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Caso clinico 1 (Claudio) °
.\Q\(b{\
Claudio, 69 aa, inviato dal MMG (prima visita) (bofb .,\(8\

An. patologica: Diabete da 5-7 anni, HbAlc 6.8% (in metformina 850 BID \(5\\ &)
Ipertensione in terapia da 10 anni con ACEi (ramipril 5 mg) e discreto cp@mﬁo{\l@PA 135/80 domicilio); Nessuna
storia di malattia cerebro-cardiovascolare COOO\~ N
%>
. NP
An. familiare: madre diabetica, padre deceduto per ictus a 88 aa,\,gl"ﬁeg‘éso), nonno paterno IMA non precoce, non
dislipidemia o altre condizioni di rilievo Q’b\\)@c;&
.
e O
An. fisiologica: Stile di vita sedentario + 1 camminata/@ c&@BO-4O minuti; Non fuma.
Dieta abbastanza varia con qualche extra (dolci). Be@ b‘iéch. di vino a cena. Peso: 88 Kg (BMI 29 kg/m?2),
graduale incremento di 10 kg negli ultimi 10 anni?:ﬁa,gﬁgli in buona salute.
Esami: Hbalc 6.8%, FPG: 142 mg/dl. O 0¥
Col-Tot 180 mg/dl, ,c-HDL 54 mg/dl , T@g'[ %@%g/dl c-LDL =94 mg/dl Col-nonHDL= 126 mg/dl
Creatinina 1,57 mg/dl -> VFG (CKDE> )@31 ml/min ; UACR = 37 mg/g (spot)
Emocromo n.d.p, AST 23 U/L e A%fﬁ @%/L
\§
> W
EO: PA 140/85 mmHg, FC 7&%%(15&{, BMI 28 kg/m2; Addome globoso, fegato a 3-4 cm dall’arco costale in
inspirium, per il resto obic\-@@VQg’ cardiopolmonare e addominale ndp. Polsi AAII simmetrici, normosfigmici.
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per inquadrare meglio il pazienté?
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Quale e il rischio cardiovascolare del paz%eﬁ\te?
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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.

)
o

N

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 in 'l;é’f)

’\V ‘{\

Development process % é'\D
tes @
Original SCORE?2 algorithms: 'Y& models ﬁ
Predictors: age, sex, smoking, diabetes, SBP, total and HDL cholesterol t @
Calibrated to predict CVD risk in: 'ﬁ - é\. \\(b'
low, , high and very high risk regions of Europe ; C)\ .\(b
a
v p Key features
Adaptation of SCORE?2 for individuals with type-2 diabetes: . Est®\tés 1 @risk of CVD events in individuals with type-2 diabetes
Added predictors: age at diabetes diagnosis, HbA1c and eGFR
—» SCORE2-Diabetes \@;cn @les risk in individuals with type-2 diabetes using conventional
Cv N factors and those specifically related to diabetes
Data used: 229,460 individuals with type-2 diabetes from ®
electronic health records, diabetes registry, cohort studies O albrated to predict CVD risk in:
< 6 low, , high and very high risk regions of Europe
v Q}
Validation of SCORE2-Diabetes: @Q  Aligned with SCORE?2 risk predictions for individuals without diabetes
External validation in 217,036 individuals with type-2 K
diabetes from Sweden, Spain, Malta and Croatia O é\Q * Separate risk scores for men and women with type-2 diabetes

Example: 60 year old non-smoking individua! with .fnabetes SBP = 140 mm Hg, total cholesterol = 5.5 mmel/L and HDL = 1.3 mmol/L

A
(Hoderste vk regior.  (QITIRR
\° s T S 3 ——
&

¢ S Vern
D N4 { ! + + + ¥ ‘ ‘

%]
Newly diagnosed diabetes{(fe. atée 60), HbA1c & = FTITE T = & o
of 50 mmolimol, eGF@?@%ninﬂ.?Bmz C10% (7e% i 11.1%
Diabetes diag 9 <50 HbA1c of 70 FEST™ T .
mmoF!mol%@ miimin/1.73m? 12.9% 17.2% 127% 21.0% 20.4%
foQ

Q\ Score 2 group; Eur Heart Journal — 2023
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Cardiovascular risk category in 'l;é’f)

10:15 il 3G =)

é Up to 10 year risk calculators @

& i i N < SCORE2-Diabetes

Personal risk profile

Sor T Gender %(b (b
==f 0 | @
SCORE2 SCORE2-0P &:&%‘AQ n—— E I*I.I Q
Age & 9é€§<§
(O
o O

Age at diabetes diagnosis Q} q(b 64 years
— & @
% .9
Current smoking O
SCORE2- @
Diabetes v
. [forea),. Systolic bl@)egs&Q 135 mmHg
z otes \

hole | 180.0 mg/dL
?* \(&
e T N

No

I

SR 6@» HR)\ Zholesterol 54.0 mg/dL &
SMART ASCVD NG 20,5 %
risk score S \(b Q 10-year risk of CV event
i No previous \Q} HbAlc 6.7%
Q(b e“
& \0
Q eGFR 43.0 mL/min/1.73m?
i

O\Q’Q

Score 2 group; Eur Heart Journal — 2023
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Cardiovascular risk category in;@f)
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Predicted 10 year risk of atherosclerotic CVD*

CKD Patch and calibration are based on data from CKD-PC
(Chronic Kidney Disease Prognosis Consortium)

Calibrated Risk

PCE Calibrated 50th Percentile | - -E Calibrated 50th Percentile +

19.5% = 21.7%

* Atherosclerotic CVD (ASCVD) includes coronary heart disease and
stroke

Kidney Measures

eGFR (estimated glomerular filtration rate)

(mL/min/1.73m?) 45
Urine Albumin to Creatinine Ratio (mgig)
click on units to change between mglg and mg/mmaol 25

