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Caso clinico 2 (Marta) 0

Presentazione: Marta, 54 aa, inviata dal MMG (prima visita) S b\
Diabete noto da 4 anni, HbAlc 7.7% (in metformina RP 1000 BID), \®\
Nessuna storia di malattia cerebro-cardiovascolare, ma doppler TSA a 1n1@@) q@@o stenosi 20% CI dx per cui
assume cardioaspirina, nega ipertensione (PA 145/85 mmHg) (Ooc’\ S\@
Anamnesi familiare: padre con diabete e IMA (non precoce), m@slrgqéon ipercolesterolemia (no CVD). Ha 2 sorelle
in abs. Ha 2 figli in abs. S &

R
@ >
Anampnesi fisiologica: Fumatrice (3-4 sig/die dai 20 an@% @féfe di vita attivo, no attivita fisica dedicata. Riferisce
dieta «attenta ai dolci», ma poco varia. Beve nel w g@%ﬂ&jﬁualche bicch. di vino. Menarca 13 aa. Perimenopausa.
Peso: 82 Kg (BMI 31 kg/m?2), stabile da anni.

@
Esami: Hbalc 7.7 %, glicemia a digiuno @
CT 190 mg/dl, HDL 58 mg/dl , TG 125 LDL =107 mg/dl nHDL= 132 mg/dl
Creatinina 0,85 mg/dl -> VFG (CKDxg 98 ml/min - UACR 19 mg/g (spot)
Emocromo con formula consewat%@l;)@?):ransammam nella norma
A

EO: PA 145/85 mmHg, FC %Qﬁl R, BMI 31 kg/m2; Addome globoso, per il resto obiettivita cardiopolmonare
nella norma. Obbwttwﬁa:;& I‘I?e piedi ndp. Non soffi vascolari, polsi simmetrici, non edemi
0\”&



Che altri accertamenti/valutazioni serwr@‘Bbero
per inquadrare meglio |la paneg&?
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Quale e il rischio cardiovascolare della pazignte?
W0




@{0
Cardiovascular risk category m;%

EAS — ESC 2019

Patients with DM and established CVD

or other target organ damageb

Very high risk

or three or more major risk factors®
or early onset T1DM of long duration (=20 years)

Patients with DM duration >10 years without tar-
get organ damage plus any other additional risk

&
factor \<</ g
(#2]
Moderate risk Young patients (T1DM aged <35 years or T2DM S (_)E %\Q
U @
vl %]

aged <50 years) with DM duration <10 years,

without other risk factors
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®Proteinuria, renal impairment defined as eGFR <30 mL/min/1.73
ular hypertrophy, or retinopathy.
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Very high CY
risk * Clinically established ASCVD or
* Severe TOD or

* 10-year CVD risk 220% using SCORE2-Diabetes

Patients with T2DM not fulfilling the very high-risk

criteria and a:

* 10-year CVD risk 10 to <20% using
SCORE2-Diabetes

Moderate CV Patients with T2DM not fulfilling the very high-risk
risk criteria and a:
* 10-year CVD risk 5 to <10% using
SCORE2Z-Diabetes
Low CV risk Patients with T2DM not fulfilling the very high-risk

criteria and a:
* 10-year CVD risk <5% using SCORE2-Diabetes

Severe TOD defined as eGFR <45 mUmin/1.73 m" irrespective of albuminuria; or eGFR 45
59 mL/min/1.73 m® and microalbuminuria (UACR. 30-300 mg/g; stage A2); or proteinuria
(UACR >300 mg/g stage A3); or presence of microvascular disease in at least three

different sites [e g microalbuminuria (stage A2) plus retinopathy plus nn:uru::path}-']_ﬁ'—q&'

ESC guidelines 2023
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Cardiovascular risk category mJb;é’f)

