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Years of life lost

Diabetes Is associated with significant

loss of life years
820,900 people in 97 prospective studies
7_
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STENO 2: 21 years of follow up:
cumulative CV event or deatn
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A conceptual look at vascular risk and its determinants
before and during the course of type 2 diabetes

coronary heart disease equivalent threshold
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Risk Factors, Mortality, and Cardiovascular
Outcomes In Patients with Type 2 Diabetes

Excess Mortality and risk factors

Control

=80yr
=65 to <80 yr
=55 to <65 yr
<55yr

No risk factors

Reference
Reference
Reference
Reference

1

=80yr = = 0.99 (0.84-1.17)

=65 to <80 yr <o 1.01 (0.92-1.12)

=55 to <65 yr ] 1.15 (1.00-1.34)

<55yr : 1.29 (0.94-1.77)
1 Risk factor

=80yr ) 0.94 (0.88-1.00)

=65 to <80 yr 1.05 (1.02-1.09)

=55 to <65 yr ! 1.23 (1.16-1.31)

<55yr o=l 1.56 (1.34-1.81)
2 Risk factors i

=80yr 0.99 (0.94-1.04)

=65 to <80 yr 1.17 (1.13-1.20)

=55 to <65 yr ! 1.32 (1.27-1.38)

<55yr 1.68 (1.56-1.80) ¢

3 Risk factors
=80 yr . 1.13 {1?3&
=65 to <80 yr A6 (14N50)
255 to0 <65 yr ! &1 -1l
<55yr i 6\'0 .1{2.%@6
1

4 Risk factors
~80yr | & N> 25-1.70)
=65 to <80 yr : 6(82.10 (1.96-2.26)

255 t0 <65 yr ' 2.53 (237-2.70)
<55yr RN G 2.80 (2.51-3.13)

5 Risk factors

=80yr @)
&y

o

<3Syr

1.39 (0.51-3.80)
3.10 (2.53-3.80)
3.88 (3.07-4.92)
4.99 (3.43-7.27)

Rawshani A et al. N Engl J Med 2018; 379: 633-644



Glycemic control for CV risk reduction
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Blood pressure control for CV risk reduction
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DECLARE: hHF/CVD co-primary endpoint and

hHF/CVD

Placebo (496 Events)
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Improvement in Cardiovascular Outcomes with
Empagliflozin is independent of glycemic control

C Heart failure hospitalization or cardiovascular death
All events
All patients 265/4687 (5.7) 198/2333 (8.5) 0.66 (0.55, 0.79)
HbA1c at baseline \\
<7% 16/297 (5.4) 15127 (11.8) 0.44 (0.22, 0.89) 0\0\6 N
7% to <8% 114/2042 (5.6)  86/1029 (8.4) 0.66 (0.50, 0.87) 60 6\6\\—'

8% to <8% 7711534 (5.0) 60/795 (7.5) 0.65 (0

29% 57/812 (7.0)  37/382 (9.7) e@)a)}ha 1 {,\Ne
All patients, adjusted for time-dependent
HbA1c control (HbATc <7.5%) 26414685 (5.6) a“@E ”%N‘%D 78)

@seg

—4

Events after week 12

0.69 (0.57, 0.84)

_ ol
All patien é&\P&’a\e

Change from baseline in HbA1c at w%%
é@] (47)  43/562 (7.7) 0.62 (0.44, 0.88)

Reduction of 20.5%
Rcdur:.tmnuf-: Smma b(\e 135/2104 (6.4) 1371741 (7.9) 0.79 (0.62, 1.01)

_g%,‘ 143/3140 (4.6) 60/843 (7.1) 0.66 (0.49, 0.89)

eQaRedé(:Gd{OB%nrincrease 111/1514 (7.3) 12011460 (8.2)  0.86 (0.66,1.12)

(\G Reduction 2median (0.4%) 130/2846 (4.6)  50/705 (7.1) 0.66 (0.47, 0.91)

Reduction <median (0.4%) 124/1808 (6.9) 130/1598 (8.1) 0.82 (0.64, 1.05)

I T T T T T T 1
0.06250.125 025 05 1 2 4 8 16

Favars empagliflozin Favors placebo

Inzucchi SE et al. Circulation 2018




LDL-C and CV events in interventional trials

Event Rate (%)
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Fadini GP et al,