Convert Urine Protein-Creatinine to Albumin-Creatinine

® i1 progetto cuore

Epidemiologia e prevenzione delle malattie cerebro e cardiovascolari
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PCE Variables \\’b
Ado (a0 69 8{0 ) Calcolo del punteggio individuale
Gender Male 0®6Q Sesso uema
: &' é\ Eta: 69
Race White Ot > Abitudine al fumo di sigaretta: no
) Q/Q = g Pressione sistolica: 138 mmHg
Systolic Blood Pressure (mmki) N\ 5 \Q o Colesterolemia totale: 180 mg/dl
Antihypertensive Medications Oa és o g?lzsierolemia HDL: 5\4 mg/dl
iabete: 5
HDL Cholesterol mgey) \& < . . . )
click on units to change befween mg/dL and rrlmolllov~ .QQ\ 40 ° Presenza d] IPE‘I’tEI’ISlOﬂE arteriosa: =
'I;o:al C:](:!esh,terol (mg/dL) Q . Q\ 180 (v] Lei si trova allinterno di una soglia attualmente considerata a rischio elevato.
click on units to change befween mgidL an% OK\
Diabetes \O (%) Yes V) La probabilita di andare incontro a un primo evento cardiovascolare maggiore & pari a:
Q‘ (\ 24,9% nei prossimi 10 anni
O No (V]

Current Smoke& K6\

%)
6’0 N caiibration
N\

50th percentile in CKD-PC
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Quale e il rischio di progressione del da{bgaﬁ\o renale?
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Come si definisce la nefropatia dia etica

Vo)
)
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B ~ (b\v \\) 5
Who and when to screen? How to sc:ree,r(‘lb*?(\' @%
= céé} \©
Yearly starting 5 years after diagnosis ",\ J.'!%O 2\8@“"9 ACR
N4 Q)’and
Yearly starting at diagnosis 6& \AQ cGER
J v?) h\% V.
Q'?.\QK"@ "y
What to do with a positive result? Q§</ @ What defines CKD diagnosis?
Repeat and confirm: @O 2N =
o epeat and confirm: : 4 | /1  Persistent urine ACR =30 mg/g
« Evaluate possible temporary or spurln@a@s -
» Consider using cystatin C and creatindie {@wre and/or
SEEEE R (SR © Persistent eGFR <60 mL/min/1.73 m?
» Only persistent abnormalities @?me&%D = ’
@V > and/or
N
2
% Initiate evidence-based &E&{@é\nts Other evidence of kidney damage
B (b“é\' Q}Q A % A
@Q . QQA
&
N
. \,OQO De Boer et al, ADA-KDIGO consensus
QO

Kindey Intern 2022
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Risk of chronic kidney disease (CKD) progression by Q&b classification

aNd

GFR categories (mL/min/1.73 m?)
Description and range

.\v K
fob \\’0

Albuminuria ca@\n@
Description @w

A1 @"'3 A3

CKD is classified based on: Normal to mildly 6% tEIY Severely
« Cause (C) increased \\’b inceased increased
* GFR (G) ‘~§’
L <30 mg/g®> ,@B0-299 mg/g =300 mg/g
* Albuminuria (A) )
<3 m | c}\ 3-29 mg/mmol =30 mg/mmol
)
.9
G1 Normal or high >90 @ng\ T’f‘t Treat ";d refer
N .
. . reat Treat and refer
G2 Mildly decreased ﬁoﬁ %\ 1 1 E
\©
caa Mildly to QY O Treat Treat
moderately decrea R 1 2
v S
Moderatel Trent
R s g T
NS
44
@
&(b ; failure Treat an::l refer | Treat an::l refer | Treat and refer
% y 4+
(0,3 K
\\4 Q@ Low risk (if no other markers of kidney disease, no CKD) High risk
> Moderately increased risk - Very high risk

De Boer et al, ADA-KDIGO consensus
Kindey Intern 2022
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Quale e |la probabilita che Claudio abbia una riduzione @F\el 40% della VFG

. . . "’b
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Quale e la probabilita di ESRD (dialisi o traplaﬁto) a5anni?
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Rischio di progressione della nefrgﬁatia

5O
N4
Prognosis R
= CKDe&ngrtiim RISK MODELS \\(b @
CKD-PC - *\'(b ©@
4
. . , NN
Kidney Failure Risk Risk of 40% Decline in OQ . 8\\' Advanced
Equation Kidney Function \\’b ¢ CKD Risk Tool
Who is it for? Who is it for? (b(b KQ) Who is it for?
eGFR < 60 mL/min/1.73m2 . \ .AQ eGFR < 30 mL/min/1.73m2
Everyone 60 \\
. &> e -
What does it predict? What does it %du:t? 6\ What does it predict?
2- and 5-yr risk of End Stage Kidney 3yt risk of 409 NCline '@GFR 2- and 4-yr risk of ESKD, cardiovascular
Disease (ESKD) / @ Q disease, and death
&
We®
Z
¥ @
\\)C) ‘ Q\Q
0 C
N\ Z
Q
??~ Ké\O
&(} X\
A
& 5@
> W
@Q . 0@
P
5\
O

CKD prognosis Consortium



Rischio di progressione della nefrgﬁatia

3 Year Probability of 40% decline in GFR

4.8%

Reset Print Summary

Diabetes Status

Diabetes

Yes

Patient Characteristics

Age o-sops)
Gender

eGFR (mumin/ 73m%) What's my eGFR?

Urine Albumin to Creatinine (moig)
click on units to change befween mafg and mg/mmol

SBP

Antihypertensive Medication Use
HF

CHD

Afib

BMI fkgie) what's my Bar?

Smoking History

DM Medication

HbA1C

70

Male

45

30

135

Yes

No

No

No

30

Never Smoked

Oral Meds Only

7

0|0|0/0/0/0/0|0,|0|0|0|0

.

O
S

N

N
@6 N

Risk of Decline in Kidney & \g@
Function R4 @%
0 @

RN
O

N\

2.4% > 3

Reset Print Summary (b

Diabetes Status

Q :
Diabetes No V) . go tra ﬂSpLan‘[.