10:15 il 3G =) — Personal risk profile Vd

é Up to 10 year risk calculators @ Geographic region Europe Moderate Risk

Gender Female

Eﬂﬂ DB Age 54 ,5\\@ @’b

SCORE2 SCOREZ2-0OP \(b ‘Aé
ElFote . Age at diabetes diagnosis b Oé}{ks
QQ’ ‘\6
Current smoking Q}Q 6
& &

g@ Systolic blood preso@ . QK 145 mmHg

N\

SCORE2- @ @6
Diabetes Total cholé?o.rol (b'\ 190.0 mg/dL
6 oleéﬁ\ol 58.0 mg/dL

Z

- Ve 77%
SMART ASCVD 6® @A eGFR 78.0 mL/min/1.73m?
risk score A \(b Q\

e @

@Q .9
£
N
06

SCORE2-Diabetes )

Personal risk profile

Il

1,2%

10-year risk of CV event

Score 2 group; Eur Heart Journal — 2023



Cardiovascular risk category in 2
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® il progetto coore “E

* Atherosclerotic CVD (ASCVD) includes coronary heart disease and Epidemiologia e prevenzione delle malttie cerebro e cardiovascolari
stroke
Print summary
Calcolo del punteggio individuale

Kidney Measures

eGFR (estimated glomerular filtration rate)

(mLimin/1.73m?) 80 o @ \0

Urine Albumin to Creatinine Ratio moio) \('b (%2) Sesso: donna
click on units to change between mg/g and mg/mmal 10 . A Eta: 54
Convert Urine Protein-Creatinine to Albumin-Creatinine ® c}\ AbitLIEIiHE al fUITIO EI] sigaretta: S'\I
. . . ; . % Pressione sistolica: 145 mmH:
Original Pooled Cohort Equation (PCE) REE s @0 6\ Colesterolemia totale: 150 mgfd?
Original PCE Original PCE + CKD Patch Risk At Q} Q% Colesterolemia HDL: 58 mg/dl
yIs) @ . B
Diabete: 5i
@Dé:!]% I:I ﬂ % Gender OQhemalQﬁg Presenza di ipertensione arteriosa: no
A3

Lei si trova all'interno di una soglia attualmente considerata da tenere sotto controllo attraverso I

Race @ W@% Other
R
Systolic Blood Pressure mmHg) s (\ 145

La probabilita di andare incontro a un prime evento cardiovascolare maggiore € pari a:
4,3% nei prossimi 10 anni

N\
Antihypertensive Medicatiorr\/ {\Q No
O 4,3% in 10 anni

HDL Cholesterol [m@\g Q -
click on units to change betv and m@
O

Total Cholestergl

click on units to cha

Diabetez@ AQ Yes
Cuu@&mo@r\(b Yes
%)

190

0|0/0/0|0|0|0 |0

>

O\ Score 2 group; Eur Heart Journal — 2023
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Quale e il rischio di progressione del da{gﬁo renale?
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A. Alto/MoltgAlto
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B. Modér
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D. Nosi so/non sono sicuro
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Come si definisce la nefropatia dlab%tlca

6
> N
X @
™y F (b\\v %\u ™
Who and when to screen? How to screen‘(\' @
=\ \\(b
.~ :'*" CQ ACR
Yearly starting 5 years after diagnosis O P fine
\\(b @’and
Yearly starting at diagnosis b\{bi\A cGER
VN < 6\% V.
Q'?.\QK"@ "y
What to do with a positive result? Q§</ Kc»,Q".f'q.i’ha’c defines CKD diagnosis?
Repeat and confi @O | =
o epeat and confirm: 4 ' o Persistent urine ACR =30 mg/g
« Evaluate possible temporary or EpLII'ICI a -
» Consider using cystatin C and creatindie @nore and/or
SEEEE R (SR Persistent eGFR <60 mL/min/1.73 m?
* Only persistent abnormalltles e&%D = ’
and/or
% Initiate evidence-based t&k@é\nts Other evidence of kidney damage
B (8\% Y}Q A % A
@Q . QQA
F
S\
O%
R
Q De Boer et al, ADA-KDIGO consensus
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Risk of chronic kidney disease (CKD) progression by Q&b classification

GFR categories (mL/minf1.73 m?)

