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ol \ Diabete Mellito tipo 2
Q di lunga durata

Normoieso







Eta (anni) 66

BMI Kg/mq 22,4
Durata di malattia 18 anni
066\)& Charl
: : aries
@ P e ELES

. T . G . . Q‘ L = o e
Charles, sposato padre di 2 figli, in pensione da u dia _
posato p gli, in p ‘013;%0 di

-3 anni fa Angina Stabile (Q(\\ ‘ '\(\3
- comorbidita: Ipertensione arteri% &pi&eﬁ%%ista
-in buon controllo diabetolqgifa¥ino eé&?che anno fa, adesso fa fatica a raggiungere il target di HbAlc 6,5%-7,0%
Terapia in corso: (QQQ \6\\6

- GIibencIanW/?OeO\‘@(§3

- Ra‘rpai tor{/a(s?tha,bisoprololo, cardioasa, nitrati TTS

Vil dal MR



Seguito presso altra Diabetologia:

--circa 6 mesi introdotta terapia con Vildagliptin 50 mg x 2 |
--dal precedente controllo: HbAlc ridotta di 0,8% rispetto al precedente . 0\6\0 AL

= W @
Oe\a 6\'6
Glicemia (mg/dl) 184 S0 65\
6\\6 6(6
HbAlc (mmol/mol) 68 Gd\m& a})‘u}ente riferisce  almeno due episodi
licemici al mattino che ricorda bene (non
; 96 S g
CHLDL (el @?\66\ Q(eg ha effettuato nel contesto SMBG)
Cl-HDL dl 5
(mg/dl) (?(f{\o‘ \(\0\6
Trigliceridi (mg/dl) € 7%)(\9
Creatinina (mg/dl) 6\6 66\0%678 ! Mantiene un’attivita fisica regolare e costante e
G‘ ' uno stile di vita sano
I\/Ilcroalbumléqelg XB <3
GFR&@«)\‘EPQ@N‘ min 79 ) Fundus oculi: Retinopatia  diabetica pre-

W??m fﬂ'%) 128/77 proliferate

Fc (bpm) 72
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Rivalutare i vari punti che hanno reso il controllo
inadeguato nel tempo: O

Scarsa aderenza terapeutica

Scarsa aderenz §,§ |et@€e\g Scelta terapeutica

sbagliata/inerzia

all’ qg(@t




Ridotta funzione Beta-cellulare e\
~ \S

\®
Scelta terqpeutlc%kﬁﬁ\‘;hcﬂr\@@ama

Charles € motivato, organizzato. Ged\) 6\6

S
'aderenza alla terapia non sembra la caug&?igllo s@dgnte controllo

O i
Sappiamo che il diabete tlpo M@soc&{&\ a progressiva perdita di massa e funzione Beta-cellulare

Nei pazienti con§ ur '@‘@’malattla normopeso, aderenti alle terapie, la perdita di funzione e
massa Beta G@ﬂa re é@ essere sempre considerata in caso di scadente controllo
\\\ \16
Og\ (\GG

OB o

Foster, GD et al Diabetes Care 2009;32:101-1019
Inzucchi SE et al Diabetes Care 2012; 35:1364-1379
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Quali sono le informazioni principali cl&qﬁ@udgdb vostra scelta terapeutica?

_ 6?\3
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Quale ierqplgml\hpﬁéndete in considerazione? Perché?

S \,e‘



La risposta al paziente:

e Spiegare al paziente che |a terapia necessita di modlflch

* Stressare sempre il concetto fondamentale sullo stge‘al v.g;éa\

RSN

O\QQ ol
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Modificare O

A . .
A%gt}j(&ggai\@@lsu ina basale al regime pre-esistente

Q&gglungere un’insulina basale modificando la terapia in corso




Opzione: modificare la SU 5082

-The risk of hypoglycemia, which increases as patient B-cell reserve decreases. 6\06

\\
-One should not choose a medication on the basis of acquisition costs alone, as th qglng
hypoglycemia25 are great and the adverse impact of hypoglycemia on pc: »@?‘;Sf@g dherence to
medication25,26 is difficult to quantify. \Q\
-It has also been implicated as a cause in cardiovascular compl%@?éns %fg\f})M The risk of
hypoglycemia is greater in T2DM of long duration and in ly nts.
_ 40 0@ 6\
£ 35 S
(o3
7 (o
Q@ \‘ - 1,5
¥ eV 5 10
05\ (\06 £ 0,5

Repaglinide  Glibenclamide  Gliclazide  Glipizide Tutte le SU

*Repaglinide vs SU: P<0.03

Nattrass M et al., IntJ Obes Relat Metab Disord 24 Suppl 3:521-31, 2000
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* Long duration of diabetes and lack of response to current medicati e\o\

suggest advanced B cell loss, leading to impaired insulin pro%u@t@}]\,@\\’&‘\\
\\’8\\\6(\‘ @
* Increasing the dose of SU is unlikely to be effectiv&é@lut\' \Ce
@) S

controllo glibenclamide

Maedler K et al, J Clin Endocr Metab 2005



Adverse outcome among patients with type 2 diabetes experiencing severe hypoglycq\smiq

o)
' \aé‘é

B Macrovascular event [0 Microvascular event [l Death from an}{\ %L@ d\\Q

*

[ Cardiovascular death [ Noncardiovascular ﬁe“a\\a

25- e '<\’<>\\6
Total patient sample: 1 1%-653 66
" N\
g 20- AP
8 ce® A O
6 15— e%\ G‘ Q(Gg
il
g
2
S
\t
w2 P et
05\“\‘ {\06\‘6
()’\’&Q Qe‘ 0-12 13-24 25-36 37-48