Patient Characteristics \
. &S | [WEVERD | | TE VEEE
¥
o

Gender Male

click on units fo change between mag/g and ma/mmol

SBP O\/ 130&\ (v}
Antihypertensive Medication Use \ [v]
D O(@s

HF @?‘ \é\ No (V)

CHD 6(b AQ No V]

Afib {02 \(b No ©
§’5\ 4

BMI (ko) What 7 AQ 30 (V]

Smokmi®9w ‘\()Q Never Smoked

Q (S

.ot
Q@

CKD prognosis Consortium
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Rischio di progressione della neerqBatla
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HOW CAN | REDUCE MY RISK OF KIDNEY@@A\K@ RE?

There are things you can do to reduce your risk of kidney failure over the next five years. Click be%@gse@w the following will decrease your

risk. @
N 2
I Current 5 Year Risk @ Your cn@nti@ar risk based on the answers you provided
is 1@5 Q
e O

0

Ac Qﬂg good blood pressure control can reduce your 5
N
& é@* risk from 1.55% to 1.22%.

%};. An ACE inhibitor (pril) or ARB (sartan) can reduce your 5
\® year risk from 1.55% to 1.08%.

An SGLT2 inhibitor (gliflozin) can reduce your 5 year risk
from 1.55% to 0.85%.

If you have Type 2 Diabetes, a non-steroidal MRA
(Finerenone), can reduce your 5 year risk from 1.55% to
1.19%.

CKD prognosis Consortium
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Riduzione del rischio di progressione deILa" nefropatia
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HOW CAN | REDUCE MY RISK OF KIDNE‘@"?%@LURE?
There are things you can do to reduce your risk of kidney failure over the next five years. Click b%@% 5@%’0\# the following will decrease your

risk. 9
N
>
I Reduced Risk [ Current Risk ) Your &@&'ar risk based on the answers you provided
\\

o‘z’ 6
A gmg good blood pressure control can reduce your 5
r risk from 1.55% to 1.22%.

y  An ACE inhibitor (pril) or ARB (sartan) can reduce your 5
year risk from 1.55% to 1.08%.

y  An SGLT2 inhibitor (gliflozin) can reduce your 5 year risk
from 1.55% to 0.85%.

If you have Type 2 Diabetes, a non-steroidal MRA

(Finerenone), can reduce your 5 year risk from 1.55% to
1.19%.

CKD prognosis Consortium
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Quale e l'aspettativa di vita (attesa) d.i(bﬁ@loaudio ?
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Quale e l'aspettativa di vita (attesa) dbiﬁloaudio ?

QK@Q 0@

040 155"

O\(b Halmien, Diabetes care Oct 2022

I Stat il tuo accesso diretto Q’o ’\Q}\
' M # alla statistica italiana ‘\{0 O
e
. o s .Q‘,\(b N
Tavole di mortalita ¥ : Speranza di vita O D
O~ .
[#Personalizza v [@Esporta * & Latua interrogazione ~ % 9\
SBE50 maschi
Eta e classi di eta 69 anni v ¢ . ESRD in T2D and control subjects
120
4
]
[
> 9%
c
. o
Territorio @9\ g_ el 7 7am 0
60
m Italia 15624 158415578 16.017 | 15848 16.157 5?9? @9 15.689 15.7 aa §
OO g 27.24 15 41.97
Voo S T
o . _ , S O @ 21.46 23.06 24.19 2666
Patient risk of progression to kidney failure requiring dialysis or Q‘ ’OQ TE (e o s o e D e o
, - > %, %, ~%, %> "%, 1y U, e s
transplant: ®\ 7o Ry O, A, O, % O, B, Ay
D \ %, %, ~%; 'ood, Y o % Y%
m m N - Eiiod
%)
3\ 4.8%
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Quali terapia raccomandereste in questd paziente?

N
RPN\
RN
NI
R\ @9
‘ 0 .2
" N
L .°
& &
N
00} KQ
& @
S
Q- O
IR
@ (bb\
&
P2 o
N
\\,C)?j N
VoS
QO e°
Q
?g~ Ké\O
&b Ae
D N
& 5@
> W
@Q .9
SR
DR
N
&
o



Lipid mana ant
" A eGFR < 60 ml/min per 1.73 m? OR
albuminuria (ACR = 3.0 mg/mmol
. (30mg/yg)). These measurements
//’" = may vary over time; thus, a repeat
3 . measure is required to document CKD.
Glycemic Blood

covnitrol pressure conitrol

+CKD (on maximally tolerated dose
/{‘ - 7 : of ACElARB)
GLP-1 ﬂA .ﬁntipiate-le::ierapdes ns-MAA (g@ PREFERABLY
0() . %]h SGLT2it wlilh primary Evidelm:eof
\ aaif- reducing CKD progression

Use SGLTZi in people with an eGFR =
20 mU/min per 1.73 m’; once initiated

should be continued until initiation
Metfarmin SGLT2 inhibitor of dialysis or transplantation
{20 moy MM N N e R-——-—-—---
GLP-1 RA with proven CVD benefit if
z*.‘ﬁ 5 SG6LT2i not tolerated or contraindicated
; G If HbA, above target, for patients
Diet Reiie Smu% R on SBL'I1'2i. consider incorporating a
Niahetas wiﬂi@ GLP-1 RA or vice versa
>

0%
Kidney—heart 559? factor management
QQ KDIGO guidelines 2022
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Terapia antidiabetica e DKDQé@

O
Table 2 | Considerations for selecting glucose-lowering agents in patients with T2D and 2'16\
—
2 &
P . Glucose- \(Qb' . Weiaht
rogf;rg:gon ASCVD Heart failure lowering &g& mia hE"gt Cost
o efficacy %O N eltects
- Potential Potential
Metformin Neutral benefit benefit Neutral -
R R
GLP-1 receptor Benefit* Palenhal High
agonists
DPP-4 inhibitors Meutral Neutral & ntermediate Neutral High
®O High (analogs)
Insulin MNeutral Neutral ?" Gain
= Lowgunan
Sulfonylureas Neutral eGP O Neutral [ High - LN TN  Low
n‘h
e . Noiogesz &g ---
e Neulrab’b \\Neutral Intermediate Neutral
inhibitors
X0 Q
{0 N _
MNeutral AQ Potential risk or high cost to patient
Polenll@gw{(&lntennedlale glucose-lowering efficacy - Increased risk for adverse effects
KEN &@n protection, high efficacy, low hypoglycemia risk, weight loss, or low cost)
9\\\
ol
Q De Boer et al, ADA-KDIGO consensus
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SGLT2i &
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a
Practical provider guide to initiating SGLT2 mhlt:}ltr.:mgf‘> q}\
in patients with type 2 diabetes and CKD ,(}\ \

