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Atk Lo scenario del trattamento del DM%

3~ quando TOSCA.IT fu disegnato 0(399?’9
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e 30“
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Research Paper \0(3\3'
Antihyperglycemic treatment in patients with type 2 diabetes in 6\06‘0
Italy: the impact of age and kidney function 6\0\ 6\\
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Cardiovascular safety of sulphonylureas: over 40 years of

continuous controversy without an answer Abdoimeiner,

Meta-analysis,
authors and year

Selvin etal., 2008 [33]

Rao etal., 2008 [32]

Phung etal., 2013 [29]

Monami etal., 2013 [35]

Hemmingsen etal., 2013*[31]
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Slmps-:m

s
5 [36

el

\!

‘Type of studies
included (n)
RCT (5)
RCT (5)
RCT (6)
Observational (5)

Observational (4)
Observational (7)

Observational (9)
RCT (7)
RCT (30)

RCT (3
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6 en ational (4)
\.\‘ \ %bservational (12)

RCT (4)
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Sulphonylurea vs comparator

SU wvs no SU

SU vs no SU

SU vs no SU

SU + MET vs diet, MET
monotherapy, SU

monotherapy

SU + MET vs diet, E‘a\\a G(
monotherap @ ( \‘
monothe g 60

é; E@vsd Q‘ET

rapy
G no SU

wvs no SU
SU ws no SU
SU vs no SU
SU monotherapy vs MET
SU monotherapy vs MET
SU monotherapy vs MET
SU vs no SU
SU ws no SU
DDP-4 inhibitors vs SU
Chlorpropamide vs glyburide
Tolbutamide vs glyburide
Glipizide vs glyburide
Glimepiride vs glyburide
Gliclazide vs glyburide

Qutcome

Cardiovascular,
Cardn:wa

All- ca

aov
600 h 6 atlon

e:%rchcvascul ar mortality

All-cause mortality

Cardiovascular mortality
Cardiovascular mortality
MACE

All-cause mortality
Cardiovascular morbidity
Cardiovascular mortality
All-cause mortality
Cardiovascular mortality
All-cause mortality
Cardiovascular events

All-cause mortality

P
@&lallty or

Pooled point

estimates (95% CI

0.89 (0.71-1.11)
0.92 (0.68-1.26)
0.90 (0.70-1.15)
1.43 (1.10-1.85)

1.29 (0.73-2.27)

1.19 (0.88-1.62)

1.27 (1.18-1.34)
1.22 (0.63-2.39)
1.08 (0.86—1.36)
1.22 (1.01-1.49)
0.67 (0.48-0.93)
1.47 (0.54-4.01)
0.98 (0.61-1.58)
2.72 (1.95-3.79)
1.92 (1.48-2.49)
0.53 (0.32-0.87)
1.34 (0.98-1.86)
1.13 (0.90-1.42)
0.98 (0.80-1.19)
0.83 (0.68-1.00)
0.65 (0.53-0.79)




Secondary prevention of macrovascular events with pioglitazone vs placebo in

patients with type 2 diabetes in the PROactive Study \Og\’&'
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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-diabetic

people with a recent Ischemic Stroke or TIA
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19) Placebo 1937 1778 1630 1476 1182
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Kernan W.N. et al,
NEJM 2016

The primary outcome was fatal or nonfatal stroke or myocardial infarction.



Caratteristiche rilevanti delle sulfoniluree e del pioglitazone
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Disegno di studio P
» Diabete tipo 2 © O\O >
 petformina 2g/die Metformina + Pioglitazone Vieit é]\%a Spal 3e6
M a - anni
« HbAlc 7-9% ] 6@6& ogni sei mesi
+ 1MC 20-45 kg/m? Metformina + Sulfonilurea o2 ‘A\\@@ .
Sclusione: \Tuwe. >
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=Gl eg@ﬁm gm‘j point ed avversi (neoplasie, fratture, scompenso cardiaco)
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Relatore
Note di presentazione
Patients have been seen for clinical follow up after 1, 3 and 6 months from randomization and then every 6 months unless clinical conditions requiring more frequent medical consultations develop (according to GCP). 



Centri partecipanti allo studio TOSCA
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osat  Procedure di studio
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Randomizazione centralizzata stratificata per cent{&s‘ < Cedenti
eventi CV 600\6\ 6\\6\\
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Relatore
Note di presentazione
Patients have been seen for clinical follow up after 1, 3 and 6 months from randomization and then every 6 months unless clinical conditions requiring more frequent medical consultations develop (according to GCP). 