Months from Hypoglycemia to Event

Zoungas. 5 M Engl J Med 2010;363:1410-8, for the ADVAMCE Collaborative Group
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—>Nessuna evidenza di contmuargdé\g%&mcfnsulma
- Mantenere metformina e ﬁ\‘h{g(eﬁ?are I'incremento ponderale e
sfruttare i beneficig\@a‘ 2© S
-2 Migliorando Isk\l%Boat‘Q)ﬂsulinica ai pasti, i DPPIV_inhibitors, possono
conferired /‘fg@B@nefici se combinati a insulina basale

(o)
eQa‘e-\gn&trali sul peso

Aviles-Santa ANN Inter Med 1999;131-182-188
Inzucchi SE Diabetes Care 2012;35:1364-1379



DPPIV- INHIBITORS

\
6\0\09
PR
6\0‘ A
o2 &%
During the development and progression of T2DM, signals from t |v 'a@tors are diminished
because of defective release of incretin hormones or re5|sta {(k‘ﬁ' action. Combined pB-cell
dysfunction and incretin deficiency aggravate hyperglycew @%rther impairs insulin secretion
and action. \'a (\\‘
ed\) @\50

The reduced incretin effect is a substantlw reb 8% insulin deficiency. It is estimated that up to 70%
of overall postprandial insulin respons\gfbo glu@&\ls mediated by the incretin hormones.

ot
el
Postprandial hyperglycem@a‘]\a‘s l{:((pgrtant implications for the treatment of patients with long-standing
T2DM. ,a(a\ @ o°

(GQ

At som \’gﬁﬁt aétt@‘t%e addition of basal insulin and its subsequent titration to achieve fasting blood

ﬁé argets glucose control may need to be further intensified because of postprandial
pergly emia



A Pooled analyses

Primary statistical Number of .
Drug [reference] method patients Risk ratio (95% CI) \6 .
Alogliptin [26] Cox ﬁ;‘;gf_‘d";"“a' 6028 0.635 (0.0, 1.41) » * patients IN
Linagliptin [21] gsc;fm";’?; 9459 0.78 (0.55, 1.12) * %ﬁ@ R_
?ﬁ\@ a lon ge r
. Cox HR
Saxagliptin [24 : 9156 0.75(0.46, 1.21
glip [ ] estimate ( } " \‘\QMr 2 D M a nd We re
Adjusted incidence rate . .
Sitagliptin [23] ~  ratio using Exact method 14611 0.83 (0.53, 1.3) & - \\,‘a e r risk of CV disease.
for Poisson processes . \’a . &a
e a8
Vildagliptin® [25] Mantel-Haenszel RR 17446 0.82 (0.61, 1.11) & 600 %\
I Ll T I 1 T \\\ 6
-0.2 0 0.2 0.4 0.6 0.8 \6 6\ 12 16
Decreased CV risk d\) L @ V risk .
B Meta-analyses of individual DPP-4 inhibitors Oe 6\ I% treatment of T2DM with
Primary statistical  Number of " S 6 DPP-4 inhibitors is not
Drug [reference] method patients  Risk ratio (95% ClI) es\ (G
. . .
Alogliptin [29] Mantel-Haenszel OR 2552° .86 (0.25,2.93) »—,a$ %\, associated with an
Aoglptin[30] ~ Mante-Haenszel RR 802 1.73(0.21,13.93) ,_,6\\9_@}‘9—. increased risk of MACE
Alogliptin [33] Peto method OR 6183 0.95 (0.80, 1.12 e( \“—-
Linagliptin [29] Mantel-Haenszel OR 5395° 0.72 (0.4 \Kl .6&39;_.
Linagliptin [33] Peto method OR 1778 o 47 87) (‘@4—<
Saxagliptin [29] Mantel-Haenszel OR 7268Y \ 7 (0.45,0 %\
Saxagliptin [30] Mantel-Haenszel RR 54§
Saxagliptin [33] Peto method ox@ 18190 9 (088, 1.11) ——
Sitagliptin [29] Mamu@a é@ 0 86 (0.60, 1.24) ' r's
Sitagliptin [30] aenszel R q 84 0.48 (0.31, 0.75) —————1
Vidagllp O%Aantel-Hae 11186°  0.61(0.43,0.86) —
enszel RR 3812 05(0.13,1.92) * @
lptln [33] eto method OR 3978 0.63 (0.37, 1.08) : L
-02 0 02 04 06 08 10 12 14 16 18 20 22 24 26 28 30
Decreased CV risk Increased CV risk

Adv Ther (2017) 34:1-40 33



IL-183 is a key regulator in the inflammation and atherosclerotic process D
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X etfo 9(\ Metformin FU Metformin + Metformin +

(> ﬂ@*

696 Vildagliptin  Vildagliptin FU
Q( baseline
05\\\\‘ (\GG\‘ ﬁ Mo significant difference was seen in the mean baseline results
O‘\QQ ? e‘ Younis et al. Cardiovasc Diabetol (2017) 16:69

Compared to metformin only, the addition of vildagliptin led to a significant suppression of the IL-1R elevation in
patients with established CAD receiving an optimal secondary prevention regimen.



