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Il /la dr./sa MARTINA VITALE dichiara di aver ricevuto negli ultimi due anni compensi o&{@ﬁ%a&m&nti dalle

seguenti Aziende Farmaceutiche e/o Diagnostiche: R -\’\@\\ '

- AP

- Novo Nordisk \:a\
\@

- Mundipharma %OO

Dichiara altresi il proprio impegno a Q&%nqrsb\@l‘f”amblto dell’evento, dal nominare, in qualsivoglia modo o

forma, aziende farmaceutiche eé‘ ong\ fione commerciale e di non fare pubblicita di qualsiasi tipo
relativamente a specifici pr&%d@‘ %@g@ e sanitario (farmaci, strumenti, dispositivi medico-chirurgici, ecc.).
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80 anni
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Peso: 82.1 Kg N\ . Wo
PA: 110/75 mmHg W oo
RGP\
HbA1lc: 8.9% SO O

Creatinina: 1.36mg/d|\&%l%2§\?mg(ﬂr91.73 m?2)
UACR: 307 mg/g _oO N

: )
Colesterolc\) I@L@S

Glargine22 U + Aspart5+10+8 U




16 Gennaio 2014

Ha il diabete di tipo 27

Stiamo cercando volontari

@\ gestione del diabete

se soddisfa Se soddisfa | criteri di inclusione nelio studio,
sara esaminato/a da un medico dello studio
di ricerca, verra sottoposto/a a specifict test
attinenti allo studio e ricevera il farmaco dello
studio senza alcun costo da parte sua.




The CANVAS Program integrated data from two randomised, double-blind, placebo-controlled trials
comparing caragiitloziin with placebo in the treatment of patients with T2D and high cardiovascular risk
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CANVAS



. . \
two randomized controlled trials?? @09
§ Ot
Follow-up: 296 weeks! %a(\ ‘ ‘,\?\\
CANVAS (n = 4330)!
CV safety stud (o) @5
Primary endpoiynt: l;.dPY c%\l\‘\\l@(e
G@ . %O
CANVAS Program (N = 10 142)> ¢ o

2009 N 2014 2015 2016 2017

Follow-up: 108 weeks?

Y . 0©
7\ \,a\l
S

Q \]6( |:> Safety and albuminuria study
6‘\\"\\‘6 (‘\QG Primary endpoint:
. QO ?e( progression of albuminuria?!
ov v
aCV events were accrued from both studies for the integrated analysis of the CANVAS Program
3P-MACE, 3-point major adverse cardiovascular events; CV, cardiovascular CANVAS

1. Neal B et al. Diabetes Obes Metab 2017;19:926; 2. Neal B et al. N Engl J Med 2017;377:644
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FDA CV safety requirement s
\O .
6\0 . 6‘\\'
~ A
W @
ctablishe
established | Canagliflozin 100 mg Q SSéﬁeI [ CV safety of canagliflozin versus placebo,
CV disease Matching placebo qd ed\) %0(\\‘ on top of standard of care
Randomised S © gﬁé\ I
1:1:1 \»‘ P»&Q(Q Primary endpoint: 3P-MACE )
CANVAS-R? ‘3\6 5\ Secondary endpoints:
X! o\ All-cause mortality
T2D with high Canagliflczin 100 mg CV death
CV risk or — 300 mg 0 Progression of albuminuria
established cV | \ CV death or hospitalization for heart failure J
disease _
6\\\\‘ (\03 Randomised

6\ ‘aQO Q el 1:1

2 Pooled data from both studies i

3P-MACE, 3-point major adverse cardiovascular events; CV, cardiovascular; FDA, Food and Drugs Administration; T2D, type 2 diabetes CANVAS
1. Neal B et al. Am Heart J 2013;166:217; 2. Neal B et al. Diabetes Obes Metab 2017;19:926; 3. Neal B et al. N Engl ] Med 2017;377:644



