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it Lo scenario del trattamento del DM%

¥ =~ quando TOSCA.IT fu disegnato O(Zo

\6\6\\

First step: Metformina (se non controindicata o non tolIQca\t%% 5\6\

o . d\\a

Second step: Aggiungere una sulfonilurea o,@)a\\% %{B@azolldmedlone

(pioglitazone oppure rosiglitazone) ec\‘) g,cﬁ\
W e
50\’ oo
Third step: passare alla tQR@ ra@i% oppure all'aggiunta di insulina basale

* Acarbosio po%@@ eég&ﬁ'\e agglungo ad ogni step
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qoscAIT Lo scenario attuale del trattamento degl
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First step: Metformina (se non controingieata’$’non tollerata)

Second step: Aggiungere %Q\jgrg@&) tra le 7 classi di farmaci
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Trends in the use of antidiabetes drugs in USA over 10 yearse-
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www.impactjournals.com/oncotarget/ Oncotarget, 2017, Vol. 8, (No. 37), pp: 62039-62048

Research Paper \_O\Og\
Antihyperglycemic treatment in patients with type 2 diabetes in ‘ 0-\@‘06‘\
Italy: the impact of age and kidney function d\ 2\
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Caratteristiche rilevanti delle sulfoniluree e del pioglitazone
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Cardiovascular safety of sulfonylureas: a meta-analysis
of randomized clinical trials iy
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Figure 4. Mantel-Haenszel odds ratio with 95% confidence interval [MH-OR (95%, CI)] for major cardiovascular events. Subgroup analyses for different
comparator groups. DPP-4i, dipeptidyl peptidase-4 inhibitors; GLP-1RA, glucagon-like peptide-1 receptor agonists.

Diabetes, Obesity and Metabolism 15: 938-953, 2013.



Sulfoniluree e CVD: quesiti aperti 0%
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Secondary prevention of macrovascular events with pioglitazone vs placebo in

patients with type 2 diabetes in the PROactive Study \09\
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— Pioglitazone {301 events) . (\0 d\d\a\\a
——— Placebo (358 events) 6\\a %\ i
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.T; 15 \\6 e a B
K \)\66 (‘\\le( —
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g Dormandy JA
£ HR=0-24 (95% 1 0-72-0-03)
. p=0077 et al, Lancet
‘ 2005
3\6 d'é?é(%\u & 12 18 24 30 3*
(‘39?( \?\:{ Time from mndomisation (months)
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Key secondary endpoint: Death from any cause, non-fatal myocardial
infarction (excluding silent myocardial infarction), or non-fatal stroke



Effects of Pioglitazone on ischemic cardiovascular events in non-diabetiga
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The primary outcome was fatal or nonfatal stroke or myocardial infarction.



Caratteristiche dello studio TOSCA.IT
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AT Disegno di studio

Diabete tipo 2
Metformina 2g/die

Eta 50 -75 anni

HbAlc 7-9%

IMC 20-45 kg/m?
Esclusione:

» Eventi CV recenti

* Creatinina>1.5mg/dl

* Insuff cardiaca (NYHA 1-4)
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-| pazienti e gli mves@gﬁog\@ no a conoscenza del trattamento assegnato
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- Gli eve\({\b@naﬁémt ed avversi sono stati rivisti ed aggiudicati da una
c%@(:‘?lssqmﬁé esterna di esperti
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osat Procedure di studio
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 Randomizazione centralizzata stratificata per ceg@dé’f‘% Ecedenti
eventi CV SN
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 Misure di laboratorio centralizzateogdlé‘)?%gcﬁ'}‘u‘gidi, PCR, microalbuminuria,
macroematuria) W\ © g'ad
Pﬁo\/ é\Q‘e
e Valori di HbAlc = SOQJHN%%@’C\»?Site consecutive vengono considerati
come fallimentod@éh {:\er%tpia ipoglicemizzante e necessita di
introdurre I%daé"?'%néag\lnsulinica
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f[()SQA]T Aggiudicazione degli eventi 4
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Wn Outcomes cardiovascolari s
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Outcome Primario: \e’&a A\