Description and range

AL
R
N
Q7 X0
S O AN
Albuminuria c%égn
Descrlpthnﬁﬂd e
3 @
A1 \Q’A{r& A3
CKD is classified based on: Normal to mild (b% M(faératﬂhf Severely
* Cause (C) increased & eﬁreased e
+ GFR (G) &S
* Albuminuria (A) <30 @ Q 30-299 mg/g =300 mg/g
<3 m mot} 3-29 mg/mmol =30 mg/mmol
\
G1 Normal or high =90 Q‘ %g?é Tr1eat Treat a;d refer
. &‘in:men Treat Treat and refer
G2 Mildly decreased 6 %\Q 1 "1‘33 rea H;

o
X~ O
Mildly to O I§ Treat Treat

B moderately decre 2

Moderat Treat
’b @
G5 6&13 s <15 Treat and refer | Treat and refer | Treat and refer
Q O ! 4+ 4+ 4+

Q*\

A(b' Qé Low risk (if no other markers of kidney disease, no CKD) High risk
Moderately increased risk BN very hiah risk

De Boer et al, ADA-KDIGO consensus



Quale e la probabilita di riduzione del VFG <\0&3 ml/min
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Rischio di progressione della neerqBatla

e
- R
e P o X
- CKD&%sm  RISK MODELS N
CKD-PC - \\' @g
LN ’b
Kidney, Failure Risk 0\@ ’0 Ad d
idney ranure RIS Risk of 40% Decline in \b vance
Equation Kidney Function ¢ CKD Risk Tool
Who is it for? .. Who is it for?
ho is it for?
eGFR < 60 mL/min/1.73m2 WEveryc:neﬂ 6& eGFR < 30 mL/min/1.73m2
%)
What does it predict? Q What does it predict?

What does it f@dmt? 6\
3-yr risk of 4o|ineé‘)@GFR
4

2- and 5-yr risk of End Stage Kidney
Disease (ESKD)

Risk of \O\’ @O
eGFR < 60
ecrRsgo N

eGFR > 60 mL/min/1.7, @AG
@ N
What does j
5-yr risk ofdev&ngéR < 60
& &\o
: D )
& R
O%

2- and 4-yr risk of ESKD, cardiovascular

disease, and death

CKD prognosis Consortium
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Rischio di progressione della nefrgﬁatia

5 Year Probability of eGFR <60 mLimin/1.73m?
%
36%
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Reset Print Summary %O .\ etes Status
)
Diabetes Status Dicbotes (b\.\(b > Yes o
Diabet Y (v \(b ég
13LOIGS £ bo {\A Patient Characteristics
Patient Characteristics QQ) o ?O
@ Ag%’{-s yrS) 55 Q
Age (20-a0yrs) 55 S ng nder Female (v]
)
Gender Female (V] @ . QK eGFR (mLimin/1.73m%) What's my eGFR? 80 (V]
A Amercan No (V) O 6\ Urine Albumin to Creatining (moig) 15
O s . V]
\ click on units fo change between malg and mg/mmol
eGFR {mL/min/1.73m?) What's my eGFR? 80 ®0C)?~ ¢\Q® SBP 145 0
Cardiovascular disease No O\@ é\q Antihypertensive Medication Use No (v]
BMI (kg/m?) What's my EMIZ 3 Q} g\e) HF No (v)
Smoking History Eve&d@&é@ CHD No S
DM Medication (bcé%l%o y & Afib No (v]
HbA1c Ké\' Q\@5 (V] BMI (kgim®) What's my BMIZ 3 (v]
Urine Albumin to Creatinine (mg/g) 4 : 3
click on units to change befween mgfg and mg/mi @Q R 0@ 15 @ Smokmg HIStOW Current Smoker @
_ N
Hypertensive ®Q K\ Yes S DM Medication Oral Meds Only &
NN
6\ HbA1c 7.5 (v]
QO

Q CKD prognosis Consortium
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Quale e I'aspettativa di vita (attesa) disMarta ?
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Quale e l'aspettativa di vita (attesa) dbiqp@loaudio ?

ST
N
. (\(0 .\@'\
N O
N
2
&% 5°
I Stat il tuo accesso diretto &7
° alla statistica italiana > @
N
(b’b @@
N\
Tavole di mortalita ® : Speranza di vita alia nascita con Italia cog}\' (,}\A
E# Personalizza ~ .Esp{:rta * Slatua interrogazione ~ @0 6\6 .