Physiologically, the reduction in glucagon secretion may be as important as the increase in insulin secre\gon in
reducing hepatic glucose production. ,\‘0\0g
As the B-cell capacity declines, there is no known corresponding change in ( -cell capacity. \6‘06

PR\N
SV
B-cell res f (\6 : 6\
ponse (ISR/G 0-2h) \ @ 5\
W @
Table | Demographic and clinical characteristics of the participants by study and treatmente‘_@ (\\\'a
Characteristics Monotherapy Menotherapy Add-on to Add-an%@d ﬁ?%\m s5u Add-on to insulin
Al30]0s A23eq” metformin AZ303* A '@? e 305 AZII35M

Vilds  Pbo Vilda Pbe  Vilda Pbo Vilda Pbe  Vilda Pbe
(n=152) (n=160) (.-.:33) {n—srz) [n_lss}o@b}z) grg&{n_lss) (n=132) (n=144) (n=228) (n=221)
n (ISR/G) 8 10 43 20 23 167 144

Age, years 528496 522+11.2 S'EI 2+12.7 51 g] 3 540222 54.8+106 582=11.1 57.9£10.5 59.3+9.9 59.1=10.1
Dwration of 2.1£3.3  Lexl5 2 +|-3 1 é‘ 5. EL%Y Qﬁ 2+53 46248 48+46 67453 78458 129469 13.247.9
T20M, years

Baseline 8.6:08 84408 (QQ ) B.*Iil.ﬂ 83409 87+1.2 87+1.2 8.6+£1.0 85x1.0 88+10 88+1.0
HoA, % \©e

End of study ?B+I 5 ‘&H 5 6@9 84+1.5 7.5+L.2  85xl.5  77:l5 84+1.7  T.+1.3 8stl4 7Tl B4tl2

HbA , % \

E-aselme (%3415 Q@‘S% 2 23.6+12.0 31.5£21.8 200+£7.3 203483 189484 208+9.5 19374 19.746.4 B350 8.0+4.0

ISR
9§ \d(e(al 6+I?4 204116 3032120 31.3223.0 26.6+94  214x10.1 2592109 22.6£10,0 22778 18.1£59% 11.548.2 Be+47

5\\»\ PRES

QQO ? eq&:ls spmolimin/mYmmol/L. All values are mean + 50 unless specified. 'n’ values denote the number of patients randomized to the respective treatment group.

bbreviations: HbA . ghycated hemoglobin; ISR/ G, insulin secretory rate relative to glucose; Pbo. placebo; 5L, sulfonylurea; TZD, thiazolidinedione; T2DM, type 2 diabetes
mellitus; Vilda, vildagliptin.

124 submit your manuscript Wascular Health and Risk Management 2017:13
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[ <6,5% O(Q\O")\(\@\G% 6,5%-7,0% ]

7,5%-8,0%

Aviles-Santa ANN Inter Med 1999;131-182-188
Inzucchi SE Diabetes Care 2012;35:1364-1379
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___Charles




Eta (anni) 82

BMI Kg/mg 22,4
Durata di malattia 35 anni
A\
. eo@ s}
e . Q‘Gg

. . . \
Pensionato, mai fumato, non beve. Vive SOLQO@&VQG S

* |perteso in trattamento con multit . ? ‘ %emiq mista in tfrattamento con statina.Pregressi episodi di
nefrolitiasi. Gastrite ulcerativgdr fate omeprazolo. Pregressa frattura di femore per caduta
accidentale. Iniziale neu&{@q a a@mvo-mo’roria agli arti inferiori trattata con gabapentin

o\ el
@’ \o

é\’i\ﬂgl‘%w%(gglicome’rqbolico ottimale per I'eta. Seguito dal MMG.

o) \
In@'@g d{)l&‘)s‘rro centro per peggioramento della funzione renale, il MMG ha sospeso

la terapia con metformina



TERAPIA: Repaglinide 0.5 mg 1 cp x 2

Glicemia (mg/dl) 133

6\\6 ‘\]G(e
HbAlc (%) 3.2 Gd\ml . gﬂé\\te effettua uno scarso controllo con
0 . . . . . .
CI-LDL (mg/dI) 123 é\e Ggras BG. Non ricorda particolari episodi di
QP OV~ malessere.
CI-HDL (mg/dl) (@a‘ 0\6%
Trigliceridi (mg/dl) ‘a\\e(o 164'\(}\(\ _l alimentazione poco variata, limitata autonomia.
S