Outcomes TOSCAIT

Outcome primario: O°
Morte per tutte le cause, infarto miocardico (IMA), inclu@@qﬁ&\QA

silente, ictus, rivascolarizzazione coronarica in emer &@\\6
R @5\
- . ) d\e\a ‘\6\\6
Principale outcome secondario : oV o

Morte improvvisa, IMA fatale e non fa@rb&?\‘gﬂ@ﬁlso IMA silente,
ictus fatale e non fatale, rivascol%r&z%%&isﬁﬁe coronarica ed
extracoronarica, amputazior&gg@aagi@re
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Altri outcomes: O\/GP o<\g\(\

3o '\0(\6
-Sicurezza (%e\?g@?/ersi)

Tempo %bf%\ ligfento della terapia ipoglicemizzante
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Analisi

Lo studio e stato disegnato “event driven” (498 eventi) 0\9‘06
\

Dopo 9 anni dall’inizio dello studio, il numero di even@%’f’\ \ %\ la meta
rispetto al numero predefinito, pertanto il Da aa&é?f‘“étaystﬁomtormg Board ha
raccomandato una analisi di futilita (Ma &\9@2'6@)3‘6

Secondo questa analisi, ass @@Rg\o%ch %mudenza degli eventi occorresse
secondo il trend corren@(ﬁog@@ﬁ piu plausibile), la probabilita residua di
osservare una dlffgaéﬂz\@m i due bracci di trattamento al raggiungimento
degli eventl(ga@(gr@gﬁﬁqatl sarebbe stata inferiore al 5%
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‘IOSG\IT Disposizione dei partecipanti
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Screenati
N=4956
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\ S
Randomizzati 0\6\9\?6\\0@
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a‘ N,-eﬁ%7 (90 4%)
29

N= 30&%61 a

2 ¢
oV 8\ 90
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SulfonilureaN=1493
Gliclazide 48.5%
Glimepiride 49.9%

Completato il trial
N=1381 (92.5%)

Pioglitazone

Sulfoniluree

g 57.6 57.1
a fofiow- 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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. \6\0 ‘\
Pioglitazone ‘0(‘% ()%5\ Irea
(n=1535) (@ #=1493)
Oc;\e"? 5\‘5\\6
Eta - anni 62.3 (g\\@? ~ 62.2 (6.5)
\)\" W
Uomini - no. (%6) neg@% 56°2) 865 (57.9)
o‘*?" o,
IMC - kg/m?2 PG e 30 2 (4.4) 30.4 (4.5)
U' (\9‘
Durata del diabet 393;{\5@ S 8.4 (5.6) 8.5 (5.8)
2
HbA1lc - @ 6\0 7.7 (0.5) 7.7 (0.5)
ol
0\6906\\? e( (\b Vaccaro O, Masulli M, Lancet Diabetes Endocrinol. 2017 Sep 12
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wsatt Fattori di rischio Cardiovasculare (1)
0°

Pioglitazone u@‘@pllu{rea

(n=1535) _ @k&@m@tgs)

Cholesterolo LDL -mg/dl 103.4 (31. 7) ,@\ 0\\6@?02 7 (31.3)
\
Cholesterolo HDL -mg/dl 46. 3\@32%‘?& @56 46.4 (12.0)
L o 0
Trigliceridi -mg/dl Oed‘é‘z g@"i 153.4 (82.4)
PA Sistolica - mmHg GGP?\O Q(GQL34 3 (15.1) 133.7 (14.2)
PA Diastolica- mmHg (‘,PNP\ A 79.5 (8.7) 79.7 (8.1)
QL7 o 70 70

Terapia antlperteng@@ @:’,@5\
Terapia |p08@%%r@,2@ante (%6) 58 57
Terz \%rg(l&ﬁgregante (%6) 42 38
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Tosgart Fattori di rischio Cardiovasculare (2)