Marzo 2014

80 anni

Creatinina: 1.20 mg/dl (GFR 43 ml/min/1.73 m?)
UACR: 315 mg/g
Colesterolo LDL: 83 mg/dl




Key inclusion and exclusion criteria in the CANVAS "
Program? @0

Key inclusion criteria

Type 2 diabetes V eGFR <30 mi/miin/2.73 i

HbA,.7.0-10.5% V Histery ot diakwtic ketoacidosis or

' t e 1 diavetes
Either not currently on AHA therapy or /M :

receiving an approved AHA class?® - ilistory of > 1 severe hypoglycaemic episode

Age > 30 years with documented within 6 months before screening

symptomatic atherosclerotic CV disease” MI, unstable angina, revascularisation

OR procedure or cerebrovascular accident within

3 months before screenin
Age =50 years with > 2 risk factors® °

q?\\ \C’G
aIncludmg ure @grmm PPARy agonist, alpha-glucosidase inhibitor, GLP1RA, DPP4i, or insulin (in monotherapy or combination therapy); *Including stroke, MI, hospitalisation

for U@N ma CABG, PCl with or without stenting, peripheral revascularisation (angioplasty or surgery), symptomatic with documented haemodynamically-significant carotid or
periphéral vascular dlsease or amputation secondary to vascular disease; ‘Duration of diabetes > 10 years, systolic blood pressure > 140 mmHg while receiving > 1 antihypertensive v
agent, current smoker, microalbuminuria or macroalbuminuria or HDL-C level < 1 mmol/I. CABG, coronary artery bypass graft; CV, cardiovascular; DPP4i, dipeptidyl peptidase-4 inhibitor;

eGFR, estimated glomerular filtration rate; GLP1RA, glucagon-like peptide-1 receptor analogue; HbA,, glycated haemoglobin; HDL-C, high-density lipoprotein cholesterol; MI, myocardial CANVAS
infarction; PCI, percutaneous coronary intervention; PPARy, peroxisome proliferator-activated receptor gamma 1. Neal B et al. N Engl J Med 2017;377:644 (supplementary appendix)



CANVAS-R TIMELINE

o°
* Diet and exercise counselling Canagliflozin (or matching placebo) dose will be increased \O\
« Counselling on at week 13 or subsequent visits at the discretion of the . @‘06
hypoglycaemia recognition investigator if the patient requires additional glycaemic . 0\ X
and management control and is tolerating the lower dose. 6\ \\6\
. 6\ . d\\.@
=
Canagliflozin 100 = 300 mg O\P\a ‘\.9\\6
Patients with T2DM, Single-blind S =
HbA1c 7.0% to 10.5%, placebo run-in @\\6 (© Ps =
not on AHA or on any (80% compliance \)\0 € 2 s
AHA(s), and either: with placebo run-in) Gd . %Q(\ g E
1. 230 years of age with a| | e G o\ E 8
history of documented | | < ga g =z
CV disease (~70%), or < . (O 5 2
2. 250 years of age with P‘\‘\ \ o\ % E g
22 CV risk factors -
. Placebo &
(~30%) ?3\$ 2 ,
W e O
6 .
\
Week -2 Day 1
Screening Baseline
WI-Z DI1 Wll3 V\{ 26 WISZ Wl78 w i|.04 w Zl|.30 ECI)T 30-DIFU
| —— | I | | | |
03/2014 03/2014 03/2015 03/2016 11/2016 12/2016
09/2014 09/2015 09/2016

Neal et al. Diabetes Obes Metab. 2017 Mar; 19(3): 387-393.



Baseline patient characteristics

CANVAS Program?

