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Dichiara ‘a@@@fe‘zo@‘/%prio impegno ad astenersi, nellambito dellevento, dal nominare, in
qualsi medo o forma, aziende farmaceutiche e/o denominazione commerciale e di non fare

pt)@b% ita di qualsiasi tipo relativamente a specifici prodotti di interesse sanitario (farmaci
strumenti, dispositivi medico-chirurgici, ecc.)
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Clinical characteristics of type 2 diabetic p%ﬁﬁt%&f@&le time they
start Dapagliflozin inotém\\%g{\mf&rld.
A retrospective mulf\i@eﬁte descriptive study
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DARWIN-T2D: Study features & objectives
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DARWIN-T2D is a nation-wide, multicenter, retrospective study to evaluate Dapaglif 0@@\9 \the real world
\
clinical practice of Diabetology centers in Italy. \\6(\6‘ « 2\\\@
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Primary objective @
To describe the baseline clinical characteristics of type 2 diabetic pat\,ngsh ét’&?t Dapagliflozin
in the real world e 2°
Secondary objectives ‘50
To describe the heterogeneity, regional varlatlor‘mg;?@u aI trends of the baseline clinical characteristics
5\
Exploratory objectives \(\'3\6

To describe the changes in glyc psﬁndél@ﬁ%lycemm efficacy parameters at the first available follow-up visit, at
least 3 months after startlngtyZa@‘Q

To preliminarily cgaﬁar tlf,f@basellne characteristics and the changes in glycemic and non-glycemic efficacy
parameters@eﬁzv |ents who start Dapagliflozin, a DPP-4 inhibitor, a long acting GLP-1RA, or

gllclaég!f"
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el Quando esistono gia RCTsfi}l r,goinento
Revisioni sistematiche - Confermare o ’égn | nella pratica clinica

Studi clinici randomizzati

- Valutare aljta D

- V:Iﬁggegltr'ié oint (2; costi, ...)
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Studi di coorte

Studi caso-controllo
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Quando non esistono RCTs sull’argomento:

- Fornire info su come disegnare RCT dedicati
- Generare ipotesi

- Fornire evidenze di livello medio

Serie di casi

Singolo caso

Ricerca su animali

RicercaIn vgto\‘a
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Diabetes Ther (2018) 9:1477-1490
https://doi.org/10.1007/s13300-018-0452-y

ORIGINAL RESEARCH g‘\a‘
Comparative Effectiveness of DPP-4 Inhibitors Versus 6\0\0
Sulfonylurea for the Treatment of Type 2 Diabetes ‘ 0‘\0\0
in Routine Clinical Practice: A Retrospective 2 o\ 6‘\’\
Multicenter Real-World Study \‘\0(\ i d\\a\\

A\CRIENA
Gian Paolo Fadini On behalf of the DARWIN-T2D Network 6594 patients C» OO\G
newl‘,r tre S ewly treated
wit § D 7| with gliclazide
3595 without _oOVY (\\lU‘ 3849 without
follow-up@ eV =Y follow-up
P‘O\ (G 2999 with a 2111 with a
e ? c\ Q follow-up at 3- follow-up at 3-
589 éﬁ for @\6 12 months 12 months 521 excluded for
wé e data - Missing outcome data
G\P Initj PP4i and - Initiating DPP4i and
Metanalysis of RCTs 6@ gl\ﬂh de at the same visit 5410 1590 gliclazide at the same visit
The efficacy and safety of DPP4 mh@(& \6 before PSM before PSM
compared to sulfonylureas as Q n th o \
metformin in patient e 2 @gtes A ] -
systematic review é eté é‘,ﬂ& L 1094 without match PSM 274 without match
Basw yieM Cumminys®’, Robert . Tanenberg © / \
SUs more effective at 3 months 1316 1316
after PSM after PSM

but not at 12 or >12 months




Average gliclazide dose 30-40 mg/day
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Take home messages .
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» Alle dosi utilizzate nella pratica clinica DPP-4i mostraljaq\gﬁi\\
effetto ipoglicemizzante maggiore di SU, soprattutto \c\grﬁée;\gﬁa-

on avanzato. 0% 50
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GLP-1RA intraclass comparison

Background population
n=281,217

Initiated on GLP-1RA

in 2015 - 2016
n=2247

Liraglutide Exenatide OW

n=1642 n =599

No follow-up data lbfé(fcn/‘u a’@
n = 1067 n 85

Liraglutide Exenatide QW <\g\(\v

n =595 A% 00

On basal insulin dav ,c‘,\O“ On basal insulin
_ P\~ —
n =185 oo T 9 n=10
Liraglyyed’ < ‘EXenatide OW
=210 -\ n =204
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DARWIN-T2D vs DURATION-6
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Randomized open-label Observational retrospective
2010-2011 2015-2016