Effects of the SGLT2 inhibitor dapagliflozin on

HDL chol, particle size, and

Placebo (n = 16)

chol efflux capacity, in T2DM

Dapaglifiozin (n = 15) (\\6\06

Baseline 12 weeks Change

Baseline

12 weeks éha}lﬁe \\

Lipid profile
Total cholesterol
HDL cholesterol
LDL cholesterol (direct method)
LDL cholesterol (Friedewald formula)
Triglycerides
HDL subfractions, %
Large
Intermediate
Small
HDL subfractions, mg/dl
Large
Intermediate
Small
EnFymatic activity
PONT, U/mi (QQ

EAUR O
SN €

150698
463 £ 30
758 £ 81
764+ 8.1

139.1 £ 139

1517 £ 62
474 £35 10+ 1.1
/65+£54 09454
/65+£54 01+6

1389 + 145 —01 :I:d&)
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© ° o950+97 914095
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1622 +58 ,{
481 4 360\6
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515412

203328

239+19
85+ 1.1
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138.8 £+ 221
14101

50376
1389+ 17.0
1.3+01

EI"S:I:EE\@\e @Q\

C?\ nﬂ—\és\ 07 £17
$@%?P (\g\z 5+17

—01+£10
—1.1+12
0008

42149
01x248
0.0+01

248 +28
M21+18
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N7x17
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041009

408439

1563 £ 21.1

1.1 0.1

239126
53516
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1N7E16
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105+£1.0

4154+29

1494+ 172

1.1£0.1
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—07 11
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0001
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* p < 0,05 versus placebo
# p < 0.05 versus baseline

Cardiovasc Diabetol 2017
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FIELD: no effect of fenfibrate (?)

CHD events (non-fatal MI plus CHD death) Non-fatal Ml and CHD \death

15 — 15

J— *Neri-fatali’:
Placebo HR Q-785(S5% Cl 0-62—0-94), p=0-010

10 4 —Fenofibrate 10 —

TCHD death:
HR 1-19 (95% CI 0-90-1-57), p=0-22

Cumulative risk
(%0)
Cumulative risk
(%0)

0 — | | | | | l 0 — | | | | |
0 1 2 3 4 5 € (0] 1 2 3 4 5 6

Total CVD events Coronary revascularisation
15 — 15 —
N /

HR 0-89 (95% CI 0-80—0-99), p=0-035 HR 0-79 (95% CI 0-68—0-93), p=0-003
Y | | | | | | 0 — | | | | | |
0] 1 2 3 4 5 6 0 1 2 3 4 5 6

10 —

Cumulative risk
(%0)
\\’
Cumulative risk
(%0)

Keech A. et al. for the FIELD Investigators: Lancet 366(9500):1849, 2005



The FIELD Study (n: 9795 T2DM)
Plasma concentration of lipids

Plasma concentrations at
baseline (mean [SD])

Placebo Fenofibrate Study close X PR Fenofibrate

Full cohort (fenofibrate n=4895, placebo n=4900) \\3

Total cholesterol 5-03 (0-71) 5-04 (0-69) -0: @@; 9%é(e 4-56 (0-90) 4-23 (0-78
LDL cholesterol 3-07 (0-66) 3-07 (0-64) 6531 Oo) 2-60 (0-738) 2-43 (0-65
HDL cholesterol 1.10 (0-26) 1-10 (0-26) . @\ e . &1\(1 2%) 1.12 (0-29)

Started other lipid-lowering therapy (fenoﬁbr ‘ﬁ@ 2bo Nn=1776)

Total cholesterol 5-2 (0-67) -0-08 (-1-6%) 4-12 (0-88) 3-98
LDL cholesterol 3 31 (O- 63) 0-02 (0-7%) 2-18 (0-74)
(-

HDL cholesterol é@, 5\0 1 03 ( 0 24) ~0-01 (-0-5%) 1.12 (0-28) 1.05 (0-29

(O-
(O-
(
Triglycerides 93\\6 2-22 (0-99) -0-24 (-10-9%) 1-84 (0-97) 1.74 (0-96

Did not start othe qugﬁ% therapy (fenofibrate n=3951, placebo n=3124)
Total cholest \846 (\ 7 (0-68) 4-99 (0-69) ~0-66 (-13-1%) 4-82 (0-80) 4-29 (0-74

( (
LDL cho§@§0| QG 2.93 (0-64) 3-03 (0-64) —0-46 (-14-7%) 2-84 (0-70) 2.50 (0-63
HD esterol 1-11 (0-27) 1-11 (0-26) 0-02 (2-1%) 1-13 (0-29) 1-15 (0-30
Triglycerides 1-85 (0-81) 1-89 (0-83) -0-51 (-27-3%) 1-88 (0-95) 1-41 (0-72