116.1

o
> 9
c
g 83.01 86.66
5 9527, s TSE
o 60
]
Termritorio 5
Q =4 27.24 3575 41.97
= Italia 32.358 32. 1&2@253 §?5 11656 31955 31.9 aa T3 2871 32017
E}(b 2146 23.06 24.19 2666~
®\'® K@ ‘3007 !’oo eoo eoo) \’oo ea”‘::o{? ‘:o’lf 1307)
kY é‘ -? b é‘ 0. SH. . ©
Q(b& @4@ 00 001 oc:g. :e:’ % 7> 07 0’6‘ %6
erio
Q@ & |
RN .
é\\} Q Halmien, Diabetes care Oct 2022
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SGLT2i effects by KDIGO stages or\,\boé\oGFR

O
O ..o

Neuen et al A]KD

A Low risk Moderate risk High risk Very high risk P trend
Placebo-subtracted
- 211 —2.67 -2.72 —2.62 06
difference (95% CI)
mL/minA.73 m) (-2.63,-1.59) (-3.44,1.91) (-3.93,-1.51) (-4.34, -0.91)
2.0 0.79
1.04
£ _
é,; i M Canaglifiozin N
gg A4 21 Placebo < i
22 201 10 N\ o > : e
£ L, 183 Q/z @ *'i’ B ST “i
N € 60- N SRte S
od a2 -3.09 -2.93 . Q £ . - *
O &73 'S S .
B Low risk Moderate risk High risk Very high risk P trend @ E . —— * -
Paceloapiodet 407 093 212 1.66 0.04 v (& =~ 55 9.
s E’n%’yr;ar; (0.86,1.27) (0.60, 1.26) (1.40,2.84) (0.7, 2.55) C) . \Q el Patients with -~ }~
O v .
o NV O\\Q’ v —— Normoalbuminuria, placebo +" *H-{
£ 0 \Q 17 504 —— Normoalbuminuria, empagliflozin ‘“{‘
ST j'g: W Canfifieein OQ ~ = Microalbuminuria, placebo e
< 45 \%\ 45 ~ — Microalbuminuria, empagliflozin
EE _2p4 1 . .
= 2[5' QQ Macroalbuminuria, placebo
== & . - - -
-30 (% ---- Macroalbuminuria, empagliflozin
-35- v
< S 0 A 7Sy R PR I SRR SO S SRR S B R
Figure 3. Absolute effect of canagliflozin versus placebo on (A) acute change in ated.gﬁ\{erular filtration rate (eGFR) and 0 4 12 28 52 EIE ED 94 IDE 122 136 150 164 1?8 192
(B) chronic eGFR slope (data are reported for week 6 in CANagliflozin cardio lar sment Study (CANVAS) and week
13 in CANVAS-R) in participant subgroups defined by baseline KDIGO (Ki isefﬁ@ proving Global Outcomes) risk cate- PR FCI"DW-UP IIWEE kj
gories (eGFR values shown are mean + standard error). % K
$ <
) Cherney Lancet DE 2017

O
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SGLT2i effects by KDIGO stages onoéGFR

\
“0 2

fo \\’0

A) Time to kidney failure in years, according to baseline eGFR \(b GFR sl laceho and if
e slopes on placebo and on empagliflozi
>0 B rFiacebo 9?\ \0
A5 B Ermpagliflozin &'@ﬂ‘\

v 40 Q)GHE N
m (S
L2 3 \6 eﬁ 60

i
S 30 <§‘ 0 T
= N (@7 Eso
£ 25 .\Q :E-
) .40 aliflozin
_-E 20 Q% E Slacebo Ermnpagliflozir
o 15 . 9 30
ot
2 10 N 20 \.
= 10 | ™ee 0 Mg

2 35 54 ID-E Differenca: 26.6 years 7.5
0 I . a Difference: 1.9 years
o5 5 5@\(0?:1 75 g% 0 5 10 15 20 25 30 35 40 45
Raseline eGER [mum"@} {(5! Time to kidney replacement therapy (years)
» @
0 @
(AN
Q)Q . 0@
QL
BN
O Fernandez-Fernandez Clin Kid Journal 2023
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Quali terapia raccomandate in questg@‘aznente?
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Quale target consideri adeguati in questg’ paziente?