Morte per tutte le cause, infarto miocardico (IM({@%I%clgﬁb IMA silente ictus,
rivascolarizzazione coronarica in emergen 5{,\@ (\\16

M o o

Principale outcome secq a’\es\Q

Morte improvvisa, IMA@&Ie @ﬂ%n fatale, incluso IMA silente, ictus fatale e
non fatale, rlvascqxlgﬁ%z@(ﬁhe coronarica ed extracoronarica, amputazione
maggiore Qo‘ 2 \°

O‘\QQO ? S Vaccaro O, Masulli M, Nutr Metab Cardiovasc Dis. 2012 Nov;22(11):997-1006
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PSAT Endpoints secondari .
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Tempo al fallimento della terapia ipoglicemi wﬁ(\ai\d\@\a‘\
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e Modifica nel tempo di HbAlc e magaggﬂ??%ﬁ‘é\ri di rischio CV
. . . X2 0 et : . .

Nuova diagnosi o peggloram%@é@)@@%\ nefropatia (sviluppo di
macroalbuminuria, raddgv.}fsb\l\cb@%?la creatinina, riduzione della

. NG . o
clearance di 20 g\g\émﬁg\g\opéa >3 mg/dl o ricorso alla dialisi)
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Analisi statistica be\o\og
Lo studio e stato disegnato per essere event driven (498 event$\3(\a (3\’\'a
\G\Q \a\\a

Dopo 9 anni dall’inizio dello studio, il numero di evegﬁ%raacﬂ@a la meta
rispetto al numero predefinito, pertanto il Data$ e&q%mtormg Board
ha raccomandato una futility analiysis (%a@?o%@i??
o»‘
6

| risultati della futility anal%i\ Q\@\Q\ostrato che se la distribuzione
degli eventi fosse contlgﬂ'a $hdo il trend corrente (ipotesi piu
plausibile), la proﬁa@lﬁ q‘@g\dua di osservare una differenza tra i due
bracci di tr Qgt@alla fine del follow-up sarebbe stata inferiore al 5%
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©SAT - Study Participant Disposition

,\O\OQ\
Screenati ‘\6\06,
N=4956 SO
CRIRG)
W @
Randomizzati \6‘6 8 A\
N= 3@@%0 N
2 e\
. O %C’\\l
= © N=1493
gﬁ% %% Completato il trial
’ 387 (90.4%) N=1381 (92.5%)
>
(GQ \3 \U‘
\,\\qa\)\n@\le Pioglitazone Sulfoniluree
ot M 57.6 57.1
Me@%% foI%w up-mesi (1Q range) (42.0 - 60.2) (42.4 - 60.2)
Discontinuazione del trattamento 432 (28.1) 238 (15.9)*
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Metformin + 'Nlr:..?ormln +

Pioglitazone Sulphonylurea
(average dose, m,‘, : (average dose, mg)
o %\) eV
Pioglitazone 2%@5@. 6@\5
W, oe®
Sulphonylurea P@P‘% ‘3\66\9
AP
Glibenclamide (1 S@BP‘?\QO‘\Q --- 7.6+4.0
e“f’o

G|Imeplrl%q>©&3 9%) - 2.5+0.9

S@wﬁz o (8. 5%) 42.0+18.6
0\0 éd ¢ L

Vaccaro O, Masulli M, Lancet Diabetes Endocrinol. 2017 Sep 12
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W‘T Caratteristiche del partempantle\o\o@@“