Assessment Intervention \\fb@f:ﬂlow—up
S\{b
N

* Assess adverse effects
* Heview knowledge
« Anticipate an acute
drop in eGFR, which is
generally not a reason
to stop the SGLT2
inhibitor

Patient
selection

Glycemia

Volume
RN
N\
o%

&R
Q De Boer et al, ADA-KDIGO consensus
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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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\llo stesso dosaggio
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Metformin &°

P\

KA. N
N\

Recommendation 4.1.1: We recommend treating patients with T2D, CKD, and arbgqgﬂf‘\ém ml/min per 1.73 m?

with metformin (1B). f;\\’()(\\g\\'

Yas

N
> O
eGFR < 30 Stop metformin; doét Inlt@metfurmln
O D

X

o N

) >
eGFR = 60 eGFlyngoe’b aGFR 30-44

Immediate release: 60 Q
- Initial 500 mg or 850 mg@le.d @
« Titrate upwards by SOW /d 50 mg/d
every 7 days until |mqu§:;
Qlﬁ“ Q Initiate at half the dose
NG

Dose Initiation OR and titrate upwards to
half of maximum

Extend &as&:@\ recommended dose
- If G si @from immediate release

X OAnnuaIty if an metformin for rore than 4 years or at risk of vitamin B12 deficiency

N

{o

o] ¥
\a

Monitor kidney functlon(bb

Monitor vitamin B12 ?~

At least annually At least every 3—6 months

. Q@ eGFR = 60 eGFR 45-59 eGFR 3044
Q¢ L

RCPR)
SubseQbent dQe adjustment Continue Continue same dose. Halve the dose
(%) same dose Consider dose reduction In
QO certaln conditions (see text)
0 .
Q KDIGO guidelines



GLP-1 RAs &

AN

VIR
@ \\"’
GLP-1RA Dose CKD adjustm \
K@ \6
Dulaglutide 0.75 mg and 1.5 mg once weekly  No dosa \:I
Use wﬂ'@eG% mlfmln per 1.73 m?
Exenatide 10 pg twice daily }g@wlt@?ﬂ =30 ml/min
Exenatide extended-release 2 mg once weekly &(b L@wﬂth eGFR >45 ml/min per 1.73 m?
\
Liraglutide 1.2 mg and 1.8 mg once dejﬁrb \ No dosage adjustment
@ 6 Limited data for severe CKD
Lixisenatide 10 pg and 20 u@(e d{@g No dosage adjustment
O &> Limited data for severe CKD
@ Mot recommended with eGFR <15
QV‘ ml/min per 1.73 m?
Semaglutide (injection) Ué?ng aré}l mg once weekly No dosage adjustment
Q‘ Q Limited data for severe CKD
O
Semaglutide (oral) @ é@g 7 mg, or 14 mg daily No dosage adjustment
6 Limited data for severe CKD
O N
> @
S
4.2. Glucagon-like peptide-1 &p@ agonists (GLP-1 RA)
(\ \
Recommendation 4.2.1¢ ﬁatlents with T2D and CKD who have not achieved individualized glycemic targets
despite use of metformin and SGLT2i treatment, or who are unable to use those
.\Q)Q medications, we recommend a long-acting GLP-1 RA (1B).
ya\

N



o\(o'

\Oq .
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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Quali terapia raccomandere%ﬁ.
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Glycemic

&

GLFI:‘_-EL:lRA c)wqwempies n.*:_}ﬂ;:l:ﬁ
S . et
O @0 = management
P
» X T2 inhibitor RAS blockade Statin
Me% & mo [HTH
A, W
& o @
Q @\et Exercise Smoking cessation Weight
S &\Q Nishates with KN
D >
.\’\\A Q ° °
Q& Kidney—heart risk factor management
“0
O\

KDIGO guidelines 2023



Holistic approach

VLI

Lifestyle
Healthy diet Physical activity
SGLT2i Metformin
First-line (Initiate if eGFR =20; (if eGFR =30)
drug therapy continue until dialysis It
or transplant)

BY @

Regular reassessment

of glycemia, albuminuria, %\
BP, CVD risk, and lipids @ \Q
L 4
. GLP-1 RA if needed to | MRA® if Dihydropyridine CCB
Additional achieve individualized \) 0 mg/g and and/or diuretic* if
risk-based glycemic mrgeb al potassium needed to achieve
therapy % ﬁ (%) % individualized
. OQ b BP target
\g 2 )
N J
E}(b X\
R !
Qer se-lowering Steroidal MRA if
(b if needed to needed for resistant
@Q ) @ﬂe individualized hypertension
QK K\ glycemic target if eGFR =45
SRR 2
-\

Regular
risk factor
reassessment
(every 3-6
months)

Moderate- or
high-intensity statin

@

l l

Antiplatelet Ezetimibe, PCSKGi,
agent for or icosapent ethyl if
clinical ASCVD indicated based on

% ASCVD risk and lipids

ol

T2D only

All patients
(TID and T2D)

KDIGO guidelines 2023
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o>
Statins and CVD risk reduction by eGER in T2D

