I° CONVEGNO NAZIONALE CONGIUNTZ SiN -SID
La Malattia Renale Dicoetica (OKD):
Presente e Future dell’A»proccio
Integratc MNefro-it:iubetologico
TeAM WORY FOR WORK SUCCESS

RIMINI, 2 OTTOBRE 2019

Prevenzione del Diabete Mellit%\ﬁ;b@o 2:
stili di vita ed eserciz&'\@ﬁ%?go.
Un ruolo pe@i@@g@&%\ﬁ"
\%
\

Dipartimento di Medicina Clinica
e Chirurgia

Universita di Napoli - "Federico IT"



Impaired Insulin Secretion

l
PP

Decreased

Increased [ 3 Glucose > |

HGP Uptake

Normoglycaemia

DeFronzo R, Diabetes 2009

GOP\ e o Q‘Normal Prediabetes Type 2 diabetes

| Normoglycaemia Mild hyperglycaemia | Severe hyperglycaemia

Glicemia a dlglung(d‘@()axlég\ IFG
Gicemia dg@a‘h@ﬁ 140-199 IGT
HbARE®S. 798 4%




THE PREVENTION OF DIABETES MELLITUS
Joslin EP - JAMA. 1921 §O%

oy
The individual overweight is at least twge,eigd%qc\ some ages forty

(o} (%)
times, as liable to the disease. 6‘)&6 N

For the prevention of moredﬂ?ag(h%ﬁ? of the cases of diabetes in

this country, no radéga:PqucbéYnutrltlon is necessary; the individual
is simply asked W\e@;ﬂ?am the weight of his average fellow man.



Trials di prevenzione del diabete mediante modifica dello

stile di vita 409?
Studio Popolazione F-up Intervento Riduzinrie del rischio
(anni) . di viabete
Da Qing (Cina) |IGT, Eta <25 anni 6,9 Dieta \6\ ° W S 31%
O, W2

1997 Es o, \d\ 37%

ga\}‘? E@aﬁ:mo 48%

L : : 0‘\
Finnish Diabetes Study  IGT, Eta <40-65 anni, % ®|eta ed esercizio 589
2001 BMI>25Kg/m2 P?‘ @Q@
Diabetes Prevention |GT, IFG, Eta > Zﬂe‘gﬁp \C Q Dieta ed esercizio 58%
Programme (USA) BMI>2\, 2 'g\(\a
ot
2002 690 @
o @(5\
Japanese |GT study Qa(’c) \3GT, Uomini 4.0 Dieta ed esercizio 67%
2005 Q(G o(©
NI . »

Indian Dia (\0 Dieta ed esercizio, 29%
Prevepin Stu®S IGT, Eta 35-55 2,5  Dieta ed esercizio +

2006 Metformina 28%



Characteristics of lifestyle intervention in DPS and DPP,,
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Risk to develop diabetes by fibre and fat intake
Finnish Diabetes Prevention Study
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Summary of meta-analyses of prospective cohort studies

on food and beverage intake and type 2 diabetes ) &O\Oc;\@‘
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Processed red meat® 8 :
“ON
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Sylvia H Ley et al, Lancet 2014
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‘Healthy Carbs’: Relevant features of carbohydrate foods to
define their quality in relation to the cardiometabolic risk o3

* Dietary fibre
* Glycemic index MR-
* Type of carbohydrate o C
* Wholegrain
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Dose-response relationships between insoluble fibre intake and type

2 diabetes incidence based on data from prospective studies G
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Dietary glycemic index and risk of type 2 diabets :
assessment of Causal relationship
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Lovesy G, Nutrients 2019



Dose-response relationships between wholegrain intake and type 2

diabetes incidence based on data from prospective studies "D
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Carbohydrate foods, gut and glucose/insulin metabolism
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Studio Da Qinqg - Follow-up a 30 anni - Gong Q, Lancet DE , 2019
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* Un intervento sullo stile di vita caratterizzato da una modest\ ‘
riduzione ponderale mantenuta nel tempo, una modificaeq&%
qualita della dieta - aumento del contenuto di fibra, (@(@%{\Qne
dei grassi saturi, scelta di carboidrati non raffinq@b@%&t@?o
. . . . . . \ S
indice glicemico ed abolizione del consumgedl ﬁg\\z@vde
zuccherate- ed un esercizio fisico regolgfe, se¥o misure
estremamente efficaci nella prev%(g@ié‘%@ebeel diabete (circa il
60% dei casi) nelle persone cgn i:i’ggéﬁ% ete

* L'intervento sullo stile gg&ﬁt%(eh\é)‘mostrato effetti duraturi nel

. -\ : e . .
tempo e si e mo%@we&f@.‘éce anche nel ridurre I'incidenza di
complicanze debdlighete e la mortalita, modificando la storia

naturale de#d redfattia

e O e : : : :
. Perod\\ﬁggneﬁapporto costo/efficacia e per la sicurezza questi
{ifterventi possono essere implementati nella popolazione
generale, inclusi gli adolescenti






Figure 3. Relative Risks (RRs) and Diabetes Incidence Rates Among Medication Studies Stratified by Drug Class at the End of the Active

Intervention Period

Incidence per

Person-year

Diabetes Cases, No.