Pioglitazone o @}%@ﬂhrea
— \ \_
(n=1535) ol W 6\0 @A=1493)
o\
Eta - anni 62.3 (aés?o 2% P 2.2 (6.5)
e
Uomini - no. (%) @99 @5‘9" 865 (57.9)
IMC - kg/m? pS) \’Vs\"so 2 (4.4) 30.4 (4.5)
oW pe s
O(\Q‘
Durata del duabet%@“?.\%ae 8.4 (5.6) 8.5 (5.8)
X0
HbAlc - &e@ e\'b\‘ 7.7 (0.5) 7.7 (0.5)
L\la qu
BT (O . . .
Vaccaro O, Masulli M, Lancet Diabetes Endocrinol. 2017 Sep 12
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wswt Fattori di rischio Cardiovasculare (3
)

\r(\

Pioglitazone SL@@\ﬂllk{rea
(n=1535) o® %&@\@93)
Cholesterolo LDL -mg/dl 103.4 (31. 7) \a\ \\a@f’oz 7 (31.3)
Cholesterolo HDL -mg/dl 46. 3\(@ 9% @‘56 46.4 (12.0)
Trigliceridi -mg/dl &’S‘% g@‘¥ 6) 153.4 (82.4)
PA Sistolica - mmHg Pf‘:’o\/ ;GQ(GQ__CM 3 (15.1) 133.7 (14.2)
PA Diastolica- mmHg P?‘\P\zh\g\(\a\ 79.5 (8.7) 79.7 (8.1)
Terapia antiperten iva %5(@)\ 70 70
Terapia |p05m'a%qgiﬁante (96) o8 o7
42 38

Ter%qfa\a%'(lﬁ&g regante (20)
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Tosgart Fattori di rischio Cardiovasculare (2)
O

e\o\
& O\ @ E\!
Pioglitazone \\a“ Sl.(t},f@‘nlurea
(n=1535). \\a@(n 1493)
Microalbuminuria — n. (96) 32%\\@2?) 3‘5\ 312 (21)
PPN}
Fumatori —no. (20) eoed\é%}q&%s) 252 (16.9)
\ ()
Precedente evento CV— n. (20) b&‘:\)\’\’c‘,\ﬂ)‘eg 187 (12) 148 (10)
W
N\P?‘\P N
G ‘\O(\e
0~ ef®
7o\l ‘3\‘
(QQ (6\
\169 \©
AR
O‘\QQO ?e( Vaccaro O, Masulli M, Lancet Diabetes Endocrinol. 2017 Sep 12
Diabete g SID
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Outcome primario

0.25

0.20

0.15

O
T «O©
All-cause death, non-fatal MI - including silent MlI, non-fagapg\t‘roke,
urgent coronary revascularization ‘n(\adfd\\a\\’é'
= Metformin+Pioglitazone . \\6\\0 @5\
— — Metformin+Sulphonylurea HR=0.96 . e\‘a . \‘\'a\/
=0. Oc,\ ‘\d\\_@
(958@&%(%@&]?26)
W2t
MO
W e0?
WM (©

4 Diabete
W Ricerca

Cumulative Incidence of the outcome

0.10

SID

%% . . . .
Q(QQ e(@ 12 24 36 48 Months g0
o . Oe\] 1535 (14) 1462 (19) 1393 (14) 1317 (16) 1097 (17)
3( (\ 1493 (14) 1432 (24) 1368 (15) 1291 (21) 1085 (17)
Pts at risk (Events)
Vaccaro O, Masulli M, Lancet Diabetes Endocrinol. 2017 Sep 12 g
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TOSAIT
Outcomes cardiovascolarjs*
HR (95%CI) 5\0\;\@§\
Pio vs. SU o9 \é\d\\
Intention to treat analysnga’\’c)\ ,@\\2&/
Primary composite outcome 0. g@@?maﬁ 6) 0.79
All-cause death WL 1Q(6.75-1.61) 0.63
Non fatal MI -including silent MI e, ®.87 (0.48-1.55) 0.63
Non fatal stroke oo 9@9 0.79 (0.41-1.53) 0.49
YW \C >
Urgent coronary revasculg\t@z%ttl%g\(\a\ 0.91 (0.56-1.48) 0.70
Key secondary outcrgdae\*c\o(\e 0.88 (0.65-1.21) 0.44
An'a‘a \\e\ On treatment analysis