Keech A. et al. for the FIELD Investigators: Lancet 366(9500):1849, 2005



PROVE IT-TIMI 22

reaching target LDL alone with statin therapy does not achieve maximal CV
risk reduction if TGs are raised

For people at target LDL, those with low TGs have an additional 12% reduction.in
cardiovascular risk versus those with raised TGs
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Miller A et al. J Am Coll Cardiol 2008



REDUCE-IT: primary endpoint (MACE-3)

patients with established CVD or with diabetes and other risk factors, receiving stati and
triglyceride level of 135 to 499 mg/dl and a LDL cholesterol level of 41 to 100 vig/dl

)
S
|

N
T

2 g of icosapent
ethyl twice daily

o~
=
d
-
Q
=
LLl
-
(T
. -
Iﬂ
—
N
e

gtien

N Engl J Med. 2018 Nov 10. doi: 10.1056/NEJM0al812792



The STRENGTH Trial

Assessment of omega-3 carboxylic acids in statin-treated patients with high
levels of triglycerides and low levels of high-density lipoproiein. cholesterol

High cardiovascular Risk patients (1. established atharﬂsclamti@g

disease, 2. diabetes with an additional nsk factor or Qél@@-ns ‘@&éﬂ;
®

prevention) on optimal statin therapy with triglycend 5\ !ﬁ% <300 mg/dL and
high-density lipoprotein cholesterol <42 mgr’ \ ) or g% mg/dL (women)

Stabilization F’Efi

1\

Treat until 1,600 primary endpoints with a
projected median duration of therapy of 3 years

| Primary endpoint. cardiovascular death, non-fatal myocardial infarction, non-fatal
stroke, coronary revascularization or hospitalization for unstable angina

Nicholls SJ et al, Clinical Cardiology 2018
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Feig DI et al.:

uric

acld and cardiovascular

Maternal Placental
factor factor

Uric acidk /

W
Purine-rich or Genetic or Low nr‘rjuuue\'ajrnb

fructose-heavy diet or environmental factors 6\ 6
exposure to lead ~_ )&(666 \6\

(@ 2

cid \\‘
5%

(1\ Decreased nitric oxide and
)

ded |t{&% increased ROS
TI"-!| mi tion Vascular inflammation

{\&r rarefaction | Proliferation of vascular smooth-
tericlopathy muscle cells with inhibition
ial fibrosis of endothelial-cell growth

I'_E.rl}" Stage ¢
Uric acid—induced vasoreactive hypertension

)

Late stage
Salt-sensitive kidney-dependent hypertension

NEJM 359:1811, 2008 doi: 10.1056/NEJMra0800885

risk



Uric acid i1s an independent risk factor for decline
In Kidney function, CV events and mortality in T1DM

HR per doubling of uric acid

Total mortality Decline in eGFR =30% _Albunyifpprog ote C

Number of
participant O .
included 667 665

Events, n (%) : : 21 (3.2)

HR (95% CI) HR ¢ @5\5? (\'3\3 HR (gsﬂacn P HR(95% P HR(%%C) P

8)
Unadjusted : \ <0.001 5.25 <0.001 1.28 0.47 18.2 <0.001
' 3.47-7.95 0.66-2.51 5.36-61.8

Adjusted* $8_es<00 | | 318 <0001 095 091 2.3
X (1.71-5.93) (0.37-2.46) (0.41-12.1)

Pyleman-Lyberg S et al, Diabetes Care 2019



Elevated serum uric acid is associated
with greater risk for hypertension and diabetic kidney disease,
INn obese adolescents with type 2 diabetes, duration <2 yrs (n: 539)

TODAY study (average FU 5.7 yrs)

A 6\&?5\6

Hypertension (n=164 evenits) v CI); P-value

a1 aen. B
Baseline SUA (per | mg/dL) 1.19(1.03 - 1.38); P=0.013

Baseline hyperuricemia GP\
bC
G

1.84(1.22 - 2.80);, P=0.0040

B OV\QP\ (\Q\

UACR 6’!3%& %‘GQ? events)