Placebo

Canagliflozin

Total

(n=4347) (n =5795) (N =10,142) 28 \

Age, years 63.4+8.2 63.2+8.3 63.3+8.3 . \\@\\i 55\6\\'6
Duration of diabetes, years 13.7+7.8 13.5+7.7 13.5+7. 83_6_)@\6\;\6{\76\\0\/
HbA,c, % 8.2+0.9 8.2 +0.9 ‘“%’2& ;6 & 8.3
History of CV disease 2900 (66.7) 3756 (6 Sb 6%& %5 6) YES
Mean * SD eGFR ml/min/1.73 m? 76.2 £20.8 P&\%% 203 76.5 +20.5 42
Albumin measurements "\$ \Q\(\‘a\6 B

Median UACR mg/g (IQR) - s \SF,; ) 12.4 (6.71-40.9) | 12.3 (6.65-42.1) —UACR: 306 mg/g—

Normoalbuminuria ( <3%r$& ,o\a\‘ 95 (69.8) 4012 (69.9) 7007 (69.8)

Mucroalbun\wﬁ(? r@@h‘]g/g) 944 (22.0) 1322 (23.0) 2266 (22.6)

@\@lbummala (>300 mg/g) 354 (8.2) 406 (7.1) 760 (7.6)

1. Neal Betal. N Engl J Med 2017;377:644 & supplementary appendix

CANVAS



CREDENCE

The Canagliflozin and Renal Events in Diabetes with Established Nephropathy Clinical Evaluaticr: study

Trial type

Interventions e Canagliflozin 100 mg once daily + SoC vs pIaceb’c‘)“é'ﬁb@ ) 6@6\
Patients randomized e 4401 606\6 ‘\d\\,@\\
Median follow-up e 2.62years 0\\6 (G 36
Key inclusion criteria * T2D (&\)’\'0 O{\\le
«  eGFR 30 to < 90 /1L.73P

&
SIS BNg e o g8
 Treat eﬂ\vt ngi chuding the maximum tolerated labelled daily
de&&‘AC\F{\@\QRB
Primary endpoint \“P?tom@ﬁg: end-stage kidney disease, doubling of serum creatinine,
60 ; | or CV death

Selected se&&@'ar(,a\le(0 Renal composite: end-stage kidney disease, doubling of serum
end 'QQ creatinine, renal death

XS
. @\‘e  CV death or HHF
el N
aAs d@e\%y the Nation?al Kidney Foundation KDOQI consensus outcomes
ACEi; angiotensin Il converting enzyme inhibitor; ARB, angiotensin receptor blocker; CV cardiovascular; eGFR, estimated glomerular filtration rate; HHF,
hospitalized congestive heart failure; KDOQI, Kidney Disease Outcomes Quality Initiative; SoC, standard of care; T2D, type 2 diabetes; UACR, urinary
albumin:creatinine ratio
1. Jardine Ml et al. Am J Nephrol 2017;46:462—72; 2. PerkovicV et al. N Engl J Med 2019;380:2295—-306.

N

i\. /iu

CREDENCE



Baseline patient characteristics

Placebo Canagliflozin Total
1
CANVAS Program (n = 4347) (n = 5795) (N = 10,142)
Age, years 63.4%8.2 63.2+8.3 63.3%8.3 X \\@\\6 95\6\ 63.0(9.2)
e O\ /i
(A \\ L\
Duration of diabetes, years 13.7+7.8 13.5+7.7 13.5+7.8 E )O\e c.\di\-p\ 15.8 (8.6)
HbAc, % 8.2+0.9 8.2+0.9 %'%_ \6 ° 8.3 8.3(1.3)
,\\
History of CV disease 2900 (66.7) 3756 (6 .Sb 6%& %5 6) YES 2220 (50.4)
Mean % SD eGFR ml/min/1.73 m2 76.2 +20.8 \%.%}’22’\3\)‘ 76.5 +20.5 42 56.2 (18.2)
P; \Z -
Albumin measurements "\$ . A (\‘3
QA
\WF" OF ~ 7 N
Median UACR mg/g (IQR) 6@2 6,{ Q) | 12.4(6.71-40.9) | 12.3 (6.65-42.1) UACR: 306 mg/g 927 (463—-1833)
«.A <&
\V
Normoalbuminuria ( <3 \‘2 95 (69.8) 4012 (69.9) 7007 (69.8)
o\a
Mlcroalbun\wa(? r@@}m‘lg/g) 944 (22.0) 1322 (23.0) 2266 (22.6)
@a@&bumin@ia (>300 mg/g) 354 (8.2) 406 (7.1) 760 (7.6)