. : N
Efficacy of cholesterol-lowering therapy in 18 686 people ,06 Q‘}{b
with diabetes in 14 randomised trials of statins: ‘\\Q}Q. 8\\'
a meta-analysis ‘Q}@ @%
Cholesterol Treatment Trialists’ (CTT) Collaborators* ‘\é\' ’\\Q .
Events (%) OC) "\\,0 Test for heterogenity
Groups Treatment Control » o RR(Q) ortrend
N 4
Estimated GFR (mL/min/1.73m?): (b’b @
<60 415 (20-6%) 477 (24.0%) 6\4} Sﬁ_ 0-83 (071-097)
=60-<00 816 (15-5%) 961 (184D go.— 0-81(0:72-0-91) ¥=29; p=0-00
R .
=90 194 (12.5%) 286 (182) (bé—.— 0-65 (0-50-0-84)
—- RR(99%CI) \<</ @Q’ﬂ_'g o0 le
<> RR(95%C1) @O ¢) Treatment better Control better CTT Collaboration Lancet Diab Endo 2010
\&
Vel
Number of events (% per a"\l@ . (‘\\Q RR [cu per 1.0 mmol/L P for
Statin or more L’bm‘rfm \S'J reduction in LDL trend
intensive regimen \Q‘uten@e%%gsimen cholesterol
O~ N
. O
Major vascularevent @ (0\ !
eGFR 260 mL/min per 173 m* 7348 O%) S san@6w —] 078 (075-0-82) 0008
eGFR 45 to <60 mL/min per 1.73 m* 277 3%%) 3013 (4-6%) - 076 (070-0-81)
eGFR 30 to <45 mL/min per 173 m’ 1.5 1014 (5:2%) - 0-85 (0.75-0-96)
eGFR =30 mL/min per 173 m® not on dialysis (b\?.zﬂ@} 364 (3-5%) —;—-— 0-85 (0-71-1-02)
on dialysis &Q . EQ{J,.?%} 509 (5-0%) o 0-94 (079-1-11)
Total @Q {l'&bﬂf (3-2%) 14079 (3.9%) % 0.79(0.77-0-81)
. . ‘Q 2 | | |
- 99%or () 95%C %\\3 4 05 075 10 15
o «— —
(OQ LDL cholesterol  LDL cholesterol
: lowering better loweri . :
Q\ oueringbetter foweringworse CTT Collaboration Lancet Diab Endo 2016
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Q\
Benefit of PCSK9i and Ezetimibe on CVD by eGFR (m;bxéd populations)

\ \
\\fo
ODYSSEY OUTCOMES FOURIER b\ IMPROVE IT
7.9 8.1 I:’lnt =0.21 ° 16.1 pmt =0.77 Plnt =0.10
16 14.6
14
12 30.8 31.1
10
60-90 60-90 >90
> \\Q’
W Alirocumab ™ Placebo \,06 \fb B Ezetimibe m Placebo
@ Q}Q’
CHD Death/MI/Stroke/UA@Q «\C’Q’ CV Death/MI/Stroke/UA/Revasc. CV Death/MI/Stroke/UA/Revasc.
é\\}

Q\(b Eur Heart J, 2020 (41) 4124-4126, https://doi.org/10.1093/eurheartj/ehaa550
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Q\
Lack of benefit on prevention of DK ¢®

RS
\’0
.(\(b x’g
\\0 N\
TAELE 3 Change in Kidney Function Over Time According to Treatment Group \(b 6\
Evolocumab Placeb \(b' \(&wla:umah vs. Placebo
(n =13,782) (n = 1(&) (n = 27,554)
Events KM (%) EW’Q@ KM HR (95% CI) p Value  p Interaction
Overall ,3\"
=30% decline in eGFR 367 3.2 \‘b 3?@ 3.3 0.99 (0.86-1.14) 0.90 -
=40% decline in eGFR 159 1.@ O(IS 1.4 1.05 {(0.84-1.31) 0.66 -
=50% decline in eGFR 63 @% 6\6 65 0.6 0.97 (0.69-1.37) 0.86 -
=50% decline in subgroups Q)e Q>
Diabetes \Q/ KQQ 0.15
Mo diabetes (evolocumab n = 8,728, placebo n = 8,750) O E.\Q 0.2 24 0.3 0.67 (0.36-1.27) 0.22 -
Diabetes (evolocumab n = 5,054, placebo n = 5,022) @ éfﬁ 1.0 41 1.0 117 (0.77-1.78) 0.46 -
Baseline eGFR C)?* 0.09
Stage = 3 CKD (evolocumab n = 2,302, placebo n = 2,141) ) &p} 11 26 1.2 0.87 (0.50-1.52) 0.62 -
Stage 2 CKD (evolocumab n = 7,456, placebo n = 7,578) O @) 32 0.5 23 0.4 1.39 (0D.82-2.38) 0.23 -
Preserved kidney function (evolocumab n = 4,024, p ~053) 7 0.2 16 0.5 0.45 (0.19-1.10) 0.07 -
o\o
Event rate for binary changes in eGFR overall (=30%, 40% @ﬁde&@ in @GFR) or in subgroups defined by diabetes or baseline CKD stage. Calculations were based on Cox proportional hazards models
adjusted for randomization strata (LDL-C =85 mg/dl and re&n
2GFR = estimated glomerular filtration rate; other a |at|w\s in Table 2.
~
) Q"
Q2
&
B\
‘ ,OQO Fourier — renal outcomes
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Effect of Icosapent Ethyl by CKDAﬁ%us

ORIGINAL RESEARCH ARTICLE © Q&(y
. LN
Benefits of Icosapent Ethyl Across the S es®
- o in Pat - o O
Range of Kidney Function in Patients With 2 @
: : - - . O X0
Established Cardiovascular Disease or Diabetes: SN
REDUCE-IT RENAL Q}\fo >°
2 A@@
S
QQ’ .\® Interaction
End point/Subgroup lcosapent Ethyl Placebo . < abusapant Ethyl vs.Placebo P-value
/N (%a) N (%al \<<,: @é HR (85%CT)
Primary Composite End point Q‘ . é
2
Overall Population TOSM40B9 (17.2) EIDIJ'C@ [2023@’ - 0.75(0.68, 0.83)
Prespecified Baseline eGFR Group \9 OQ’\ 0.41
<60 mL-mim'-1.73 m—= 197/905 (21.8) Qbozﬁé‘@” (28.9) - 0.71(0.59, 0.85)
60to <90 mL-mim*-1.73 m=* 3802217 |jl'|'§?~ K@&!EEEB (20.9) - 0.80(0.70, 0.92)
290 mL-min-"-1.73 nr2 128/963 r&‘M} € 1701939 (18.1) —- 0.70 (0.56, 0.89)
\(b @\
Q&
> W
@Q‘ )
N
Q (¢