Creatinina (mg/dl) . \? O 1,45
_ (, &/ 9)6(6 \\3‘6 ! Il paziente riferisce di non assumere la terapia
I\/Ilcroalburrgléqel %é&&e 320 mg/24h con continuita

N
GFR &@@-Ethm‘i‘Pmm/l.B 30,4
. (\
ORtme) 120/70

Fc (bpm) 68



Per un corretto inquadramento del paziente di quali altre informazioni q(\)«@‘%’
bisogno per la migliore scelta terapeutica? ‘ ‘09\ &



[ No CKD 6\0\?\0\\9'\\
1.7% [] CKD stage 1 (3\’\6

B CKD stage 2 2 \\0
] ckD stagé@;\e\'
SaeRee”
\) . 50
O

\prﬂximately 40% of
. W patients with T2Z2DM show
‘ Q signs of CKD (stages 1-5)

Approximately 20% of
[ 1 patients with T2DM show

\\3(6 [] signs of renal failu_re
\2 (eGFR < 60 mL/min/1.73 m?)

Figure | R ‘V\@\%nct ﬂ@\‘&m in patients with type 2 diabetes.
Mote; EM cohort of 15,773 patients with T2DM aged 20 years or older participating in the Renal Insufficiency and Cardiovascular Events (RIACE) trial
OEFoeT




Rivalutare i vari punti della necessita di cambiare 09
HE EXPERIENCE

terapia: 00‘3

E\"
e

E‘E

Rischio relativo del paziente

Scelta terapeutica sbagliata

0 .
Scarsa aderenz §,§ |e’r@%\g

all’ qg(@t




O

Rischio relativo del paziente

e

Ridotta funzione Beta-cellulare G\O

Scarsa aderenza alla terapia Scelta ’rerapeu’ric\'q@%% N
KO . A
0% a"\d\
O\\\a R 10.(6
Gli studio ACCORD E ADVANCE hanno dimostrato d\)\a elme DSST Score
un’associazione significativa tra eta avanzata e 3 2 \ Dy tertiles S’ggygé(f'“'&sg)
g ] 2-46  — :
rischio di ipoglicemia severa ?\6‘5 Q(G ' 4759 ——
5\ < 60-97 T 1.42%ly (1.05-1.93)
6\6 I.I::I 2 HR 0.50 (0.27-0.65)
ACCORD--=> aumento del 3%3}\ Q%I £ <
(Hypoglycaemia requmng cal@es@t‘ance) per <
T 34
ogni anno di eta 6\6 6(5\0 g © 1.21%/y (0.87-1.67)
a HR 0.43 (0.29-0.64)

6\3
ADVAN @-Q rlﬁé@nagglore di ipoglicemia
sev6®\ ei % nt| piu anziani rispetto ai pazienti
5-6

e a‘a 9 anni ( 70-74 RR 1,1; 75-79 RR
1,5 >80RR18)

0 1
Punthakee D, Diabetes Care 2012

I I I T I

Years



Obiettivi per guesto paziente:

6\0\0‘0\\6\\'
\6(\0 (:,;\(S\’\6
22 a0
606\6 2 &
N\ a\\ao‘\\‘e(e
< ‘\ S

0o 0 Qe 3 o 0o
65%70% (P e 7,5%-8,0%

8,0%-8,5%



American ADA-EASD Position Statement: Management of
Assocition. Hyperglycemia in T2DM

* Age: Older adults

- Reduced life expectancy
- Hi N\
Higher CVD burden 6\)\ \%0(\
- Reduced GFR . c© Q
\© C%a
- At risfﬁ?@@%rsg\@&n s from polypharmacy
- Megeiel\. 2@ ised from hypoglycemi
G‘W ‘E{(\'ﬁ\ e compromised from hypoglycemia

N O
3o
%‘9‘6\@"
(OY \o
S

e\‘?’(




7,0%:7,5% 8,0%-8,5% lfé\g\@:‘g;\\
D0 OV
s \\,@\\6\‘\@ o
'6\'6 6\\'6
0@ o
0\\6 ‘\,e‘e

* |In soggetti diabetici anziani di eta avanéajﬁ,)\ﬁ@giﬁ?%ffetti da comorbidita, e
conseguente riduzione dell’aspet \?a dl(g@?, e opportuna l'identificazione di un
obiettivo glicemico meno restxi n(e.%\

O L .

* Possono pertanto es eﬁ@ﬂorqg&%\tl obiettivi di HbA1c piu stringenti 53-58
mmol/mol (< 7% ,@A @@Ppazienti autosufficienti, con condizioni generali buone
e aspettat{g)@? (%&@falmeno 8-10 anni;

. big@ﬂ@l‘?r@ﬁ?éerestrittivi 64-69 mmol/mol (< 8,0-8,5%) per pazienti piu fragili con

O\éﬁ%@@aﬁ\& comorbidita o con una aspettativa di vita breve (3)

http://www.standarditaliani.it/



Quali sono le informazioni principali che guidano la vostra scelta terapeutica?
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Eterogeneita funﬂ a{g\