(’5‘0

(o)
GQ q@-d eline SUA {(per 1 mg/dL)
o\ G

\6 1.24 (1,03 - 1.48); P=0.022

Baseline hyperuricemia 1.08 {0.62 - 1.89); P=0.79

Bjornstad P et al, Diabetes Care 2019



Effects of sodium-glucose co-transporter 2 (SGLT2) inhibitors
on serum uric acid level: A meta-analysis of randomized controlled triais

WMD (B84 Cf) Waight

Empaghiiazin
5mg
10 mg
25 mg
50 mg
Subeatnl (7= 0.0%, p= 0914

Dapagliflazin
1mg
2 Bmyg
Smg
10wg
20mg
Birng
Subwaial (= 85.4%. p=0.013)

BO0 Mg
Subtalal (F=81.4%, p=0,000)

e‘umglﬂlm
0.5 myg
1 myg
2.Emyg
5 mg
10mg
Subbctal (Fe= 11.6%, p= 0230

Todogliflazin
10 mg
20'myg
Al My

Subkatal (=1

Chvarall (F= T35%, Rieill -3T.73 (4081, - 100,00

Zhao Y et al, DOM 2018

Daomasad sanum uro ackl (umaliL) Incraa sed serum uric scd {gmolL)




Uric acid and the cardio-renal effects of SGLTZ2 inhibitors

Nephron lumen Proximal tubule
SGLT2 epithelial cell

Urate Glucose inhibitor Apical

Interstitium

Segment 1
0 O
OS2\
SO &

‘e 2 “Glucose

| 0AT1/3 |

| ABCG2 | |

Bailey CJ et al, Diabetes Obes Metab 2019



Uric acid and the cardio-renal effects of SGLTZ2 inhibitors

( SGLT? Glucose
inhibitor reabsorption

in PCT S1 | deferred along

PCT to 52

o S al

T Urate
_ elimination

Bailey CJ et al, Diabetes Obes Metab 2019

Renal
protection

‘ L%

e\
e—‘@ otential mechanisms

J Blood pressure

J» NADPH oxidases

- Reactive oxygen species

J+ Endoplasmic stress

T Endathelial cell integrity

T Mitric oxide

J+ Inflammation

J- Fibrosis

T Renal cell viability

J Epithelial mesenchyma
transition




Preventing Early Renal Loss in type 1 diabetes (PERL):
A Randomized Double-Blinded Trial of Allopurinoi

Traatmené

@\\65
| Treatment: Allopurinol é),)gd (\’ieears Wash-out: 2 mo
) p \ 0.{’% X\g@ y ' t

R i

Run-in: 2 mo

‘ Screening ‘
Randomization

RASI - - A
BP control e i IGFR

Vi1 V12-V15 V16

NCT0201717%: clouble-kiina, placebo-controlled, multicenter trial randomized 530 participants with T1D, estimated GFR (eGFR) of 40—99.9 mL/min/1.73
m2, SUA £4.5 m/dL, and micro- to macroalbuminuric DKD or normoalbuminuria with declining kidney function (NDKF) (defined as historical eGFR
decline ¥3 mL/min/1.73 m2/year) to allopurinol or placebo. The primary outcome is baseline-adjusted iohexol GFR (iGFR) after 3 years of treatment
plus a 2-month washout period.; iGFR: iohexol GFR;

Afkarian M, ... and Doria A; Diabetes Care 42:1454, 2019 doi: 10.2337/dc19-0342
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Targeting inflammation to reduce CV disease risk:
a realistic prospect?

Intervention

Adalimumab

Infliximab
Etanercept

Tocilizumab

IL-12/23 p40 Ustekinumab
Briakinumab
IL-18 Canakinumab

Anakinra @1%6

‘@apladé(e\o

0@

Multiple Methotrexate

Welsh P, Br J Pharmacol 2017

Observational

studies (low weighted
evidence of causal
inference)

1 Circulating TNF-a 1 CVD risk
Biological use |risk of
CVD (Greenberg et al., 2011)

Biological use |NT-proBNP
(Peters et al., 2010)
1 Circulating IL-6 1CVD risk
(Sarwar et al., 2012;

Interleukin-6 Receptor
Mendelian Randomisation

Analysis (IL6R MR) @
Consortium, 201 Z)GP\

NA

tLp-PLA, mass and
activity TCVD risk
(Thompson et al., 2010)

1sPLA; circulating
concentration TCVD
risk (Boekholdt et al., 2005)

Methotrexate use
Lrisk of CVD

Mendelian randomization
studies (intermediate
weighted evidence of
causal inference)