CANVAS

1. Neal B et al. N Engl ] Med 2017;377:644 & supplementary appendix; 2. PerkovicV et al. N Engl J Med 2019;380:2295-306.



Kidney Inclusion Criteria in CANVAS Program and CREDENC

G

\0©
O
\06
Population specifics CREDENCE CANVAS Program 0\a
a

eGFR >30 to <90 mL/min/1.73 m* =30 mL/min/1.73 m? (M %(\ 6\6\

(with target of ~60% with eGFR 30-<60) 6

(CKD-EPI) ﬂ@

: 'o " X, \\
UACR >300 to 5,000 m No A\ \,’a
o/g {g@@ &\ \
NC o2
60‘9 N@
e @ &\
(n = 5,812; ~2 years follow-up) AS Pr Albuminuria categories, mg/g

a0
[ nte@ie@a r% ysis)

Al:
<30

AZ:
30-299

A3:
=300

(n = 4,330; ~6 years folla(

Moderately
increased

CREDENCE
T2DM + DKD
(n = 4,401; ~5.5 years follow-up)

)

High

Very high

0\‘3906

Modified from Jardine MJ et al. Am J Nephrol. 2017 ;46:462-472.



CANVAS-R TIMELINE

L\
\C
W -2 D1 W13 W 26 W 52 W 78 W 104 W 130 EOTO\'O*O -D FU
AV_N "1
Tp Insulinica, u Glar 26 Glar 26 Glar 26 Glar 26 Glar 26 Glar 26 Glar 24 Glar 20 . Q\@é) . Glar 18
Asp 5+13+10 Asp 5+13+10 Asp 5+10+8 Asp 2+6+4 Asp 4+8+8 Asp 4+10+9 Asp 4+8+8 Asp 4+8+8 (\\ p ‘\H%\S \. Asp 4+10+7
HbA1c, % 8.3 8.3 8.1 8.0 8.0 8.1 7.4 DD NS 7.8
Peso, Kg (BMI) 82.7 82.9 79.8 81.3 82.1 82.5 82(%\\0 . 2 81.1 82.0
0\6\- i d\\'a\\v
S0 o\
\ e
() (S
HbAlc d\)\a (\\‘e Peso
e ‘\ 6?5 0 -

£ £
€ =
= = 79,0
€ €
78,0
77,0
76,0
75,0 T T T T 1
o — o (o) (o] [eo] < o = o)
: o I £ 2 L = 8 2 £
[a)]
= = = = > 2 2
™M




CANVAS-R TIMELINE

.\
\C
W -2 D1 W 13 W 26 W 52 W 78 W 104 W 130 EOTO\O*O -D FU
AV_N
Tp Insulinica, u Glar 26 Glar 26 Glar 26 Glar 26 Glar 26 Glar 26 Glar 24 Glar 20 . Q\@) . Glar 18
Asp 5+13+10 Asp 5+13+10 Asp 5+10+8 Asp 2+6+4 Asp 4+8+8 Asp 4+10+9 Asp 4+8+8 Asp 4+8+8 (\\ p A\L;F%\S \. Asp 4+10+7
e . ‘\v“
HbA1c, % 8.3 8.3 8.1 8.0 8.0 8.1 7.4 \\ Q\? " \\\,'35.5 7.8
o™ G\
Peso, ke (BM) 82.7 82.9 79.8 81.3 82.1 82.5 828\ g(@° 11 82.0
- \F‘ XM
Creatinina, mg/dl 1.20 1.23 1.35 1.38 1.32 1.29 00 .2’6:\6\\. 1.25 1.22 1.14
eGFR, mi/min 43 42 37 36 38 AN 7| o 20~ 40 41 45
7, U \
UACR, mg/g 315 306 214 189 177 A\ o 155(\\1 ' 126 135 160 187
(U)d \ ©
A
Creatinina UACR
1,6 - 350
1,4 - 300
. MQW 250 -
E o 6(6 \‘Ie %g 200 A1 ”.
£ Q(GQ e( £ 150 -
08 . ‘\]6 . G\‘ 100 -
06 6\\’\ e( (\0 34 4
« A0 32 >0 1
oeY_© ;
0,4 T T T T T , T T T T T T T T 1 0 T T T !
RPN T T - S B S T3 %2 8 53 R g 8] 6 2 > 2 8 5 B g 8 &5 2
z = 2 2 2 7 z ® 9 = 2 2 2 2 3 % 2 = 2 = = 3z 3z * 29