NNT
14
27
21



Effect of Icosapent Ethyl by CKD s;lzhtus

’0
(b ’Z} Interaction
EndpointiSubgroup Icosapent Ethyl Flacebao lcosapent Ethyl vs. &b&bﬂ b\ P-walue
N (%) N (%) HR r5~59{§9
Primary Composite Endpoint \ @
Owerall Population 7054088 (17 .2) 4014080 (22.0) Oc)?) S\\'(& 0,75 (0.68, 0.83)
Post hoc Baseline eGFR Group © ot 0.52
215 to =30 mL/min/1.73 m? 1128 (24.1) 10v3T (27.0) %{b—@@—— 0.58 {0.21, 1.88)
230 to =45 mLmard1.73 B3/210 (2B8.8) TT232 (33.2) \(b é —— D.83 {0.59, 1,18)
245 o <80 mLmen, 73 md 1270E5T (19.3) 1 TEIEAZ (2T 4) b\) ﬁ\ — 0,66 (0,53, 0.84)
=60 mL/min/1. 73 m* S0B/3180 (16.0) EIRIITT (20 - 0.77 (D65, 0.87)
R
\
Key Secondary Composite Endpaint Q‘ @ 6
Overall Population 459/4089 {11.2) %@u 6@;0" - 0.74 (0.65, 0.83)
FPost hoc Baseline @GFR Group @O 0.87
15 to <30 mLmin/1.73 m? TIZ (241 )Y~ @Y (24.3) - 0.67 (0.23, 1.93)
=30 to <45 mLan'1. 73 m 461218 . Q@mz (278) NI 0.72 (D.49, 1.05)
245 to <80 mLmin/1. 73 m? kT A) \Q) 1320642 (20.8) —. 0.71 (0.55, 0.92)
=60 mL/min/1.73 m*® :3(@13'3%9 40113177 (12.8) - 0.75 {D.684, 0.87)
&S .
& e{g\ 0z 10 20
a}(b 3 lcosapent Ethyl Better  Placebo Better
@
£ @
(N
&QQ . QQ
¢ GFR decli
3 * No effect on eGFR decline
N
S

* No evaluation of albuminuria



Effect of fenofibrate on CVD angﬁ%KD

~AD

S
N4
Fenofibrate (on top of statins) benefit is further confirmed after 9.7 yearst follow-up in ACCORDION
. . . . O O
-> extension follow-up of ACCORD clinical trial @S S
. N
oc’\@&@
D &
NG
Figure 3. Hazard Ratios for the Primary Outcome in Prespecified Subgroups o m(b ég
Statin +Fenofibrate  Statin+Placebo Hazard Ratio Favors | Favors PQ \f':r {\A
Characteristic Events/No. (%) Events/No. (%) (95% CI) Fenofibrate | Placebo @ ract%l()
LDL-C @) N
<85 169/925 (18.27) 175/885 (19.77) 0.90 (0.73-1.11) e \Q _096
85+111 155/928 (16.70) 182/916 (19.87) 0.80 (0.65-1.00) —— Q~ q(b
Hztu 182/871 (20.90) 179/919 (19.48) 1.11 (0.91-1.37) — .Qg:O’ QKQ With atherogenic dyslipidemia
(TG>204 mg/dl AND HDL-c <34 mg/dl)

<35 197/956 (20.61) 2247903 (24.81) 0.81 (0.67-0.98) 6\
35-40 159/852 (18.66) 157/858 (18.30) 1.01(0.81-1.26) %
=41 150/916 (16.38) 155/959(16.16) 1.02 (0.81-1.27) . .

"D 27 % risk reduction of MACE over 10 yrs

Triglycerides C) \Q
<129 146/879 (16.61) 186/930(20.00) 0.83 (0.67-1.03) Q—I—@‘ : 37
129-203 171/918 (18.63) 160/908 (17.62) 1.04 (0.84-1.29) O\/ é—H (95% C.I. 5'44%)

=204 189/927 (20.39) 190/882 (21.54) 0.93 (0.76-1.13) P @—I——
Dyslipidemia . O
[ No 407/2242 (18.15) 415/2266(18.31) 0.99 (0.86—@~ 6\ —— .05
Triglycerides >204 and HDL-C <34 99/482 (20.54) 121/454 (26.65) 0.73 (0.5’6; ) (%) —a—
60' \N

xQ Q\Q’ o5 10 20 Without atherogenic dyslipidemia

Q&%@Aé Hazard Ratio (95% CI) (TG<204 mg/dl OR HDL-c >34 mg/dl)
Q&Q’&‘K\Q no risk reduction of MACE over 10 yrs
R\
<

Elam, JAMA Cardiology, 2019 . Q)QO
Q\
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Effects of fibrat lbuminf
P\
Journal of the American College of Cudi:_:]ugy ] Vol. 60, No. ED, 2012 6\* ®‘.§'
D2 by the American Colleg 2 httpy//dx.do.org/10.1016/j.jace.2012.07.049 Q(b d(b\'\
] &8
NN
@ @9
Effects of Fibrates in Kidney Disease \é@ (b\\fb
A Systematic Review and Meta-Analysis %00 ,\A\\'
=)
N
Fibrate Placebo \(b’(} Q}Q)
Events Total Events Total @6\7’ c;\\A Risk Ratio; 95% CI
Progression of albuminuria \®0®6\

Ansquer 2005 12 155 28 159 \<<,Q' @9 0.44 (0.23-0.83)

Davis 2010 473 4249 557 4304 @OQ* %\Q " 0.86 (0.77-0.97)

ACCORD 2010 1339 2765 1474 2?5&} Qr(}@ : 0.90 (0.86-0.95)