@‘?’%&@

HbAlec LDL-c \®%o\®‘§@\®© PAS
A.<6,0 % A.<116 mgfﬁl A.<120 mmHg
B.<6,5 % <wwmg/dl B. <130 mmHg

C.<7% £;6870 mg/dl C.<140 mmHg
D.<7,5% &@Z’*’\@“@I\O) <55 mg/dl D. <150 mmHg

%\\\A Q;Q \Oe“

0\’?’Q
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SGLT2i (bné@
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Practical provider guide to initiating SGLT2 inl'{lbi; 4
in patients with type 2 diabetes and (;p \6\
N

©

*\{b

Assessment Intervention X2 Follow-up

* Assess adverse effects
« Review knowledge

* Anticipate an acute
drop in eGFR, which is
generally not a reason
to stop the SGLT2
inhibitor

Patient
selection

Glycemia

* Re-assess volume
+ Reduce concomitant
diuretic if needed

Volume

De Boer et al, ADA-KDIGO consensus



+ASCYDt +Indicators of high risk +HF

Defined differently across While definitions vary, most Current or prior ek>€ < 80 g, min per 1.73 m? OR
CVOTs but all included comprise = 55 years of age symptoms timing, ' (ACR = 3.0 mg/mmol

individuals with established with two or more additional of HF with {30rayg)). These measurements
CVD (e.g. MI, stroke, any risk factors (including obesity, documented m=> vary over time; thus, a repeat
revascularisation procedure). hypertensian, smoking HFrEF or HFpEF it¢.asure is required to document CKD.
Variably included: conditions dyslipidaemia or albuminuria) -
such as transient ischaemic
attack, unstable angina,
amputation, symptomatic
or asymptomatic coronary
artery disease.

+CKD (on maximally tolerated dose
of ACEi/ARB)

PREFERABLY

SGLT2i® with primary evidence of
reducing CKD progression
Use SGLT2i in people with an eGFR =
20 mUmin per 1.73 m*; once initiated

should be continued until initiation
of dialysis or transplantation

______ 1] J S —
GLP-1 RA with proven CVD benefit if
SGLT2i not tolerated or contraindicated

with proven

HF benefit
in this

population

GLP-1 RA® with proven
CVD benefit

I HbA,_above target, for patients
on SG6LTZi, consider incorporating a

. GLP-1 RA or vice versa
vice versa )

« For patien@t 2 GLRPRA consider adding SGLT2i with
prove en
)

If additional cardiorenal risk reduction or glycaemic lowering needed

ADA EASD Consensus 2022
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Marta — fine visita (b@O
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Conclusione: Diabete tipo 2 in pazente con obesita, dislipidemia, pog&?@? ipertensione arteriosa, in

L] L] L] L] ] L[ ] L] o L[] \ . \ ] L[]
prevenzione cardiovascolare primaria con segni subclinici di ateﬁﬁ%@msz (ateromasia TSA) a

rischio cardiovascolare elevato/molto elevato. ‘é}?

@
> Seguire indicazioni dietetiche (+ visita dietistica), \rz;b 2

—> Attivita fisica = cercare di raggiungerei 15 0/2000@?1'4@,@%&&

—> Si spiega Uimportanza dell’abolizione dell’abit &i@@\tabagica

-  Empagliflozin/metformina 5+1000 mg BID Q§<{ Q@q

- Dulgalutide 1,5 mg 1 fl s.c. (da iniziare 1 1&%@%\6101)0 empa/metf) (target HbAIc <6,5%)
- Rosuvastatina 10 mg + ezetimibe 10 < {@get LDL <55 mg/di)

- Monitoraggio PA al domicilio se Pza}@ {\4{0/90 inizio terapia con ACEi o sartano

- Si discute beneficio/rischio ASA e &l lgbomento Si concorda per sospensione
>
\(be}@\(b
Visita a 9-12 mesi con control (‘Z@é‘ermedio esami
(Esenzione) Fundus oculi, 1&%{3&’ cardiologica con ECG, eco-addome, doppler AAIL

Esami completi (con L[é@?fz}ﬂ@
S
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