovascular outcome trials

A\

Adverse events EMPA-REG CANVAS DECILARY, TIMI 58
OUTCOME

Mycotic genital infection 6.4 vs 1.8 Women: \‘a\\ \d\ %.9 vs 0.1
68.8 vs 17.5 gge,’» Q\]a?\\") (p<0.001)

Sé&@‘s 1g@x%p<o 001)

Urinary tract infection 18.0 vs 18.1 $Q 2 (\\ ‘20 0 vs 37.0 1.5vs 1.6

Results are expressed as percentage or event rate per 1000 patient.years

p values are reported when differences are statistically significant.

Scheen AJ. Expert Opin Drug Saf. 2019



Proposta: passaggio a terapia con metformina e DPP-4 1



Controllo dopo circa 3 mest

Indici glicemici: " oe°

* Glicemia a digiuno 110 mg/ dl\\ e‘\'\@o@‘\d\*\a\\a.\
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Glycaemic durability of an early combination therapy with
vildagliptin and metformin versus sequential metformin
monotherapy in newly diagnosed type 2 diabetes (VERIFY):

a 5-year, multicentre, randomised, double-blind trial

David R Matthews, Pdivi M Palddnius, Pieter Proot, YannTong Chiang, Michael Stumvoll, Stefano Del Prato, for the VERIFY study grm{B\O
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Early intervention with a combination therapy of vildagliptin plus metformin provides greater

and durable long-term benefits compared with the current standard-of-care initial metformin

monotherapy for patients with newly diagnosed type 2 diabetes.

Matthews DR et al. Lancet. 2019
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DPP-4 inhibitors moderate the risk of genitourinary tract infections
assoclated with SGLT2 inhibitors

\
& SGLT2i 099
€ DPP4i + SGLT2i &% 2
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GUTT: genitourinary tract infections; *p<0.05 using the chi square test.
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Fadini GP et al. Diabetes Obes Metab. 2018
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Take Home message

2.
* Le linee guida raccomandano la metformina come farmaco di primggé’&\ﬁ%\ per
tutti 1 soggetti affetti da DM tipo 2, a cur aggiungere, C%@\g}\l&\\ strategia
“proactive”, un altro farmaco qualora il controllo ghcemipq\rg@%%x&\ﬁti adeguato,
in base agli obiettivi personalizzati. 606\6"\ )



Take Home message

Le linee guida raccomandano la metformina come farmaco di pnmaog&ﬁa per
tutti 1 soggetti affettt da DM tipo 2, a cui aggiungere, co@\gna\\strategla

“proactive”, un altro farmaco qualora il controllo ghcemlcg@ﬁ%n\s&@\u adeguato,
506\6%\*\'&\\\6

a@\\ 2
Nei soggetti a rischio di ipoglicemia, i} 5@%8@1@ %armaco puo essere scelto, in
modo flessibile, tra inibitori %pﬁ%}w gliptine o analoghi del GLP-1,
bilanciando pro e contro, db%l@@&na molecola e condividendo la strategia

terapeutica con il pz%\@ﬁz% 0(\%\

in base agli obiettivi personalizzati.
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Take Home message

* Le linee guida raccomandano la metformina come farmaco di primggé@i)c%\ per
tutti 1 soggetti affetti da DM tipo 2, a cuil aggiungere, C%@\g}{%@\\ strategia
“broactive”, un altro farmaco qualora il controllo ghcemipg@%%%sx&\?}ti adeguato,
in base agli obiettivi personalizzati. 606\3 \

. U (N Cy @ .

* Nei soggetti a rischio di ipoglicemia, 1& 5@98\115&} %armaco puo essere scelto, in
modo flessibile, tra inibitoti %Pﬁ‘%}&éﬁz gliptine o analoghi del GLP-1,

bilanciando pro e contro, P\(ﬁ%\@@&ha molecola e condividendo la strategia
terapeutica con il pa 1@&% c @

» % qe‘é\o(\

e Di grand&d@%‘g‘%@s\g terapeutico ¢ la combinazione DDP4 i+SGLT2 1 oppure

SG&@%@ ﬁfiealoghi del GLP-1 per gli effetti additivi sul controllo glicemico ed

G&%ra—glicemico (PA e peso), mantenendo le singole specificita.
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