éR®\S rs75

rs222

(Sarv@(& ~2012)

d\'lsk of CHD

NA

IL-1Ra SNPs rs6743376
andrs1542176

(Interleukin 1 Genetics
Consortium, 2015)

LIL-6; |CRP;
trisk of CHD
Several SNPs including

rs1051931 (Casas et al., 2010)
«— risk of CVD

SNP rs11573156
(Holmes et al.,, 2013)
« risk of CVD

NA

Randomized Mricis
(strong voignted
evid =r.ce of causal
interence}

TLDL-C, |lipoprotein(a),
lfibrinogen, |D-dimer;

«— small LDL, + oxidized
LDL, (Mclnnes et al., 2015)
? CVD risk

LCRP (Toedter et al., 2009)
T1CVD (Tzellos et al., 2013)

Ongoing (https://clinicaltrials.
gov/ct2/show/NCT01327846)

LIL-6; |CRP (Mohler et al., 2008)
« risk of CVD (O’'Donoghue
et al., 2014; White et al., 2014)

trisk of CVD (Nicholls ef al., 2014)

Ongoing (https://clinicaltrials.
gov/ct2/show/NCT01594333)




Pro-atherogenic and inflammatory pathways targeted
by prospective anti-atherosclerotic antibodies and inhibitors
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Welsh P, Br J Pharmacol 2017



Antiinflammatory Therapy with Canakinumab
for Atherosclerotic Disease (the CANTOS trial)

== Placebo Canakinumab, Canakinumab, Canakinumab,
50 mg 150 mg 300 mg
A High-Senlsétivity C-Reactive Protein Level B LDL Cholesterol Legb(}\ 6\ d\\"a\
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Ridker PM, et al. N Engl J Med 2017



Antiinflammatory Therapy with Canakinumab
for Atherosclerotic Disease (the CANTOS trial)

Primary End Point with Canakinumab, 150 mg, vs. Placebo

non fatal myocardial infarction, nonfatal stroke, or cardiovascular death

B Primary End Point with Canakinumab, 150 mg, vs. Placebo

259 Hazard ratio, 0.85 (95% CI, 0.74—0.98)

100- P—0.021

204
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Primary End Point (%)

[
T

i

No. at Rnsk 06\
Plac 335? 3141 2973 2632 1266
Cana umab 2284 2151 2057 1849 907

Ridker PM, et al. N Engl J Med 2017

Key Secondary End Point with Canakinumab, 150 {v0, vs. Placebo
additionally included hospitalization for unstable angina that led to urgent

revascularization

D Key Secondary End Pmnl;\)g{{@

e\@ gratu:r 0.83 (95% Cl, 0.73-0.95)

o7 6\@’&3 008

G(Q—a 15+
70-

Years

MNo. at Risk

Placebo 3344 3107 2921 2578
Canakinumab 2284 2135 2039 1824




Greater risk reduction with greater hsCRP reduction
(the CANTOS trial)
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Ridker PM, et al. Circulation 2018



Canakinumab was equally effective in preventing major cardiovascular events
In patients with diabetes, pre-diabetes and normoglycemia at study enter

\m.d@a\ or 100 py
500\6@;{)5 4 Canakinumab
) R S dNaKinuma

S
Diabetes X 5.53 4.68
\ O
Pre-Diabetes : 3.93 3.38

Normoglycemia ‘ 3.43 2.78

Overall 4.50 3.86

0\6 0\%\\ 0.75 1.0 5 20
(GQ e(e — =
"i\\‘ (\06 Canakinumab Superior Canakinumab Inferior

Everett BM, et al. J Am Coll Cardiol 2018



Cardiovascular event reduction with no change in LDLC:
additive effects of inflammation inhibition to lipid lowering
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Dapagliflozin suppresses oxidative stress and inflammatory
gene expression in cultured proximal tubular epithelial cells
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Atherosclerosis patients with “residual inflammatory risk”
are more common that patients with “residual cholesterol risk’”

Following
High-Intensity Statins

PROVE-IT

a"‘)\a

QO

ﬁ Il%l.]ﬁﬁmmw Risk
%\\\\‘ Iﬁ@ﬁ =2 mg/l

\690 ¢ SLpLC <70 mg/dl

Ridker PM, et al. Circulation Res 2017
Pradhan A, et al. Circulation 2018

Following

Iﬁ@n @ n
6@@@1‘?5& RE-2

Following
High-Intensity Statins High-Int
Plus Ezetimibe Plus

IMPROVE-IT

Residual Cholesterol Risk Both

hsCRP <2 mg/l hsCRP 22 mg/|
LDLC =70 mg/dl LDLC 70 mg/dl

[l Neither

hsCRP <2 mg/l
LDLC <70 mg/dl



Redefining residual risk:
moving toward personalized medicine

Known Cardiovascular Disease
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Intervention Q@k
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() Reduction Reduction Reduction Reduction