Dicembre 2016
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S @
N ~T®—D
‘9\306\“\;3 ¢
)

83 anni
30-Day Follow Up

- Peso: 82.0Kg ‘ 6(\3
0\\
- PA:120/70 mmHg A\
RGP\
- HbAlc: 7.8% SO O

- Creatinina: 1.14 mg/dl (\%r&\}?n@(&ina/ll% m?)

‘N
- UACR: 187 mg/g 7%66\)‘ o
- CoIesteroJc\) @L@ Amg/é}‘
N

(\&P\ '(\‘3\6

P KO

PR\~

o\O

Glargine 18 U + Aspart4+10+7 U




STANDARD ITALIANI PER LA CURA DEL DIABETE MELLITO

2016
o CONTROLLO GLICEMICO

Lar ani
perlaa 2l diabate mallito .'.t'h."“".
2016

; . I\(‘\a - \
B | Se non sufficients, agghingere alia metformina un secondo farmaca: . \\'a\\‘o 6\6

|  swelinidi || Pioglitazone ||  Acarbess || oPPiinibitor |

Se non sufficiente, aggungere un terzo {Téu‘A\a\‘e‘e 6

SWiGlinidi

-'*.' ) > £ Insulina
-
i Pioglitazone l Ploghtazo Plog ' : Pioglitazone
‘ - ; :
e o 1 [ T = o o h 3 7 " m = 1 = g P E - T s :

| DPPé inib. |

Insuwlina

O

N&
GY e(a\ caso di caffivo controllo con la Inplice terapia, iniziare comungue la teragia insulinica, mantenando la metformine:
C

Insulina
conl'eveniuale aggiunta di:

OPP4 inibitori




STANDARD ITALIANI PER LA CURA DEL DIABETE MELLITO

2016 Og\
2o CONTROLLO GLICEMICO ‘06\0\
\O

E;: ora del davee melito Tabella 14. Benefici dei farmaci per il diabete tipo 2 ) '\0\ . 3\\'

e s e e

mlna zong

a breve +++ + NREarS ++ ++ \na- 6-!5 4+ R

e 2B @

g e o™

a‘?—nidin b +4 + e €+g +6\ ++ ++ +++ +4++

termine . \. " ‘Pg
Gz P oo

dela HbA > \<P
a lun - \$ B L 6
tﬁ:’m ii o @P@ii' O(\g\g'* ++ ND +++ + +++ ++++

{olre 2 e
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STANDARD ITALIANI PER LA CURA DEL DIABETE MELLITO