\O
a‘oe\o
A\ N R\ N
- A ¥
Pioglitazone 20\CS ilurea
\\0\\ S
(n=1535). e\@ \\9@ (n=1493)
Microalbuminuria — n. (20) 32%\(8%) a 312 (21)
Fumatori —no. (%20) oed\é%}e@% 3) 252 (16.9)
Precedente evento CV— n. (%) GP‘?\ Q(Gg 187 (12) 148 (10)
NP\
P
3o '\0(\
3\3 G(%
7\ \6\1
Q(QQ (S
‘\\‘.\\]6 ‘\08\‘6
. 906 ?e( \ Vaccaro O, Masulli M, Lancet Diabetes Endocrinol. 2017 Sep 12
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TOSCAIT Outcome primario
‘All-cause death, non-fatal MI - including silent MI, non-fatal @@\8%\

urgent coronary revascularlzatlon 6 0\ \\
0.25 o \\0\ N
e Metformin+Pioglitazone 6\\6 1@6\6
= = Metformin+Sulphonylurea e\‘ \ \\6
HR=0.96
0.20 Oo\ \d\\'a

(95;36‘@ Qg&%zes)

0.15

0.10

Cumulative Incidence of the outcome

0.084
o2
2 (GQ\‘G(Q
é\\"\\l ('\08 0.00 : , , .
.00 el 0 12 24 36 48 Months g0
O\69 ¢ 1535 (14) 1462 (19) 1202 (11) 1217 (16) 1097 (17)
D_labete 1493 (14) 1432(24) 1368 (15) 1291 (21) 1085 (17) g SID
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Vaccaro O, Masulli M, Lancet Diabetes Endocrinol. 2017 Sep 12



TOSCAIT

.........

Outcomes cardiovascolarjes*

0% %
HR (95%6Cl) A \0\
Pio vs. SU \\QQ%Q\ ™
RPN (¢ g
Intention to treat analy3|§e\® ,(,&\\a
Primary composite outcome 0. Q@@ 43§\ 6) 0.79
All-cause death (v\\)\?L.Jg\st 1.61) 0.63
Non fatal MI -including silent MI A eC ﬂd):%7 (0.48-1.55) 0.63
Non fatal stroke ~oN o9 0.79 (0.41-1.53) 0.49
6 ~
Urgent coronary revascule@ \‘th@(\a\ 0.91 (0.56-1.48) 0.70
Key secondary outcoﬁﬁe\"g \0(\6 0.88 (0.65-1.21) 0.44
Ana(aw N On treatment analysis
Primary.c BOY igd“outcome 0.82 (0.60-1.10) 0.19
Key, ge‘ég@@af‘y outcome> 0.67 (0.47-0.96) 0.03
\)“"
@ 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 Holione
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Percent of patients with HbAlc > 8% in two
different visits 3 months apart

0‘\690

4 Diabete
P Ricerca

Time to Failure of Study Treatmentsgyo3*
N>

OV
0,30 5 Qv o N\
—Metformfn 2 gr/day{%%@ne 15\1@&@
0.25 s Metformin 2 irﬂa\ p\h‘o&@
7 v A\ g )
0,20 PACIPAC, —
S - T
N
0,10 <
0,05
(HR=0.63, 95% Cl 0.52-0.75, p<.0001)
0,00 Q \ \ !
AN Ge\l 12 24 36 48 Months
N ?@((1‘3\ 1449 (70) 1321 (33) 1223 (33) 990 (29)
493 (18) 1418 (90) 1287 (77) 1145 (49) 928 (48)

Patients at risk (events)
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Lipid Parameters: LDL-Cholesterol 403
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L|p|d Parameters: HDL-Cholesterol and Trlglyce,mf@s‘
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RS
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oderate .
oSe0kes
20 —SOG e\ % |
n.pts (%) n.events % 83\6 6‘5\6 n.pts (%) n.events B
0, \ ‘\le 00
PIO 147 (10%) 515 . Oed\) (%\666&3_ PIO 1 (<1%) 2 -
o 20 14 [
SUs | 484 (32%) 1868 SUs 24 (2% 33
Q\Q‘e§ 12 — (2%) —
8 10
g 8
6 IRR 0.06
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2
. 0 N
Met+Pio Met+SU Met+Pio Met+SU

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

2
i e\ \OQ
Pioglitazone Sulfong\(gﬁ)éa\a\\’a P value
n.pts (%) Mp’xp\i,f,ﬂ O
EEE
Eventi avversi seri (tutti) 208 (13.6) \\9 9\5 (13.1) 0.69
Scompenso cardiaco 194@6 \(\“}\50‘\\‘0 12 (0.8) 0.11
Qualunque frattura . GP\Q\O%(%@Q@) 36 (2.4) 0.24
\\P‘ / 6\66
Fratture patologiche O\,GP‘ (\‘3\(\ 6 (0.4) 4 (0.3) 0.75
- maschi (1774) a@c\@ (5\0“ 3(0.3) 1(0.1) 0.61
- femmine (1254)°°_\o 3(0.5) 3(0.5) 1.00
NN