Primary. Q@”@bogeé outcome 0.82 (0.60-1.10) 0.19
Keyage‘é})ggaﬁ/ outcome* 0.67 (0.47-0.96) 0.03

\OF

Diabete  *Morte improvvisa, IMA fatale e non fatale, incluso IMA silente, ictus fatale e non g SID

Ricerca fatale, rivascolarizzazione coronarica ed extracoronarica, amputazione maggiore Societd Ialianc
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39% dei p td@ﬁ fine

65,0
studio a\l@\é\kq\ﬁl@AIC <7%
\\ et S\
62,5 ‘@\\6 X @
7.7% 0\6\' ‘6\6\\
» 60 \

60,0
s 3%
% 57,5
S
E 7,2%

55,0

52,5

@Q(eg\l (e\ =@ |\letformin+Pioglitazone ==@ = Metformin+Sulphonylurea

. ‘\ ~S

06\\ @‘g;eline 6 12 18 24 30 36 42 48 54 60
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Time since randomization (months)

S
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" ‘\a‘
Introduction of Glucose-lowering Medications duringogh\SQTrial

6\0\ \'\'3"\\

18 W a(\a 7 A‘\\'a

16

14
g 12
%) 10
C
_g B Met+Pio
[
o = Met+SU

o N B OO

o Diabete
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Percent of patients with HbAlc > 8% in two

different visits 3 months apart

9%
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0,30

0,25

0,20

0,15

0,10

0,05

0,00

Oé\g\\l‘aa

%

Time to Failure of Study Treatmentgqo3*

\®)
¢§N<:><Et\cx33'

e M etfor

e Metfor

A\ —ad N \\v
min 2 gr/day+Pi<€Ia;z\)'%e 15'{@&9

min Zg%tammtl?

o

93 (18)

(HR=0.63, 95% Cl 0.52-0.75, p<.0001)

12
1449 (70)

1418 (90)

24 36
1321 (33) 1223 (33)
1287 (77) 1145 (49)

Patients at risk (events)

48 Months
990 (29)
928 (48)

=



“~~  Body Weight Related Measurements ;o5

BMI (Kg/m?2)

32,0

31,0

29,0 R S
\O
o -

\\
28,0 29
Basellne \\,\.32 065‘4 36

0\69 ?ﬁ&e since randomization (months)
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Ricerca

48

e\ 2 '
GQ e) = Metformin+Sulphonylurea

60

30,0 g % # N\P\gﬁ: é\Q‘

WO
6\0\3\6\\
o\
Wal%tmu @ﬂce (cm)
e\ a p:
107 500\ d\ .
A e
52 N
d\
eib?
104
103
e |\/|etformin+Pioglitazone
102 e e Metformin+Sulphonylurea
Baseline 12 24 36 48 60

Time since randomization (months)

SiD
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Lipid Parameters: LDL-Cholesterol be\o\ocg\’o"
(\96\%2;\6:\\
2,90 A\ ho)
\e@\:\‘?@\a@ﬁﬁ
2,80 S0 e\

—O—Métfz&v\@PiOél'*@r@ ==@ = Metformin+Sulphonylurea
SO e

2,70 C 6\ o
= S
= \ G}
g 2,60 \)\/\/ 2 O g
S

2,50

2
7\
2,40 (GQ (6\
g2 e
W (@
0N
()\6 é Baseline 12 24 36 48 60
Time since randomization (months)
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Inamnpyn

1,40

1,30 N

1,20 —’&_—%__5“%__\}’\’

1,10 w?\?\\ ol
—&Metfor ngazone

@ |\/|etformin+Pioglitazone

100 q@t‘ormmﬁulphonylurea 130 w=® = Metformin+Sulphonylurea
Baseline (GQ 2 e\‘a 36 48 60 Baseline 12 24 36 48 60
\\\\l'afgecg‘e‘ randomization (months) Time since randomization (months)