Overall 1824 7169 2059 2% O 0.86 (0.76-0.98), p=0.02

0¥ b (2 = 63%, Q=5.47, p for hetero=0.06)
Q& & 0507 1 152
\g {g\o Favors fibrate Favors placebo
Regression of albuminuria &b R\4

Ansquer 2005 20 @ @\(017 46 . 1.00 (0.60-1.67)

Davis 2010 475 & 1%3’ 407 1040 = 1.20(1.09-1.33)

Overall 498 &{?8’5 424 1086 * 1.19 (1.08-1.31), p=0.0005

R e (12 = 0.0%, Q=0.45, p for hetero=0.50)
P 05 07 1 15 2
Favors Placebo Favors Fibrate



Effects of fenofibrate on e(-iz,l?e‘ﬂQ

"b
\
8_ .\(b'\
78-
[ap]
™~
T
£31
f slopes +1.4 (0.8 to 1.9)
& ml/min/1.73m2 per year

™ in favor of fenofibrate

E_

"N T T T T | T
@3’18\\ 04 28 32 36 40 44 48 52 56 60
Visit (month)
&
?" '\O —&— Placeho —@— Fenofibrate
&
&b Ae
\‘b N

Inﬁlal deep - reversible after discontinuation

s \C\Nlth slower log-term eGFR decline placebo
@Q &

& R

>

S
T

0\(0 Ferreira et al Diabetes Care 2022



. . . : SHITT
Diabete e CKD — non dimenticate la statina peftil rischio
. -
cardiovascolare! %

-
s

\\0’

"

Lipid management @d

. & o
7 80 &
G;}lcemic (b m
control &um@%l [P
. kidn
: QO First-line
A . o
GLP-1 R.HQQJ{ (a\telefthempies ns-MRA e
-.T%\/ o (ASCVD) (T20) e
N @ and self-
Q‘ . O(\ management
¥ &
{u\%mj&@ EJEI.T.EI_:EIS]IhItDr
,g‘g;b N 5
K. g’ %, s}
Q &K Diet Exercise Smoking cessation Weight
,\\\Q(b QQ Niahates with CKN
)

Kidney—heart risk factor management
Q\ KDIGO guidelines 2023
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Target pressione arteriosa ¢

RS
3.4. Blood pressure control 0 N
Recommendation 3.4.1: We suggest that adults with high BP and CKD be treated g\iﬁ\] &S\\

target systolic blood pressure (SBP) of <120 mm Hg, when tolerated, using Sta@%@ KDIGO guidelines 2023
office BP measurement (2B). c‘)\Q) N

& O
Practice Point 3.4.1: Consider less intensive BP-lowering therapy in pa&?&;\@&th frailty,

@fgl &ﬁﬁot«eusion.

high risk of falls, very limited life expectancy, or symptomatic pusg
Qe L

()
e O

a\ o

Recommendations and statements

R
m<g§<f Q@ CoR LoE

Patients 65 to 79 years old <« 2
y V® \Q)

P\
The recommended office threshold for initiation of drug @a\‘m&ﬁvis 140/90 mmHg.

ESH 2023

However, lowering BP to below 130/80mmHg ¢ ‘?o\ sidered if treatment is
N

well tolerated. e
N7, SN\

N AN
The primary goal of treatment is to lower BP to {%@ﬁb.
e

o
Drug treatment strategies in patientsfg&h&@% 2 diabetes
\S
should be the same as for patienég%it@é%t diabetes and the
primary aim is to lower BP be%cﬁﬁ «\1‘3%;‘80 mmHg.
AN ()@

O
S
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Target pressione arteriosa ¢

&)
. : L . N
Treatment strategies in patients with kidney disease ‘\\Q‘ 8\@

Recommendations and statements

BP should be monitored at all stages of CKD, because ESH 2023

hypertension is the most important risk factor for end-stageb\)

kidney disease (ESKD). @c,@ S
In all patients with CKD the primary goal is to Inw%géfﬁ@
4

: . N
BP to <140 mmHg systolic and <90 mmHg dl:@@té\Q

In most CKD patients (young patients, E)Q&élz\ta\ewith an Il B
albumin/creatinine ratio = 300 mg/g, higb%&‘@sk patients)
office BP may be lowered to <1 3[1@1}13}3’9 if tolerated.

An ACEi or an ARB, titrate%i§\izb\@@maximum tolerated
doses is recommended for Qtle%b&vith CKD and moderate

N\
(UACR 30 to 300 mgf@nr\gévere (UACR > 300 mg/g)
o @
albuminuria. Q o‘&

j)

In patients with g?t , 2@ BP target of less than 120/70 mmHg
is not recommghded.

O\
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Target pressione arteriosa ¢

S
Recommendation Table 10 — Recommendations for o (&\
. . ) ) AR
blood pressure management in patients with diabetes \\’0 . @
X 5

Treatment and»,s\al u@n
Recommendations Class®* Level® )

Lifestyle chan w@ loss if overweight, physical

- = = o 3 \.- - - = =

Screening for hypertension activity, a | I&lmnn, sodium restriction,
Regular BP measurements® are recommended in all incr confmption of vegetables, using low-fat

da@p‘r ) are recommended in patients with
@éi\a}bg Sand hypertension, 25207210
o) @r&ommended to initiate treatment with a
Q(Qc:mbinaticn of a RAS inhibitor and a CCB or

patients with diabetes to detect and treat
hypertension to reduce CV risk. 193232233

Treatment targets

A
&

Anti-hypertensive drug treatment is recommended N\ \@ thiazide/thiazidelike diuretic 196:213-216218241
for people with diabetes when office BP is >140/ Q~ ’\Q
196,202,234,235 © Home BP self-monitoring should be considered in
90 mmHg. ™ 2234, \& 3
> patients with diabetes on anti-hypertensive treatments lla

It is recommended to treat hypertension in patients O
with diabetes in an individualized manner. The BP goal
is to target SBEP to 130 mmHg and <130 mmHg if
tolerated, but not <120 mmHg. In older people (age
>63 years), it is recommended to target SBP to 130—
139 mmHg, #5623 D

An on-treatment SBP target of <130 mmHg mag\& R\
considered in patients with diabetes at par@%ﬁn{&,@
high risk of a cerebrovascular event tc:r ﬁ%@r Wuce
their risk of stroke,'**"9%:23%.240 %\\\ 4

to check that BP is appropriately controlled.***

24 h ambulatory blood pressure monitoring should
be considered to assess abnormal 24 h BP patterns,

including nocturnal hypertension and reduced or lla
reversed nocturnal BP dipping, and to adjust

anti-hypertensive treatment.”*?