- condizioni f]g(bl% 5\0(\6
- condizi ﬁ?ccx@m‘ﬁve

s&a@ éﬂ:@ﬁOgICO
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Chanzes o Liver Chanzes 1o Pancreas

Bedoction in bleed supply of ~1% Increase lipofuscin and adipose
per vear [139] tszue [241]
Diecrease in number of liver cells Dmct hyperplasia [242]
and elasticity [239] Disorderly insulin release,
Feduced capacity for metabolic decrease in insulin pulse
function and detoxification amplimades and decreased

[240] response to glacose ﬂiculﬂlil:ll.:ls ‘\13\’6 . 6\\,6\\

as well as alterations in i \
Possible decline in hepatic insulin clearance [97] 6 2 S
sensitivity (ability to suppress (6
slucoss production) [72,29,91] Feductign 1 mass ﬂ‘e

tion [.né@r

@esile %d:é\ pcell function
[97]

,«G
\'

2 > L FET r
Musce oo Chanses to Adipose Tissue : e 4 A
: LA
Increase in total body fat I gldg ot ]
\! percentage [247] e AL et (RN
(LS L e
Muscie) Increase in pro-inflammatory P A g A A
tascicle " Al v @Qﬂsewnm&cmuﬂadmuse e pm_ m'} e g 5 -’.ﬂk'-f"n |
L5 C\ i adipokine cytokine expression *::;___" |‘:r'r. _:s b
! 9 Hasue [245] [118,119,248] i Bake B o250
o) a2 L R |
{e \6 ngresswe.d.er_hne in mmscle Incresse in proinflammatory
e(e mass, qua_’hnfnd strenzth macTop hages and crow n-like
e\\ [243.2 structures [114,126.131]
Possible decline in ghcose Possible decresse in
uptake [73]

Ty Ty +Treg [249]

Pipzzible decline in Trag
sbundance [148 250]

Bradley et al. J Geriatr Med Gerontol 2016, 2:014

Flgure 1: Changes In hapatie, skeletal muscie, pancreas and adipose tssue durng Te 30Ng Drocess. Volume 2 | Issue 2




Relationship between daily acute glucose fluctuations and cognitive \0(3\6'

performance among aged type 2 diabetics o0
6\0\6 \\6\\
. ANO
\\'a\‘\@(\?a@%\d\&
- AN
C;\@\.a \6\\'6\
A* r=083 P<0.001 B . 96'0 e@%:ﬂ,ﬁa. P < 0.001
20| me emenms » 10{ %A 6\\ ‘“@3 .
\)\6"' 60‘\ ",
E 27 .. o - e C?Q 66\ .o .
EI 76 me ssmemm - 66\ . @Q@g" s’ ] '; .l'
2 . % o\ ) "3 |
: 2. NS °§ .. o
95 . T\\ sem 6 8 45 " #
e(o . \(\ ¢ v, 0
24 d‘a\‘ e O&\q EE . . . : -+
23 ‘(é.‘a—gyé\oi** 15 | . : r 1
2 40 S an 100 120 20 40 &0 80 100 120
(Gba \6\‘ MAGE (mg/di) MAGE (mgJdI)
g2 0 e
'\\\\\ ‘ e\,e

Rizzo et al Diabetes Care. 2010 Jun 23.



CICLO DELLA FRAGILITA’

Disregolaz.

Anoressia

neulﬂer.dv/crﬂm(:ﬂ
/ Bilancio azotat

L \a°. R\
invecchiamento ~ TALATTIA 6\0 \\6\\6‘
Iponutrizione ............. Meodif.muscolo-schel X\ \O
P ‘Bilancio energetico negative Y- ---.. \\‘a\\a @6

relit @Q‘mssa muscolare

lCunsuma energefico ed\)\' v PENIA

\

| Attivite

“ S (o)
o\ eg/
?} P meidBbiica

QN : ,\(\@\% rposo

| Velocita | Forza IVO, max

delcammino ./ &
(- Potenza

Disabilta
|

Dipendenza
Fried LP& Walston J, 1998




¢
O
Quali sono le principali preoccupazioni che avete nei confronti di ques’r%{%m@i%n{e?
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La risposta al paziente:

» Spiegare al paziente che la terapia necessita di modifiche \a\

* Inquadramento : aspettativa di vita, funzioni cog%BQy@\S’rcg@‘*unzmnale
preferenze del paziente, supporto sociale 0\\'a ‘ e(e

MOdIfICdre@%\'l \ob(&% sulfonllureq

N o\ \g\

&gﬁlere&é |nser|re una metformina a lento rilascio

A
o0 o

Sospendere SU e introdurre DPPIV-inibitore




Sospendere SU e introdurre DPPIV-inibi

Gli obiettivi “generali” della terapia del @@B%G’gelﬁ
. RNE
sono: e g2
?\G%'\ ‘ Q‘e
O 666\
- il controllo deII’ipergI@@?g{'@;‘@aei suoi sintomi
- il mantenime‘r)ég@%?gt\b(ﬁmno stato di salute
-la migli%@aﬁg{ﬁﬁ%i vita possibile
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Nessuna interferenza con i pasti
Azione fisiologica sulla secrezione |@N"ﬁn‘|\
Controllo della glicemia pos@%ngl&éo
Minimo rischio di i |p% méqQ(G