2016 \Og\’&\'
o CONTROLLO GLICEMICO \oe\o
| 0\3
por 1 cura ot clabets melito Tabella 16. Terapia non insulinica nel diabete tipo 2 con msuff‘clenza renale cronica d\
T stadio IRC LIEVE MODERATA
=80 mil/min 30-60 mlimin 15- Eﬂ- rnI.Fr'nl
Metformina 22 gidie Mon indicato (utilizzabile) ESD \\'a\\
Acarbosio Da titolare Da titolare \aghl 2 5\ NO
Gliptine 2 0
Sitagliptin 100 myldie 50 mg/die d \. ‘ *d*ﬁwgrme 25 mg/die
Vild agliptin 100 mp/die 50 mq @ 50 mgidie 50 mg/die
Saxagliptin 5 mgldie %& 6\ 25 mg/die NO
Linagliptin 5 mgldie mgfdﬁég‘a 5 mg/idie 5 mg/die
Alogliptin 25 mg/die \" P\ 6,25 mag/die 6,25 mg/die
GLP-1 agonisti
Exenatide @ (\‘a l:"-Eil..IllEIEIbI NO NO
Exenatide LAR ie g\ NO= NO NO
Liraglutide Dosi usuali NO NO
Lixizenatide E|I Cautelal MO MO
smmmgga (‘%a fitolare Datitolare® NO NO
IInlg\‘a Da litvlare MNon indicato (utilizzato) NO MO
Q i@&nnn Dosi usuali Dosi usuali Dosiusuali NDE
0 \\'\ \\ ( iflozine
.aQ ? S Dapagliflozin Dosi usuali NO NO o]
0\ Empaglifiozin Dosi usuall NO NO NO
Canagliflozin Dosi usuali MO NO NO




Dicembre 2016

10-5-2016

83 anni

30-Day Follow Up

GazZETTA UFFICIALE DELLA REPUBBLICA ITALIANA Serie

Piano Terapeutico
per la prescrizione degli inibitori di SGLT-2 nel trattament @Q}

%

e

(da compilarsi ai fini della rimborsabilita 2 cura delle strutture diabetologiche mpﬂalmw Ii dail Ea wenzionate
eon il SSM, da rinnovarsi sameastraimente e consegnare al pa.z%téa ah:r

cﬁ\\‘

[ Prima prescrizione O Prosecuzione terapia: =g
| con modifiche 6 e Q@ 6
senza m
'_Prinr.:lpin attivo Pmlugla!mgimn turapnm 2\
Canagliftozin 100 mg!d;e P‘ \e " Monoterapia O
\$ (\g\(\‘ «  inassociazione a metiormina 0
m E! O(\e O # |nassociazione a insulina (con o senza meﬂumimx
M XS WE%@ exzm « Inassociazione a insulina: si0 no O
Q \ 'atlﬂmﬂ mgfdiex 2 0
(CY o}
o \‘@ . G\] 1504850 mg/die x 2 O
6\\'\ _ (\0 150/1000 mg/die X 2 &




CANVAS-R TIMELINE

Nov2017 | Dic2018 | Dic2019 | Nov 2020
Tp Insulinica, u Glar 18 Glar 18 Glar 18 Glar 18

Asp 4+8+8 Asp 4+6+6 Asp 4+8+6 Asp 4+8+8
HbA1c, % 7.7 7.9 7.9 7.6
Peso, kg (BMI) 82.0 82.5 82.1 818 \M
Creatinina, ma/ 1.30 1,28 1,35 %Oo\ﬁ‘lé\d}a.
eGFR, ml/min 38 38 (23 7
UACR, me/e 110 123 AN 1;&‘\\1?: 108

co

&

istent albuminuria categories,
description and range

Qe

\ \
Al A2 A3
{@ fCK \@F R
MNormal to
egones mildly llloderam‘y .SQUMerJ
w% 2012 increased
. (\e <30 mglg 30-300 mglg >300 mglg
e\O <3 mg/mmol 3-30 mgimmol =30 mg/mmol
=Y
G1 Normal or high 290
E
- G2 Mildly decreased 60-89
:f
E T Gia Mildly to moderately 45-59
E ® decreased
-
o w o
g 2 2 G3b Moderately to 3
o = severely decreased
= ]
8o G4 | Severely decreased 15-29
ra
[}
G5 Kidney failure <15

Green, low risk (if no other markers of kidney disease, no CKD); yellow, moderately increased risk;
orange, high risk; red, very high risk.