9\390 ?e(
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Systollc & Diastolic Blood Pressyge®

O\ N\

\

10 P (\ \6\6

130 - . = ! — -y - . (d‘ !!g:. p.0.9!
c0C o€ d’@\\

120 6\\a (ea

110 \G G\QQ—O—SBP Metformin+Pioglitazone

6\)\/\’ ) Q(ega =@ =SBP - Metformin+Sulphonylurea
100 \BP\ o\
20 \“?\?\\P‘ 0<\(§\(\ = {0~ - DBP - Metformin+Sulphonylurea
e \%

(mmHg)

'a\e ==/ DBP - Metformin+Pioglitazone

0‘\390 % 6( Baseline 6 12 18 24 30 36 42 48 54 60

Time since randomization (months)
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Ipoglicemie*

Moderate
30
n.pts (%) n.eventi
25 —
PIO 147 (10%) 515
X 20
‘= SUs 484 (32%) 1868
C
2 15
I s
10 aé‘a '\
IRQ@&?
5 \(@:24-0.30)
ol
09’\’\\\l <
0’\6@
Met+Pio

*Glicemia <60mg/dl; moderate: non richiedenti assistenza; severe: richiedenti assistenza

Met+SU

\
G\O\OQ)
X\
. 0\6 ‘\\'
ad\ « a\‘\a‘
_geVope®
20 (“\e’\'0 .\\\‘3\\
SV N
%%\\L(Q—L n.pts (%) neventi |
N 6.5,6:\\‘e ——
e o \ PIO 1(<1%) 2
\ 30 14 -
é\ Q@@ 12 SUs 24 (2%) 33
g 10
N
6 IRR 0.06
4 (0.01-0.25)
2
0 N
Met+Pio Met+SU
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TOSCAIT Eventi avversi

-
,\O\OQ\
A%
5 0\6\\01‘\
. . . . a
Pioglitazone .?ulf%&gl@%g\d\\ P value
(n. 1535) 0 _‘.\é{@@
n.pts (%) (o PO, o pts (%)
M | eS
,arv\“\? 5@‘@
Eventi avversi seri (tutti) 208 &3,@ W\ 195 (13.1) 0.69
Scompenso cardiaco N 6\)‘\:"61‘9961’6.‘29) 12 (0.8) 0.11
Qualunque frattura @P‘ “f@(\@“’ 27 (1.8) 36 (2.4) 0.24
Fratture patologiche c&@N\F\ N )\ 6 (0.4) 4 (0.3) 0.75
- maschi (1774) PG o° 3(0.3) 1(0.1) 0.61
- femmine (1254) o0?" _\o\ 3(0.5) 3 (0.5) 1.00
Edema magyitdi® SV 7 (0.5) 3(0.2) 0.34

g‘\’&QU “E

Vaccaro O, Masulli M, Lancet Diabetes Endocrinol. 2017 Sep 12
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Nuove diagnosi di cancro

B
\oO
oo
0\6
Pioglitazone (n. 1535) Sulfonilurea (n. 1 .\@\\'a P value
5\6\\ E@
n.pts (%) 600\%% {&}»‘3
5 e 2
Qualunque cancro 78 (4.0) ,-ed\) %c,(\\‘ 71 (4.2) 0.68
Polmone 9(0.59) \\\© :’?gao 3 (0.20) 0.15
Colon-retto 12 QP (oS ¥ 9 (0.60) 0.66
NP
Mammella w@é’(g@q\“ 4 (0.27) 0.72
Vescica P N (‘5‘\0@&(0.52) 8 (0.54) 1.00
Pancreas e _\o 2 (0.13) 6 (0.40) 0.17
C 92
Altri N v el 44 (3.00) 41 (3.10) 0.91
. \S 0 ?e\ N
0\6 Vaccaro O, Masulli M, Lancet Diabetes Endocrinol. 2017 Sep 12
» Diabete SID
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Sommario dei risultati A
(A
Pioglitazone Sulphonylurea \0
better better 36\ a\cgﬁerence
\A(\ ‘6\\.
All-cause death (ITT) o ‘,()\’\60\\‘a Vv
CVD death (ITT) R Vv
Ischemic CVD Vv (on treatmf@q@'a:\\‘ (e’ Vv (ITT)
HbAlc RS
Durability \>‘\’ 6\(()‘6\9
. \l‘ 6\()
Hypoglycemia \“P\Q\P‘O{\g\(\ v
3-o®