Edem%dm‘g‘gy{aﬁ 7 (0.5) 3(0.2) 0.34

e
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_— Nuove diagnosi di cancro "
\OQ
" V\G\‘O
Pioglitazone Sulfonilurea C\\C \\QP value
n.pts (%) n.pts (°<@\\’d° 2O
a8 | \0\\6@
Qualunque cancro 78 (4.0) ‘ \\’é‘aif’b(aﬂfﬁ) 0.68
Polmone 9(0.59) 4% 55" 3 (0.20) 0.15
Colon-retto 12 (0. 7(8W\ 0@9?’ 9 (0.60) 0.66
Mammella 30 4 (0.27) 0.72
Vescica 200" $Y052) 8 (0.54) 1.00
Pancreas 2% e 2(0.13) 6 (0.40) 0.17
AP VN 44 (3.00) 41 (3.10) 0.91
0‘\0 = ?6\
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wseart T2DM treatment and CVOT when TOSCA.IT
" was completed in 2017 — many studies g®

A\
Drug Comparator Prior CVD (%) . Ogiwg‘eneﬂt VS
A\ W Comigarator
. - AN\ ¢
PROActive (2005) Pioglitazone Placebo 100 \\?)(\ \(\\’\0 Yes
7TA\S A\ g
RECORD (2009) Rosiglitazone SU/MET B\ O No
\“Nd X%\
HOME (2009) Metformin Placebo c,OG\ 29_\(3\\0 Yes
ORIGIN (2012) Glargine Standard care ‘\f} @S\ _3(6 ‘&49 No
SAVOR —TIMI (2013) Saxagliptin Placeng,OV . ACK™ 78 No
.. O o\
EXAMINE (2013) Alogliptin Db 42 100 No
pisenatide __FCP g0
ELIXA (2015) Lixisenatide . (,:, " EI,Q o] 100 No
TECOS (2015) Sitaglir}tirb\\‘ F?r\'\(\a\ Placebo 74 No
O (D
EMPA-REG (2015) I%r%p@\flog%{e o Placebo 100 Yes
LEADER (2016) {%\_@ OLE@(&}\ e Placebo 81 Yes
SUSTAIN (2016) ,.(‘GQ@ (e_\@emaglutide Placebo 83 Yes
CANVAS (ZO\Q\ZDQ \)_\ (.'e\l ”  canagliflozin Placebo 72 Yes
TOS(‘&@B?{ G( M Pioglitazone Sulphonylureas 11 No (Yes?)
S '

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



L Il trattamento del DM2 8
. o0%

Soggetti con malattia CV (~25%): dopo fallimento con monotera%i@‘\&)\g\m@tformina,
la scelta dovrebbe ricadere su quei farmaci che hanno un d%@&hﬁg\@i@& beneficio CV.
In questi pazienti € abbastanza chiaro cosa fare. Oc;\e\?\d\’\'a\\a

03\\3 G(G 6%
Soggetti senza nota malattiaCV e appareg@éﬁmgg@é“a basso rischio CV (~75%): dopo
fallimento con monoterapia conﬁwrﬁi@ﬂgscelta dovrebbe ricadere su farmaci
che hanno un favorevole rapppste i6§élﬁ‘o\) beneficio. | benefici includono l'efficacia e
la durabilita dell’effettoc%g 'cgmg\&ante, il miglioramento dei fattori di rischio CV, la
prevenzione delle,\%odsﬂp(i e croniche. | rischi includono l'ipoglicemia e gli altri
effetti avveri'éQa‘ae\@\‘e
Per cuare lée,s\ﬂ(pazienti, abbiamo molte scelte ma poche certezze. In particolare

\
@b{zﬂ%o?@chi confronti testa-a-testa.