STANDARD ITALIANI PER LA CURA DEL DIABETE MELLITO

2018 e
s CONTROLLO GLICEMICO SO

Tabella 4.H1. Terapia non insulinica nel diabete di tipe 2 con ingufficienza renale :runiﬁu.d\ A\

STANDARD ITALIANI

e _ AR d\’\o‘ o
2018 eGFR fino a 20 80 70 &0 =0 40 @5 15 | Dhalis
(ml/min*1.73 m?) \6 » N\

& \
Gliflozine \350 2 5°

Dapagliflozin

Empagliflozin® ‘ \ Q} o
Canagliflozin® . \P\\ii\ S %\
AT
W o oY
d@ 0(1_% gliflozine provocano una lieve riduzione del filtrato glomerulare,
che e p @\@‘anﬁl el Ve reversibile; non hanno invece alcun effetto negativo sulla funzione
rena &@ermine (vedi oltre). L'uso di gliflozine_non & comungue indicato nei pazienti
,(1; s ichza renale, perche alla riduzione del filtrato glomerulare questi farmaci perdono
6\\.\\‘ a lgxoefficacia ipoglicemizzante: secondo |la scheda tecnica, il trattamento non deve essere
\QQ ?ﬁ"zmta se il filtrato glomerulare stimato e inferiore a 60 ml/min e deve essere interrotto se |l
O filtrato glomerulare scende sotto 45 ml/min.




STANDARD ITALIANI PER LA CURA DEL DIABETE MELLITO

2018 \
B NEFROPROTEZIONE e\O\Og
‘ 0’\3‘0 ‘
STANDARD ITALIANI 6\ \‘\6 ‘\\'
T O e
2018 ‘6\\‘6 ‘ 6\
606\@\ S
0\\6 XS 6%

7 | 6\)\6 O{Nqn:}'ltre, le analisi dei dati derivanti
dagli studi EMPAREG-OUTCOME e CANVA @&%ﬂﬂ@h%ﬂtenziale effetto protettivo nei confron-
ti della nefropatia (Wanner et al., 2016; ta kle‘ﬁ'ﬁ?]l, prevenendo efficacemente sia la progres-
sione della microalbuminuria che lad\dzion& & filtrato glomerulare. Questi dati indicano che gli
inibitori di SGLT2 potrebber; unpNvante effetto nefroprotettivo anche indipendentemente
dal miglioramento delé\c‘gﬁﬂa lo %l( ICO.

2" o
o) \O
IR
\! N
Q0% o\
O 1@
‘\"\\16 . 0@\‘
0% oet*
o



Circulation

ORIGINAL RESEARCHARTICLE @&

Cardiovascular and Renal Outcomes With
Canagliflozin According to Baseline Kidney
Function

Data From the CANVAS Program

Annual change* from
Week 6/137 to last available
measurement, mL/min/1.73 m?

Annual mean difference between
canaglifiozin and placebo

.
y Y
mL/min/1.73 m?* (95% & Q\%&cﬁon P value

Canagliflozin Placebo
XOY™
Al 0.33 + 0.05 -0.85 +0.07 o 1. M%}
| <45 0.26+0.23 ~1.00 + 0.30 A\ \)35 (0 62,
45-<60 0.19+0.14 -0.8610.17 — 0 6(\6 143}
60-<90 0.36 £ 0.06 -0.73+0.08 \\ d 1.09 (0.89, 1.29)
N4 @6
290 0.31+0.12 -1.161£0.17 . e\a I—D—\‘\'a 1.47 (1.05, 1.88)
.