Heart failure (a\e‘A \‘6(5\ Vv (?)
Pathologic Qﬁefy %k@rés

\\]8 (\oea \/
C@‘&Q (m%%rtlcular bladder) v




TOSGAIT ani o
Conclusioni 20
o\ 0‘\0\'\6“\’\
\\a\'\'o‘(\a o8

2 2

e Siail pioglitazone che le SU sono efficag,d)cée%jv-@&?\f come terapia
di seconda linea in aggiunta all%\g{@@\t\f@a’fﬁlﬁna in pazienti con
diabete tipo 2 e basso ris\c)l&lt?a @g@d\%

e || pioglitazone tutta\\g&h‘h%@ﬂ?\groﬁlo di effetti metabolici
significativamggﬁ@?\mig‘ﬁéore

2 66\0

6(9 6\‘ .
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TOSCAIT  TOSCA.IT: forze e debolezze (o5®

Punti di forza
» Grande campione, lungo follow-up \\@\\
» Soggetti a basso rischio CVD X
» Confronto head-to-head tra farmaci attivi 500
» Confronto di farmaci a basso costo (generici) a'a\\a G(G 2
» Esclusione di soggetti in classe NYHA 1-4 (uso appr(é@é’i‘q d‘g{'ﬁi}&glitazone)
» Aggiudicazione delle fratture \ © © 2 \
» Aggiudicazione dei tumori, in particolag@)\%ﬁr\ié&ﬁ&/escica
» Finanziamento pubblico 6\e S
;{\P‘ . g‘\(\
W ot

Debolezze % o S

» Terminato prim ,g@rag i ﬁ%lmento del prefissato numero di eventi (futility analysis)

» Molti casi g@@@mrétmazione del pioglitazone (dovuto al rumore mediatico relativo al k vescica)

> Dis\g&r@@pe%ﬂﬁé con aggiudicazione blinded degli eventi endpoint e della safety).

S \

O\@QO QG(
Diabete K= sip
@ Ricerca




oAl Il trattamento del DM2 90%%

A%
s 0\6 ‘\\'
Soggetti con malattia CV (~25%): dopo fallimento con monotﬁéaplg\gqa\\%etformma,
la scelta dovrebbe ricadere su quei farmaci che hanno ur\g&\?u' ato beneficio CV.
. . . s . Io\Z 6\\@
In questi pazienti e abbastanza chiaro cosa fare. 650 2
e
g2 2 et

Soggetti senza nota malattiaCV e app\aéetﬁt%&&ﬁ%e a basso rischio CV (~75%): dopo
fallimento con monoterapia con rg&f%‘g{mﬁf% la scelta dovrebbe ricadere su farmaci
che hanno un favorevole rBRROT c«@%hio/beneficio. | benefici includono l'efficacia e
la durabilita dell’effe tg&i&sfég{g@ﬁ%zzante, il miglioramento dei fattori di rischio CV, la
prevenzione de I@’@Jm\,@@\gnze croniche. I rischi includono l'ipoglicemia e la
toIIerabin%é&ﬁ?ng{a\c% scompenso cardiaco, fratture, infezioni, ecc...). Per curare

que yaﬁ\ﬁ‘zwﬁ?, abbiamo molte scelte ma poche certezze. In particolare abbiamo

SOh] co%?ronti testa-a-testa.