Nessun aun’Qr@@% 4@&?
Effe’r%\@ﬂa’r‘g\@l simili al placebo
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“There is a misconception that SUs are more efficacious in reducing HbA %HN%‘\Q DPP-4

inhibitors, with it commonly being held that typical reductions @“fo}"{e&%'\can be

obtained with SUs whereas DPP-4 inhibitors ‘only’ lower Ievel\éwﬁ?g@é@%
s A\
: @\6 . AN
..... it has been pointed out that comparisons based O%W\eeragg%\(}eductions’ are
misleading because they do not take into accc\))%gtag‘;?é@\@ces in baseline HbA1c levels

between studies eoed 6@\5
65\ ) (Gg
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.......patient populations in many ofé@@@érlia}f@ rials (baseline HbAlc often 29%) were very different from those
enrolled in the more mod %\ rials v@@l PP-4 inhibitors (baseline HbAlc ~7.5-8.5%), reflecting ongoing

improvements in glycae%ﬁi@a trgi\o(\e
@ o
Indeed&\ﬂﬁvg%wﬁ’lc reductions are expressed relative to baseline levels, the apparent

6@@%‘5’6@( ﬁ%oefficacy between DPP-4 inhibitors and SUs disappears

Diabetes, Obesity and Metabolism 18: 333-347, 2016



DIABETES, OBESITY AND METABOLISM

fb‘*‘-' 4 inhibitor

Drug characteristics
Efficacy Yes C;\e 6‘\6\
Durability Poor (secondary failure) 60 773
No hypoglycaemia No \\6 \‘e(e
No weight gain No
Few adverse events (including low cardiovascular risk) No) ( mmsce@ drwaé\k? rmlr with some)
Address islet cell dysfunction ?\G% ‘Gg

Insulin insufficiency . Oﬂa Yes -independent)

Glucagon excess O(\\ e
User friendly (compliance) \\ G( (\g
No injection d‘a S OM™ yes

No titration \'a 6\0(\ No

Administration in No

No glucose mu d‘% No (regular monitoring)

Cheap

Yes

Too soon to tell

Yes

Yes

Yes (includes prospective
cardiovascular safety trials)

Yes (glucose-dependent)
Yes (glucose dependent)

Yes

Yes

Yes

Yes (less frequent monitoring)
Relatively expensive

S

ates desirable attributes, italic font less desirable attributes, underlined font undesirable attributes.
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Table | Commonly used oral antidiabetic agents and their possible use in several stages of renal impair@s§? ‘53\\6'
Creatinine clearance (mL/min) _ \,(‘:a\‘\a“ 3@16
30-49 15-29 e\, (\‘\\6\\ <15 (dialysis)
Metformin - - 60\)‘ @5\\, -
Sulfonylureas Often dose reduction necessary - 6\\6 \‘G(e -
SGLT-2 inhibitors Loss of efficacy with lower eGFR d\)’\'6 ‘\ 50‘\ -
Repaglinide .\ S Oe 2 6 Use with caution
Nateglinide ?\66\ . (39& reduction
oi-glucosidase inhibitors \06 \e %\ <225 mL/min contraindicated -
Pioglitazone (O(\ . \(\6 <4 mL/min contraindicated
Sitagliptin (dose) |50 %Ne e 0(\ | <25 mg/day | %25 mg/day
Vildagliptin (dose) I%ﬁf’daé‘\o(\ | 50 mg/day | 50 mg/day dialysis: with caution
Saxagliptin (dose) Q@(@zs qg&}r | %2.5 mg/day with caution Not recommended
Linagliptin (dose) A 0‘6 A(éét%gfday | <5 mg/day | 5 mg/day

. fo— A
AbbrE?iatiﬂnS%é&lr estil@ﬂ&:merular fileration rate; SGLT-2, sodium-glucose-transporter-2.

0‘\’&\)0 Q el ®

E. Russo Diabetes, Metabolic Syndrome and Obesity: Targets and Therapy 2013:6
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It is worth mentioning that dose reductions are not fcr safety
reasons, but are based solely on pharmacokinetics, with 2 lower

clearance simply meaning that less drug is needer! to reach the same
plasma concentration.
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(3 bl;l mi‘h% posologico e consigliato per fare si che le

a(a%n@(ﬁ?‘gzmm plasmatiche siano pari a quelle dei soggetti con

‘\\OQ(QQG(emzmnallta renale intatta nei quali sono stati condotti gli studi di
o e dose-findi
¢ O ose-finding;



ey ADA-EASD Position Statement: Management of \O*
Assosiation. Hyperglycemia in T2DM EASD e\O\Og
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Patient-Centered J‘-’q:n:)rt:ualt:hb\\a(\'a SO