S0

o

e\

,&\\’é 0O

60&6 %d\

function

T
1 2 3

of Preservation of kidney function

Q@
5\

Patle n e'.renl.' ;
patlen
Number of participants \
with an event ?Sa aghf}gq\g Placebo

Interaction
HR (95% CI) P value

Renal composite* @\
Al Azéa _,-\O(\

0.60 (0.47, 0.77)

Favors canagliflozin  Favors placebo

X 9.0 —&— i [
[ <45 ,@\025 .Q\ 13.5 18.4 | 0 0.65 (0.29, 1.48) |
45-<60 &B 10.6 13.9 — 0.78 (0.46, 1.31)
su-*:@( (61 46 74 —— | 0.58 (0.41, 0.84)
‘\‘)\]’39 . 0@\‘6 3.8 8.1 —0— | 0.44 (0.25, 0.78)
06\ e( (\ 1 1 II 1
Q ? 025 05 1.0 20 40

Neuen LB et al. Circulation. 2018;138:1537-1550. D



O\QQO

N

2

oot |

Patients with an event

Numberof  ,or 1000 patient-years \Og\
participants Interaction \O
with an event Canagliflozin  Placebo HR (95% Cl} P value . a\06
All serious adverse events | \
All 3277 129.5 146.0 L 0,93 (0,87, 1.00)
| <45 216 192.7 250.6 HH 0.81(0.62.1
45-<860 556 180.3 179.0 HH 1.0
60-<90 1847 1275 140.3 0 \: 9
>90 660 100.9 1208 HH . é@
! 4
s e—
Serious renal-related adverse events ! 60 %{
s v w1 e\ i v
< . .
45-<60 21 4.8 6.0 . (‘\\le 0.85 (0.36, 2.01)
60-<90 41 20 29 @) 0.65 (0.35, 1.22)
=490 4 0.7 0.4 1 1.69(0.17,16.71)
erS &.‘

Serious acute kidney injury

5P~\’\"

agé\]

Al 58 16 ’i Q‘ e 0.66 (0.39,1.11)  0.74
<45 11 \\ ? a : h 1.05 (0.30, 3.73)
45-<60 14 ‘& : — 0.56 (0.19, 1.64)
60-<90 ’(\ — 0.58 (0.28, 1.19)
290 \\b‘ oh(\ H 1.21(0.11, 13.85)
6 !
Senous hyperkal :
\aﬂ@ (55\0 0.4 0.6 - 0.75(0.27,2.11) 024
7\ G 4. 3.9 0 | 0.96 (0.15, 6.06)
1.3 0.0 . -
aﬁ £<90 6\ ? 0.2 08 0 — 0.27 (0.05, 1.42)
e‘ 0 0.0 0.0 | _
'.

I 1
0125 025 05 1.0 20 4.0 &0 160 320

— —
Favors canaglifiozin Favors placebo

Neuen LB et al. Circulation. 2018;138:1537-1550. D



PALMILIA 2003 — 2020: NEFROPATIA
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PALMILIA 2003 —2020: COMPLICANZE
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PALMILIA 2014 — 2020
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CONSIDERAZIONI FINALI

>

La nostra paziente ha iniziato canagliflozin a 80 anni,
con una storia di DM2 di 20 anni, pluricomplicato, gia
in terapia insulinica basal bolus

All'inizio della terapia con canagliflozin la paziente
aveva un eGFR <45 ml/min
- non possibile nel 2014 nella pratica clinica, al di

fuori di un trial e

p\\,
Finito il trial, la paziente ha continuato $34\1n\%&
canagliflozin anche con un eGFR <4W \(\‘3

= non possibile da scheda tecni @Sk%mes: fa
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(I'_,
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59

» Uso precoce in paziente giov m@@\P R{lme fasi della

loro storia di DM2 a0 \,3\6
\\0\\6 d
e\a \\'a
» | dati di |@€ng éb\he derivati dal CANVAS Program

e dg‘}\\'ZtREdE@CE hanno recentemente esteso la
d\b’%ssﬂejﬂﬁ di inizio della terapia con canagliflozin a
I?ﬂtl con eGFR tra 45 e 30 ml/min

cO°

» La terapia con canagliflozin pud oggi proseguire fino

alla dialisi, solo nei pazienti macroalbuminurici
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