4 Diabete E SID
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ascart 12DM treatment and CVOT when TOSCALIT

” was completed in 2017 — many studies m\o@a'

Drug Comparator Prior CVD (%) Qé?mggre:;\rls

PROActive (2005) Pioglitazone Placebo 100 \\ﬂ(\a ‘\(\\\9\ Yes
RECORD (2009) Rosiglitazone SU/MET ‘,g;g\\@“ .30)/3‘ No
HOME (2009) Metformin Placebo Qoo\ Eg\d\\:o“ Yes
ORIGIN (2012) Glargine Standard care :a\\a :,(6 %S; No
SAVOR —TIMI (2013) Saxagliptin Placeng OV, AtV 78 No
EXAMINE (2013) Alogliptin \ RIfebo 4 100 No
ELIXA (2015) Lixisenatide 6\)\/ El&@ g - 100 No
TECOS (2015) Sltagllpa\\P\‘l \(\6\"’ Placebo 74 No
EMPA-REG (2015) E\rp’pwhozfl\lh oY Placebo 100 Yes
LEADER (2016) «O\\»a q%yé‘gé‘ Placebo 81 Yes
SUSTAIN (2016) (e\)@ ~_ \Bemaglutide Placebo 83 Yes
CANVAS (20.1&946 . rG\‘ ’\v Canagliflozin Placebo 72 Yes
TO%\%Q@PDQQ( A Pioglitazone Sulphonylureas 11 No (Yes?)

O -

TOSCA.IT is the only large head-to-head study comparing available drugs




TOSGAIT Ringraziamenti
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TOSCAIT Key messages from the trial (3)  s*

‘0
. 0\0‘ K\
Safety perspectives ,\a\a“ad\d\\"’\\a'
o A

Heart failure: slightly but not significantly hlgf\%ﬂ%%eawﬁh pioglitazone. Few
cases over 4,5 years (19 PIO vs. 12 SU, i.e \9%% 5\161‘ ~1 case per 1000
patient-year, if any). No fatality. Regy ark: &Q@IZ 1-4 were excluded from trial.

60 o°
Pathological bone fractur re Q @\ﬁfe\rences and very few cases over 4,5

years VS. 0 case per patient-year, if any
(6 PIOVs. 4 wé*% 20 0.3 1000 if any).

Remark: path%(@@cq(eﬁ%ctures were focused on.
(GQ
Cance, \\ﬁo gd.gﬁ%cant differences (78 PIO vs. 72 SU, i.e. excess of <1 case per

@@@8 p?ﬁent -year, if any; bladder cancer 8 vs. 8 cases).
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CVOT with head-to-head comparisons

Age Duration Prior CVD Composite Primary |

. 6 . \ a
RECORD Rosiglitazone \6\@/(\ @\\
Lancet vs. SU/MET 4447 58 7 7.9 5.5 18 | \‘6\ ’ @ . No difference
el S 8 pitalization
2009 (dua o) A\
N e
SEE Glargine vs. 12537 X (\\‘G MACE
NEJM 2012 Standard care (DM 63 5.5 6.4066\%.8\ 50 59 Revascularization No difference
(combined) 88%) \ S ) HF hospitalization
SPREAD 50\/ A\ Q(eg
_ Metformin \BP‘ e® Death .
DIMCAD . P\ A0 Metformin
: vs. Glipizide 304 &3?\\ ‘Q}\(\ 7.1 5.0 100 MACE
Diab Care X\ e better
2013 (mono) d‘a\h (\G Revascularization
‘\0
e Pioglitazone:a(a’\"a \\G(% Death
2017 vsééeq (é&?ﬁ 62 8 7.7 4.5 11 MACE No difference
‘\‘.\\]'3' ,”06\!6 Revascularization
A\ -
cArpiypR” S}’Gﬁl&.'"
limepiride
Expetted 6041 65 6 7.2 ~6.0 34 MACE ?7??
2019 (mono,

combo)
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