...providing care that is respectful of and 6&@}%@
ma‘rwdua.’ patient preferences, need&z\rg Q@J@s

ensuring that patient values % afé@(:\ﬁ‘:caf decisions.”
e © ’c)
N e9
* Gauge patient’s @%@re@é@rel of involvement.
o“\
. Explur& N’l rg p&\%lble therapeutic choices.
@\‘a «5\0
ggﬁ clsmn aids.
\\\\‘ Ge
@QO of (\ . Shared decision making — final decisions re: lifestyle
0\ © choices ultimately lies with the patient.
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Eta (anni) 52
BMI Kg/mq 22,8 R
’ C;\G\a N\
. . . c0
Durata di malattia 12 anni 0\\6 '\16‘66

Susan, 52 anni, sposata madre di 2 fé\égl\a@orq@.@%e commessa

73 &
\C  \S
: | G(O(\O(‘\g\(\6
-fumatrice attiva 63 o“e

-GDM all’eta di 30 a&;@"&lraq@@ seconda gravidanza trattato con insulina bedtime.
-|perten5|ong‘@rQr| @(@a\urca 8 anni in trattamento
-|pot|5q3@%mqm\@’rattamento sostitutivo da circa 5 anni

Progressivo scadente controllo diabetologico, mai raggiunto un vero target ottimale.



Inviata dal Medico di Medicina Generale :
-Metformina 850 mg x 2- Gliclazide 60 mg RM 1 cp

-perindopril, levo-tiroxina

Glicemia (mg/dl) 176
HbA1c (%) 8.5 ‘ e(‘, 5 ﬁ\%aziente riferisce almeno qualche episodio
T—— 0 ?\@9\ é\Q‘G ipoglicemico (54 mg/dl)
- mg (o3
\ A\~
CI-HDL (mg/dl) \\6(990{\(}\(\6 1 Non effettua attivita fisica regolare. Salta i pasti
Trigliceridi (mg/dl) _x» 3o ‘\O(\% molto spesso per motivi di lavoro
(o) S
. o\
Creatinina (m (6\6\\ 0,56 ) Aderenza al trattamento non ottimale
Micro%i{i\}‘:%‘né@'é%g/l <3
6@9%@6%(\ e Dal diario glicemico, glicemie medie al risveglio
GFR (CKD-EPI) ml/mi g 160-170, glicemie pre-prandiali 125-145; glicemie
- ml/min ;

post-prandiali <200
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Scelta terapeutica sbagliata

Scarsa aderenza alla %I ‘ .
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Patient adherence to /

therapy
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62 A) took tablets correctly in reét{

\
to food 3\\6
6(\6 @6\6\&
20 A) regular\@@got&(\@\e their
oC
tabletsa\\a6
\3 60

mltted tablets if their blood

Q‘qucose was too low

2% omitted tablets if their blood
glucose was too high

Browne DL, et al. Diabet Med 2000; 17:528-531.
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* Most individuals with type 2 diabetes are overweight or obese buta’d\‘& va%@\\
across the world 759\“\?5?0@'
(} 40% are obese
North America 60 ‘S
almost 90% of T2D
are obese
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e In I$é@9§at e@t%ef} cell dysfunction is often more marked compared with
\\\‘@\Q »obese individuals
6 (—\G%artlcularly in some non-western populations

0\’&9 Q el

— LADA may also be more prevalent in lean patients

Brunetti P. Int J Clin Pract 2007; 61:3-9.



Caratteristiche del diabete tipo 2, LADA e diabete tipo 1 ‘ 0\3‘0? X
A\ ‘,@\\9'
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Caratteristiche Diabete Tipo 2

Sindrome Metabolica Frequente Poco Freq%g@ 65\ Assente
Chetoacidosi Diabetica Assente I\/jgdz&‘%ntgeﬁe%ente Presente
Mg
Complicanze Cardiovascolari Presente c %%n{% Presente
Complicanze Microvascolari Present@\G%‘\ G‘ Q(G%resente Presente
\
Ab Anti-isola A&@% \S S Presenti Presenti
OV . e
Terapia insulinica ‘3\‘6 %o@i\glersi anni Dopo almeno 6 mesi  Alla diagnosi
22 0"
(GQ \2
. ‘*QQ e(e
@\’ﬁ%&@j@ﬁovi casi di Diabete tipo 2 presenta una positivita al titolo anticorpale ANTIGAD

()’\’&QO ee



Scarsa aderenza terapeutica Ridotta funzione Be’rq-cellulqred
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Scarsa aderenza alla dieta e
all’attivita fisica

Ridefinire la diagnosi




Glicemia MG/DL 140
C-peptide ng/ml 0.78

Anti GAD 1U/mlIL 55 (<5.0) co®
6\\6 '\16(
d\)\ Q(\

Table 2 Prevalence of patients with gluramic acid dmarmﬁ: (GADA) among Rauee aCénmed E&l@' dLabe:es