& Diabete E SID

@ Ricerca




YV V

Altri risultati
Protocollo dello studio- Nutr Metab Cardiovasc Dis. 2012

The TOSCA.IT trial: a study designed to evaluate the effect of piogli
versus sulfonylureas on cardiovascular disease in type 2 dlabet@ﬁa{gﬁetes
Care. 2012 (letter) \\6\\0‘\@ S\

Cardiovascular outcome trials of glucose- Iowerlwﬁg‘%@a}e\s in type 2
diabetes. Lancet. 2014 (letter) 6@\\ \13

Dietary intake and major food sourc%sc@?p enols in type 2 diabetes: Eur
J Nutr 2016 GP‘?\ e@

Polyphenol intake an @[‘dfb\t@@ﬁlar risk factors in a population with type 2
diabetes: Clin Nu&gﬂ)%(\e o
Sex differences fo@‘& choices, adherence to dietary recommendations and

plasm\@@?%m@flle in type 2 diabetes - NMCD 2016

mfﬁjepeb(of dietary fat and carbohydrates proportions on plasma lipids,
glucose control and low-grade inflammation in patients with type 2 diabetes-
The TOSCA.IT Study. Eur J Nutr 2016.
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TOSCA.IT: forze e debolezze

Punti di forza ‘ 0‘08\

» Elevata numerosita del campione , lungo follow-up d\o\ \\6"\&

> Soggetti a basso rischio CVD ‘ \6\'\@(\3 5\6\\6

» Confronto tra farmaci attivi di basso costo (generici) \e\’& '\a\\a

»Uso appropriato del pioglitazone (Esclusione di sqggﬁl |@‘é}asse NYHA 1-4)

> Aggiudicazione degli outcomes cardlovasco@ﬁ")e g@gﬁ Sventi avversi (insuf
cardiaca, fratture , tumori, partncolar@@rﬁ Cgb@éﬁ'a vescica)

> Finanziamento pubblico P‘ 49

Q a\e
> N
Debolezze O\’G e o

(o3
» Terminato prmaa\'dg r@g‘élunglmento del prefissato numero di eventi (futility
anaIysns) Q(GQ (e\e‘

815“@354 d@%lscontmuaznone del pioglitazone (dovuto al rumore mediatico relativo

()@Pk ve cnca

» Disegno aperto (ma con aggiudicazione in cieco degli eventi endpoint ed avversi).



Metformin + I «‘trorrﬂm +

Pioglitazone Sulghonylurea
(average dose, mg) {average dose, mg)
Pioglitazone 23. 0+8§$®a N ==
e c\\
Sulphonylurea P?\O‘ @Q»
P\OG \G Q\Q
Glibenclamide (1. 6%) GP‘\‘ (\g\ \\Ca 7.614.0
Glimepiride (4&8% (%\00 2.5+0.9
00" o
liclagi i 7 42.0+18.
G c;;\{\qyg\ 48%5%) 0£18.6
O‘\@Q ?6

Vaccaro O, Masulli M, Lancet Diabetes Endocrinol. 2017 Sep 12
i Diabete (=5

Ricerca



Introductlon of Glucose-lowering Medications durlngoth\SgTrlal
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TOSCAIT Key messages from the trial (3) s*
. '\6\6\? A\
Safety perspectives @S
\\0\\6 @%\d\
CPA\

‘6*‘ 2
Heart failure: slightly but not significantly higf{\eé‘fvﬁ%\eawﬁ\]\ pioglitazone. Few
cases over 4,5 years (19 PIO vs. 12 SU, i.gd\g\?c%és\@ffql case per 1000
patient-year, if any). No fatality. R%@wﬁé &Q@Iﬁ 1-4 were excluded from trial.
GP\ . Q(
Pathological bone fractur&*ﬂ:ﬁ%\‘.@iﬁfg\rences and very few cases over 4,5
years (6 PIO vs. 4 Suabé%g@@‘%(s)’ of 0.3 case per 1000 patient-year, if any).

Remark: path%(g@@q[ﬁ%tures were focused on.
e

(GQ
Cancg&.\\ﬁ‘g(ﬁdgﬁﬁicant differences (78 PIO vs. 72 SU, i.e. excess of <1 case per
@@@8 p&ttent-year, if any; bladder cancer 8 vs. 8 cases).