105 /19
011
Procedures

Liraglutide was uptitrated from 0-6 mg per da 5@93 \\»‘a\
per day, then to 1-8 mg per day. Each titrati \ as to Pe

é‘éﬁsﬁ%‘i @be \ci(@&y%d if

completed after at least 1 week,

dstablished
Patisayd %t tQ \in the 1-8 mp
IS liraglutide dose Ly 1y
study, Tabor, t@ testing dasxtlone at a central laboratory
[Quintﬂg)%est {\@\ﬁn UK) with standard methods.

a ure%@ entrations of total amylase, pancreatic
B’p se, 6® Qlcitonin throughout the study.

gﬂ@ study included a 10 week extension period after
%Sscontinuation of study drug administration to follow-
up any potential safety signals of either drug. This follow-
42 Q‘ . ~cHEDS up visit occurred either 10 weeks after visit 11 (week 26)

CEREINELEREL the patient had severe nausea or

o
Body weight, Exenatide OW, kg



Take home messages “
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» Alle dosi utilizzate nella pratica clinica DPP-4i mostraljaq\gﬁ\\
effetto ipoglicemizzante maggiore di SU, soprattutto \c\grﬁéé\gﬁa-
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» Alle dosi utilizzate nella pratlca\@m aadxﬁcon Si osservano le

differenze osservate in un trig| %3@f?8nto tra GLP-1RA



Dapagliflozin versus GLP-1RA

Background T2D population
(N=281,217)

Included in longitudinal
assessment (n=17,285)
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N=2484 initiated
dapagliflozin

N=811 had a follo
3-12 months afte

&F’

N=830 had a follow-up visit
3-12 months after baseline

N=473 had data
on combined endpoint

6‘6 \o
HbAlc decllned |@1‘|?c

group (by éﬁ‘% gﬁ) <0.001)
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Take home messages X =

» Alle dosi utilizzate nella pratica clinica DPP-4i mostraljaq\gﬁi\\
effetto ipoglicemizzante maggiore di SU, soprattutto \c\grﬁéé\gﬁa-
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« Alle dosi utilizzate nella pratlca\@m aa(g\ﬁcon Si osservano le

differenze osservate in un tria| @ Qpfednto tra GLP-1RA
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DARWIN-FUP: Study features & objectives

\
DARWIN-FUP is a nation-wide, multicenter, retrospective study to compare the efficacy %“éxdog
Dapagliflozin versus DPP-4i in the real world clinical practice of Diabetology centers in Itgl\y;)’\ «
PR\ \'\6'\
General Objective _wa\e 9’\(5\\6
To compare the efficacy of the SGLT2i dapagliflozin versus DPPd\&'@n\Q@mbined endpoint
composed by changes in HbA1c, body weight, ar\ o@@ﬁ%ad pressure.

(o) °
(o) S
Primary endpoint 66\}\' {\\‘e'(
Simultaneous improvement of HbA1c (at least -0.5‘@ Bog)éweﬁ%t (at least -2 kg), and systolic blood
pressure (at least -2 mmHg). O?P\O ‘ Q(eg
\

N e

Secondary endpoints ?P\O c3\(\'3\

Simultaneous improvement of@tﬁ&‘c é\@@ﬁ\eduction), body weight (any reduction), and systolic blood
pressure (any reduction). o ‘5\0
@ \a\‘e
Sintes®
(

Explorat_ory e@dﬁ) nte

Variation @\ﬂﬁé oyék@ﬁ complication burden, defined as new occurrence or worsening of any
mig&q;%?opalﬂ?and new occurrence or worsening of any macroangiopathy.




DARWIN-FUP SID <> DARWIN{ -4
(dapag | |ﬂOZ| N VS DPP'4|) DApagliflozin Real World evideNce - Lul Cy- up study
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Center recruitment ad \\6\\
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First EC clearance Feb 2018 ‘ 6\\? @5\
No. Centers qualified 65 500\6' d\\g\\@
No. Centers active 45 AR S
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Software development  March 2018\$\6 66\9
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Patient data collection O\« 2C

First Center in &
No. Centers W|thé@a€8 ms\o@?
No. of patle‘rigs6 o\
?@@pq@@@lon 282,912 cross-sectional
&{p@% Iflozin 3053 with f-up Target = 1130 J
O\QQO OPP-4i 5850 with f-up Target = 1130
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