'\Ium Specified
Parients with Number of n@w&l age range
Type 2 patients posiy Lgmced nirion Mean age recruired
diabetes [#) fnrlﬁ.rﬂn) A\@ ADA definition (years) (years)
Hawa et al., Diabetes 6156 a |:'3 8) \? 7) 1 or more 54.4 30-70
Care 2013 [11] d (\e antibodies (GADA,
O IA-2A, ZnT8A)
Maioli et al., Enr | ‘&B Q% 276 5) GADA NA 35-70
End'm:nm! 2010 [7]
Zhou et al., Diabetes 2{]]( Q 287 (5.9) 287 (5.9) GADA 51.3 30 or
Q above
Tiberti et al. ‘ '3 [4: Q( 250 191 (4.5) 191 (4.5) GADA NA NA
Zinman Fm:es 2 4134 174 (4.2) 174 (4.2) GADA Weighted 56.5 30-75
Lanw ‘ 3672 361 (9.8)* 430(11.7) GADA or ICA 52.6 25-65
66 (not clearly
O\ defined)
Tuomi T he:es 1999 [4] 1122 104 (9.3) 104 (9.3) GADA Weighted 69.7 NA
Radtke et al. Diabetes Care 2009 [2] 1049 106 (10.1) 106 (10.1) GADA Weighted 67.8 20 or
above
*Owerall prevalence among age groups. Age: 3444 YEW—.’H- years (9%), 55-65 years (7% ). LADA, latent antoimmune diaberes Diabet. Med. 32, 843-852 (2015)

in adults; IA-2A, insulin anribodies 2A; ZnT8, zinc transporter 8 antibodies). NA, Not Available.
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OBIETTIVO Raggiungere un target glicemico basso (HbA,  6.5-7%) 6\0\6\03\9“\\
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) \\,a\\a‘f\ @5\6
Raggiungere un valore di HbA1lc vicino ai rangog{éﬁog\@\@h a
evitando episodi di ipoglicemia e mcre@ﬁgg@
oed\) S * 4 B

Ridotta funzione Beta-cellulare

. J

Considerando la probabile disfunzione Beta cellulare
la terapia dovra includere farmaci che supportino la funzione
della Beta cellula.

Considerando la possibile diagnosi di LADA eseguire indagini
ematochimiche per valutare la presenza di Ab




Terapia in corso: metformina + gliclazide
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(Wrgere un’insulina basale sospendendo la SU
e introdurre DPPIV-inibitore




Aggiungere un’'insulina basale sospendendo-o\$
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—d— Low GADA levels

ge of patients who
ul requirement
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—=— High GADA levels

—8— GADA negative (DM 2)

J©
Q(@Q e \6 10
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. QQO ‘ (\ Foliow -up after dagness (menths)

O\ ? e Group / follow-up 12 months 24 months 36 months 48 months 60 months
Low GADA titers 0/25 1/25 (4%) 218 (11%) 310 (30%) 3/6 (50%)
High GADA titers 028 3/24 (12%) 6/18 (33%) 10/15 (B6%) 11/13 (84%)
GADA negative (DM 2) 0/48 2/48 (4%) 3/34 (9%) 418 (22%) 4/10 (40%)

Figure 1. Cumulative percentage of patients diagnosed before 2002 who progressed to insulin requirement.



Condividete la scelta terapeutica fatta per questo caso clinico? Si, nqbgé)\:ql
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Quali problematiche vi aspettate con questa o e ’rgr%}peu’rica?
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Current pharmacologic treatment options for LADA are similar togt&@'s@ 0
T2DM , but no treatment modality has been established ai\tg@ Iryg) choice and

progression to insulin dependence occurs sooner than ‘(g\?on@ié\\?TZDM due to a

C \
more rapid B-cell function decline 6\\6506(6 2°
. Q(\\l
0@6\) o\ S

_— NS e .
DPP-IV inhibitors have been demonstrate@ﬁ?})re‘sg‘% unctional Beta cell mass because of their
potential for shutting off autoimm(%g‘{ﬂpa‘n(%m%lating beta cell regeneration.

ANON

et 9
It is possible that the t@@@éut&‘&geﬁt of the DPP-IV inhibition on the immune system, in addition
to resulting in nSSg!S%ed\‘aﬁgﬁlatmg levels of GLP-1, may improve pathophysiological process of
iated%diabetes in animal models but in humans these effects have not been

autoimmun%qﬁéég

confirpgad ~. G@\‘

Diabet. Med. 32, §43-852 (20135)

Brophy S Cochrane Database Syst Rev 2011;(9) CDC006165



* Phenotypically, LADA patients are often misdiagnosed
as having type 2 diabetes.

« LADA patients generally have worse HbA 1¢ levels than \6600
i : el
type 2 diabetes patients. 6\)&@3% 0(\\1

* Clinically, LADA patents tend to have a, I@.'.@?
age at diabetes onset, lower h{']-d}’ ;(@i(%mﬂ

frequent need for insulin treat thnts with
type 2 diabetes. \\3( O(\g\

* Management ﬂfak_a\aﬂé‘ﬁs} rﬂqmre a dedicated strat-
-E!g}’, vet :@i@c é\‘&crﬂ is a paucity of randomized

rg(qﬂ% t@]@‘ata
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DIABETE TIPO 2 DI LUNGA DURATA
NORMOPESO

___Charles
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WP e MALATTIA ETEROGENEA
LE SEESSE CARATTERISTICHE COMPONGONO «FACCE» DIVERSE E DIVERSI APPROCCI
%) oL
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