O
S

o e T T
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Claudio —fine visita ¢
(\\ {\
Conclusione: Diabete tipo 2 in paziente con IRC stadio 3b con mtcgga? inuria, sovrappeso,
ipertensione arteriosa in prevenzione cardiovascolare primaria | \\@cﬁschw cardiovascolare molto
elevato A
OO .s\{b
P P
N

—> Seguire indicazioni dietetiche (+ visita dietistica); ,b‘b @

—> Attivita fisica = cercare di raggiungere i 150 mm@é%}ettx\

- Empagliflozin 10 mg 1 cp la mattina Q~® &7

- Metformina RP 1000 mg 1 cp la sera Q§<’ @q

- Atorvastatina 20 mg + ezetimibe 10 mg (targhet\iﬁ)L <55 mg/dl)

- Incremento ramipril a 10 mg/die e mon@’r@‘gto PAal domicilio (target PAS < 130 mmHg)
@O @

Tra 4-6 mesi invio esami via email R@? eventuale aggiunta GLPI agonista per prevenzione

cardiovascolare e target HbAlc (53,\‘5/ ).

(Esenzione) Fundus oculi, w%ﬁ? @rdzologlca con ECG, eco-addome, doppler TSA, test

cardiovascolari per neuropQ‘tQiqétutonomlca

Visita di controllo a 9-1 g@»éﬁt
0\’?’Q



Che altri accertamenti/valutazioni servirebbero per mqqa@rare meglio il
paziente? O\sz

&
@A @
SO
X

Non altri esami recenti dlSpOll\ﬂ%%’{b
ma esami di un anno prima con creatlnlnagﬁnék (VFG 49 ml/min)
non c’é UACI%\\Q

Ecoaddome (steatosi epatlcng giﬁroscan per fibrosi?)
fo

Fl@ﬁﬁ ocull,

valutazione neuropatia (test q.ﬁd&%vascolan per neuropatia autonomica)
Valutaz O descrizione del piede
\O
R?é @sﬁicazmne del rischio CV:
¢> @V\ isita cardiologica con ECG

Q(&i“ég Doppler TSA
Y Lp(a)
.A(OQ @Kﬁ
&R
&
o
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SGLT2i effects by KDIGO stages onoéGFR

‘ \ ;\
L 5
Neuen et al ‘,0}\ - D
~ ©
A Low risk Moderate risk High risk Very high risk « &ren&\rb
Z{%Z?S&i"{gtggf:tgﬂ ( 26 59 (3 P 9) (3 o] 5) (4 33 Eizs@o
(mUminA.73my T T I ST
2.0 \\@?g
1.0 1 Q)
£ _
SE 04
é,';_: 10- M Canagliflozin
%, E Placebo
52 20 1.10
£
-3.01
a0d 32
B Low risk e ri @ High risk Very high risk Ptrend
Placebo-subtracted 107 C)?* 912 166 0.04
difference (95% CI) . : !
(mUmin/1.73 meyear) (0.86,1.27) (0. i N 26) (1.40,2.84) (0.77, 2.55)
10 v
o =
EE W Canagliflozin
S Placebo
& -0.83
Sz
=
8% 12
\ ) .49
N\

.OQ C

Figure 3. }Iute @ct of canagliflozin versus placebo on (A) acute change in estimated glomerular filtration rate (eGFR) and
(B] cl g;?\/ ope (data are reported for week 6 in CANagliflozin cardioVascular Assessment Study (CANVAS) and week

in participant subgroups defined by baseline KDIGO (Kidney Disease: Improving Global Outcomes) risk cate-
eG FR values shown are mean * standard error).

o’\Q’Q
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Empa-reg Kidney — by eGFR and U&ﬁ%

NEIJM 2016

O : ‘;\
A

NI

N
. (\(b .\’0
&S
> &
N
Q .
PN
SN
-\
Figure S6. Post-hoc subgroup analyses of doubling of serum creatinine, in(k@ion %%’enal replacement therapy, or death
due to renal disease. > @

> o8
Cox regression analyses in patients treated with =21 dose of study drug. p- i {é@tesl of homogeneity of treatment group
difference among subgroups (test for treatment group by covariate inter, n)adath no adjustment for multiple testing.

e O
&S
Empagliflozin Placeb@ & p-value for
Patients analyzed O ’\Q Hazard ratio (95% Cl) interaction
Doubling of serum creatinine, initiation of renal replacemen @6
therapy, or death due to renal disease (&
All patients 4645 323\(\ U —
Urine albumin-to-creatinine ratio X l 0.51
<30 mg/g 2766\ %ﬁs —_—
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CKD stage 1 to 3
eGFR =30 ml/min/1.73 m?

Increase to full-dose if well wolerated®

ACEi or ARB + CCB + 1y Diuretic®

Increase ta full-dase if tolerated®

EACEi or ARB + CCB or ;. Diuretic? N

True resistant hypertension®
Add
I} Spironolactone® (preferred)
or other MRA
or Il) BB' or Alpha-1 Blucker
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True resistant hypertension®

Add
1) Chlorthalidone (preferred)
or other -, Diuretic
or Il) BB or Alpha-1 Blocker
or lll) Centrally acting agent
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Effective treatments options to lower LDL-gRolesterol
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Intensity of lipid lowering treatment &f(}(\‘\”\\Bempe doic 22%
Treatment Average LDL-C red *\r', @ Eze+Bempedoic 42%
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Diabetes and CKD
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Personalized approach
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Benefit of PCSK9i and Ezetimibe on CVD by eGFR (m;bxéd populations)
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