Source Drug Treatment Control Treatment Control ?5?5% i)
Weight loss
XENDOS,>5 2004 Orlistat 0.21 1.0 14.0 41 0.34 (0.19-0.62)
SEQUEL,55 2014 Phentermine-topiramate ER 2.40 3.4 4.0 7 0.71 (0.21-2.34)
(7.5/46 mg)
SEQUEL,5® 20142 Phentermine-topiramate ER 0.40 3.4 1.0 7 0.11 (0.01-0.91)
(15/92 mg)
Subgroup RR 0.37 (0.22-0.62)
RAS blockade
DREAM,>7 2006 Ramipril 6.00 6.0 449 .0 489 0.93 (0.82-1.04)
NAVIGATOR,58 2010 Valsartan 6.60 7.4 1532.0 1722 0.90 (0.85-0.95)
TRANSCEND,5® 2011 Telmisartan 4.30 4.4 157.0 165 0.98 (0.81-1. 19)
Subgroup RR 0.91 (0.86-0.9
Lipid lowering C
BIP,50 2005 Bezafibrate 4.00 6.0 42 .0 56 0.68 (
Subgroup RR 0. @ -0.95
Insulin sensitizers ge
Li et al,51 1999 Metformin 3.00 18.0 1.0 “&&.15 {O@
DPP,33 2002 Metformin 7.80 11.0 236.0 @ 0.7 Q -0.88)
DREAM,?2 2006 Rosiglitazone 4.00 8.0 280.0 O 58 X é .37-0.48)
IDPP,** 2006 Metformin 16.00 22.0 r &?3 (0.56-0.94)
CANOE,®2 2010 Metformin plus rosiglitazone 3.00 10.0 @ 0.34 (0.20-0.59)
Lu et al,®3 2011 Metformin 0.50 6. P\Q ‘6 0.09 (0.01-1.58)
ACT NOW,54 2011 Pioglitazone 2.10 6 Q Q 0.30 (0.17-0.52)
Subgroup RR G é 0.47 (0.32-0.68)
Insulin secretagogues q P . 6\
Eriksson et al,®> 2006 Glipizide P 2 \(\ 1.0 5 0.20 (0.03-1.53)
NAVIGATOR,73 2010 Mateglinide 6 .2 (\Q 1674.0 1580 1.06(1.01-1.12)
DIAMNA,5® 2012 MNateglinide O\/ 12. O 17.0 7.0 10 0.69 (0.28-1.68)
Subgroup RR 66 . 0.87 (0.52-1.46)
Insulin \0
ORIGIN,57 2012 Insulin glar ‘6 6‘6 2.0 3.0 182.0 224 0.79 (0.67-0.94)
Subgroup RR 6 q 0.79 (0.67-0.94)
Hormone therapy g \6
HERS,58 2003 Q n,fpmegin 6.0 9.0 24.0 46 0.68 (0.45-1.02)
Subgroup RR . Q qe 0.68 (0.45-1.02)
Alpha-glucosidase # 1 s . e
STOP-NIDDM,& *\gose 10.0 13 221.0 285 0.78 (0.68-0.90)
DAISI, ?0 L@D Acarbose 6.0 8.0 5.0 9 0.67 (0.25-1.78)
" al, 71 20 voglibose 2.0 4.0 50.0 106 0.46 (0.34-0.64)
Lu e 2 20112 Acarbose 0.3 4.7 0.5 3 0.15 (0.01-2.97)
DIANA, GG 20122 Voglibose 12.0 17.0 7.0 10 0.70 (0.29-1.71)
Subgroup RR 0.62 (0.44-0.88)
Overall RR 0.64 (0.54-0.76)

How JS, JAMA Int Med 2017
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Trials di prevenzione del diabete mediante intervento farmacologico

O

Acarbose 100mg . 6(\0

STOP-NIDDM IGT, IFG, Eta > 25 anni,
BMI>24Kg/m2 N 5o
\ o \6\\6
Voglibose Ph-3 IGT, Eta 30-70 anni 4.0 vOglg&% 0,2 41%
(o3
ACE Cinesi con CHD e IGT 5,0 \)\'@ acar\t?@&.QSOmgﬁ 16%
NAVIGATOR IGT, IFG d‘{\@teglmlde 60mg x2 Nessuna
DPP IGT, IFG, Eta > 25 anni, ?‘z ‘eg Metformina 850 mgx2 30%
BMI>24Kg/m?2 \\P‘
CANOE |IGT, eta 30- 76\;@ 0(\9\ Rosiglitazone + 60%
o® Metformina (2/500mg x2)
5\
DREAM %@N% E\téﬂgé anni 3,0 Rosiglitazone 8 mg 60%
ACT-NOW \\\]%SPJES@‘E?A >18 anni, BMI >25 2,4 Pioglitazone 45 mg 72%
@\{‘&Q Storia di stroke ed Pioglitazone