Diabete SID
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CVOT with head-to-head comparisons

Age Duration Prior CVD Composite Primary |

(O L AN
RECORD Rosiglitazone \Q\E?/(\ \f(}\\
Lancet vs. SU/MET 4447 58 7 7.9 5.5 18 | (a\ \% lizati No difference
2009 (dual) o© 8{@}' pitalization
SO o
N e
SRIET Glarginevs. 12537 \(2 '\\16( MACE
NEJM 2012 Standard care (bm 63 5.5 6.4 oed\g- \ 50( 59 Revascularization No difference
(combined) 88%) ?\O © Gga HF hospitalization
_ P o 9
SPREAD Metformin P\O \C 2 Death .
DIMCAD \‘ ) Metformin
: vs. Glipizide 304 66P\ “Q\(\ 7.1 5.0 100 MACE
Diab Care \ \ . better
2013 (mono) 600 o o Revascularization
‘\0
TOSCA Pioglitazom;a(a":a \16(5 Death
2017 Vs. %&Q < 62 8 7.7 4.5 11 MACE No difference
‘\"\\1@&!) oe\le Revascularization
. 06\ i Ii§>\tin
CAR \@Q Glimepiride
Expetted P 6041 65 6 7.2 ~6.0 34 MACE ?7??
2019 (mono,

combo)



Cardiovascular safety of sulfonylureas: a meta-analysis
of randomized clinical trials 0O

S
. . e¥
M. Monami', S. Genovese? & E. Mannucci \0 X
Suffonylureas par aca\a
Comparators #Trials MH-OR LL UL p 01 10 100 0 #Events #Pa\ ents
e\o \0\\
Rosiglitazone 6 074 050 1.10 0.140 -k \ r>60209 251 3714
(
Placebo/No therapy 2 087 071 1.07 019 " 6\‘;&@6\ ) \\‘e@g 1.306 225 969
Metformin 2 095 034 270 0.93 ﬂrc'e 6\50 78 1589 &5 1.610
-~ b
Insulin 2 098 080 1.20 0330 P?‘Ou ‘egﬁ 278 1252 209 929
Q\Q
GLP-1RA 2 1.05 294 B@zo 0\8'_'_' 8 380 9 515
b

Pioglitazone 1@\@9 ?@ o 86 3173 80 3.195

DPP-4i 3\53 1aé(€7}9 287 0.005 —— 61 3701 32 3704

AGI Q(GQ (g\ 295 050 17.27 0230 - ¢ ! 4 140 2 228

N N©

W (@

S N

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.



Cardiac Outcomes After Ischemic Stroke

or Transient Ischemic Attack oo

A ACS (2012 criteria)
100% - Lawernc&@’a&r«g&ualtion 2017
= I- . 6(\3 . d\\_‘a\\a‘
= Pioglitazone\\_a\‘ @‘5\
A 3¢ NG
a 95% - A
< A8 5a®
5 \)\‘6 PI& O -
= ed . 50
B go% O e® (S o
= @) N
= NP 2©
S ClalIe A\
a O\/ ol
@ 85% - 2 . A
B (@‘a \16(
E (GQQ (6\3 Log-rank p=0.02
3 oY ove
: \C2
5\ %( \\J T T T : )
\QQO Q<o 365 730 1095 1460 1825
0 Time (days)
Mo. at Risk:
Pioglitazone 1939 1814 1741 1533 1250 539
Placebo 1937 1816 1740 1529 1234 517
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=
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== D.604
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& X, &
= 030+ Hazard ratio, 0.76 (95%: Cl, Q@2 -::-3313
— O 20— ?\
= o 20— = P=0.007F
E 0.10 @00 Tf T T \)‘?} ‘\\1@ 1
3 -0 o 1 2 eo 3, ‘50 4 5
0.00 ; '3 i f\\ , ,
n 1 EI <+ 5
ﬁ’earsc@h%a "ﬁizatmn
Mo, at Risk
Ficglitazmone 1539 1793 P\ ,'I.F 14291 1136 481
Placebo 1937 6‘/ 1476 1182 459
oo 0<‘e
Figure 1. Primary O (%\
By S years, the pre ry 'l'%::-me (fatal or nonfatal stroke or fatal or nomn-
fatal rr'r:.-'::--l:arclgﬂ %‘e::n} had ocourred im 175 of 1939 patients [(9.0%5) in
the piogl q:a:- nd in 228 of 1937 (11.8258) in the placebo group.
The im ,\‘5 he same data on an enlarged y axis. The numbers at risk
= n ers of patients who were alive withowut an event and still being
fallowed at the beginning of each time point.

Absolute Risk-Reduction = 2.9%

Kernan WM, New EnglJ Med 2016 Relative Risk Reduction = 24%
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