Ridker PM, et al. J Am Coll Cardiology 2018



altri meccanismi
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potential and novel pathways associated with CV effects
of SGLT2-1
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Inzucchi SE, et al. Diab Vasc Dis Res 12:90; 2015



Hematocrit over time in patients treated
with empagliflozin and placebo.

Mixed-model repeated-measures analysis using all data up to individual trial-ccmpletion
In patients treated with one or more doses of study drug who had a baseline @nd post-baseline
measurement
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EMPA-REG outcome trial

changes in markers of plasma volume are the most important mediators of
the reduction in risk of CV death with empagliflozin versus placebo

Univariate mediation analysis of risk of CV death with empagliflozin vs. placebo:_tirie-dependent
covariate analysis adjusting for the updated mean of each variable

HR for CV death with
empagliflozin vs. placebo (95% Cl)

Unadijusted 0.615 (0.491, 0.770)

Adjusted for
HbA,. 0.687 (0.543, 0. EEQ{@
FPG 0.709 (0.559, {}

SBP 0.610 [{} 4% }'&

DBP qa
Heart rate G .7182)
LDL-C P\ {} ?1 0.741)

HDL-C P‘ 6\6 9 [{} 500, 0.789)
IDRTG 6 \g\ 0.603 (0.481, 0.757)
§ 0.587 (0.463, 0.743)
60% O(\e 0.672 (0.536, 0.844)
® 0.601 (0.480, 0.752)
[cm EPI} 0.597 (0.477, 0.748)

Weight 0.588 (0.466, 0.741)
BMI 0.588 (0.466, 0.742)
WC 0.602 (0.480, 0.755)
Hematocrit 0.791 (0.620, 1.009)
Hemoglobin 0.768 (0.604, 0.978)

Albumin 0.717 (0.571, 0.900)
Uric acid

Inzucchi SE et al. Diabetes Care 2018



Patients with event (%)

DECLARE: co-primary outcomes

hHF/CVD MACE

Placebo (496 Events) Piacobo (803 Events)
10.0 ~
6 -
)
S 75
a4
4 4 o [
>
D
5 5.0
DAPA 1@ M0-(417- Eerits) § DAPA 10 mg (756 Events)
2 - B o £
958« Cl P value QL o5 4 HR 95% CI P value
= 2
10.73, 0.95) 0.005 D‘? 0.93 (0.84, 1.03) 0.172
0 o Wa A C 0.0 -
| i | | | | | | | | | | | | | | | | | | | |

N at risk is the number of subjects at risk at the beginning of the period. 2-sided p-value is displayed; HR, Cl, and p-value are from cox proportional hazard model.
CV, cardiovascular; Dapa, dapagliflozin; hHF, hospitalization for heart failure; MACE, major adverse cardiac event
Wiviott SD et al. Online ahead of print. N Engl J Med. 2018



SUSTAING6: MACE (primary outcome)

CV Death, Nonfatal Myocardial Infarction or Nonfatal Stroke
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PROACTIVE: MACE (primary outcome failed)

CV Death, Nonfatal Myocardial Infarction or Nonfatal Stroke
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SGLT inhibitors

¥

glycosuria

Increased FFA
oxidation

weight gain

Giaccari A. DOM 21:2211, 2019
doi: 10.1111/dom.13814



Composite cardiovascular risk factor target achievement and its predictors

In US adults with diabetes: The Diabetes Collaborative Registry
(n: 74 393 patients, mean age 69.0 years, 41.0% women)
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Conclusioni

non basta piu ottenere soltanto il goal glicemico, quello pressoria’e auello
lipidico

dobbiamo volere di piu e pretendere che le molecale chewtilizziamo ci
garantiscano una protezione cardiovascolare gtobale

dobbiamo lavorare per comprendere-meaglio’1 meccanismi implicati nel rischio
cardiovascolare del diabete e sviiuppare strategie terapeutiche ad hoc

...nel frattempo

e utiiizziamo | farmaci giusti (e ne abbliamo!)
e “arriviamo a goal con glicemia, pressione e lipidi
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