Insulinoresistenza
SCALE IGT/IFG, ETA >18 anni, BMI >30 3,0 Liraglutide 3mg 66%
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Rischio di diabete nel Diabetes Prevention Progra‘%&ﬁ?@@\ 0po
sospensione della metforngaae‘r‘)\d«a\\")
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O 20‘\\‘ o
Diabetes Odé@ e a2 o
R
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SN
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DPP Research Group , Diab Care 2003



Funzione B-cellulare durante e dopo diversi trattamenti in persone con

prediabete \Og\'a'
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Eventi avversi attribuibili ai farmaci nei trials di prevenzione del diabete

Active Event Inter- Place- \ S
o)
intervention and vention bo \O\O
trial group group \OG
Acarbose 0\6 \\
Fang, 2004"*7 Gastrointestinal side effects 8.0 6\ ‘a\a
Pan, 2003"31 Gastrointestinal side effects 35.7 1?\@\ d\\»
STOP-NIDDM, Gastrointestinal side effects 13.0 6\’\Q.ﬁ o 6
w33 .
2002 ,.\ ;\ u»@\
Flumamine QO \O\\'
Fang, 2004™"'% Gastrointestinal side eﬁ‘ecta\\a - .,5536 0.0
Glipizid X
pizide FRR\Y N
Eriksson, Hypoglycaemic SBQSA) S Ay 41.0 32.0
2006W 3" A "8\
(%4
Troglitazone A R‘QLU‘ &
DPP, 2005"1 :ﬁ(@r}tﬂnctij}q\&t =3 4.3 3.6
UVer fupFon test =10 1.2 0.2
Metformin n_\ GP\ A(\Q\\‘
DPP, 330(2} (\e Fastrointestinal symptoms 77.8* 30.7*
IIK%’QE t(‘é"@ Hypoglycaemia 8.4 0.0
6( Gastrointestinal symptoms 1.9 0.0
Q l(@yﬁgwm Gastrointestinal side effects 4.4 0.0
. \"\\‘6 Ge\‘% rlistat
06\ < (\ XENDOS, 2004"37 At least one gastrointestinal 91.0 65.0
‘\QQ ?G event in 1st year
0 At least one gastrointestinal 36.0 23.0
event in 4th year
Withdrawals because of £.0 8.0

adwverse events

Gillies CL, BMJ 2007

*Mumber of events per 100 person years.



Incidenza di diabete in 11 anni di follow-up in _ é*
soggetti con alterazioni della tolleranza glic(;ldtt“&
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© Insulin resistance (68%) (3\6 :

NAFLD (45%)

@)
Visceral obesity (77%) O (o) G \‘:5
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Q(G Stefan N, Lancet DE 2016
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Modifiche del peso corporeo e della tolleranza glicidica dopo

intervento sullo stile di vita secondo il fenotipo \Og\'a'
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* Molti farmaci si sono dimostrati efficaci nella prevenzione del e\o\og

diabete, ma finora non e stata dimostrata la persistenza dg\ ' Tegto
dopo la sospensione del trattamento R ™
Y

‘\3(\6 6\(5\\'
* Al momento non ci sono evidenze che |'uso di g\@@;\t\l\m@raci
modifichi la storia naturale della malattiaa\\,a%O 65\6

: : : el :
* Tutti hanno effetti collaterali che p%%ao’igo%gmcﬁare I'adesione al
\

I mento. S
trattamento a0 oo

* | farmaci possono esser ‘ggbc& sidlo utile nelle persone ad alto
rischio che non riescoh Adnigliorare lo stile di vita, o che non

rispondono abg)g@%gga% guesto intervento
* Una migl&q,eéa’éa\eat erizzazione del fenotipo «prediabete» e

prqt%@bmn@rﬂg necessaria per decidere la migliore strategia di

.

6\4@@%@%8 a livello del singolo individuo



_______ stiledivita_____JFarmaci___

Effetti collaterali - + O\OQ\

Adesione Testata solo nei Test@é)s\ lg‘hel
trials —necessita di ,a\ﬂ %‘é&%dmonata
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Permanenza dell’effetto a lungo + \\6 2 .
termine O (oY

e | ° o gre ° e O 66\
Capacita di modificare la storia P?‘Q +e9 -
naturale della malattia PGO & ®
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e mortalita 3\96 o oot
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cro lgh‘é  (©
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