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Venerdi 16 marzo, 17.00 - 18.30

Gli altri obiettivi terapeutici in corso di nefropatia diabetica
Moderatori: Fiernicola Garofalo, Vincenzo Toscano

* Real practice M. Pellegrino
« Target pressori: quali valori e come raggiungerli Maurizio Nizzoli
* Importanza di un corretto profilo lipidico Antorio Caretto

* Gestire cardiopatia ischemica ed iperuricemia Ruggero Pastorelli



Conflitti di interesse @ @

Kagol, 16-17 marzo H18 ITALIAN CHAFTER

Ai sensi dell’art. 3.3 sul conflitto di interessi, pag 17 del Regolamento Applicativo
Stato-Regioni del 5/11/2009, dichiaro che negli ultimi 2 anni non ho avuto

rapporti diretti di finanziamento con soggetti portatori di interessi commerciali in
campo sanitario:

Maurizio Nizzoli
Micaela Pellegrino
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Conflitti di interesse

ITALIAN CHAFTER

Ai sensi dellart. 3.3 sul conflitto di interessi, pag 17 del Regolamento Applicativo
Stato-Regioni del 5/11/2009, dichiaro che negli ultimi 2 anni ho avuto rapporti
diretti di finanziamento con soggetti portatori di interessi commerciali in campo
sanitario:

-Astra Zeneca, Eli Lilly, Novo Nordisk (Antonio Caretto)

-G5SK, NOVO NORDISK (Ruggero Pastorelli)

Il sottoscritto dichiara altresi che detti rapporti non sono tali da poter influenzare
| "attivitd di docenza espletata nell ‘ambito di codesto evento pregiudicando la
finalita esclusiva di educazione/formazione di professionisti e non si trova pertanto

in una situozione di conflitto di interessi rispetto all 'evento ai sensi e per gli effetti
dell"Accordo Stato-Regioni del 5 /01/2009.




- CASQO CLINICO: Luca, 42 anni .@ @

Kagol, 16-17 marzo H18 ITALIAN CHAFTER

PRIMA VISITA DIABETOLOGICA IN CLASSE B nel 2011

Diabete mellito tipo 2 da 4 anni. in terapia orale (repaglinide e gliclazide) presso
il curante

- Obesita viscerale (BMI| 34)

+ |pertensione arteriosa in terapia con irbesartan 300/idroclorotiazide 12.5 mg e
nifedipina 60 mg

* Ha una familiarita non nota per DMZ2 (padre deceduto precocemente per
incidente sul lavoro), madre ipertesa.

= Venditore ambulante notturno.

= MNon fuma. Assume regolarmente 1 bicchiere di vino ai pasti. Riferisce di non
assumere grassi animali, ma guotidianamente dolci.
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Kagol, 16-17 marzo H18 ITALIAN CHAPFTER

Nel 2/2011 porta in visione:

]

creatinina 1.2 mg/dl (CKD-EPI 62 ml/min), potassio 4.4 mEq/L
Glicemia 306 mg/dl, HbA1c 12.8%
colesterolo 157, HDL 22, TG 768, colesterolo non HDL 135; AST 40, ALT 73, GGT 57

]

PAOS 150/85, peso kg 116. Riferisce DE, non altri disturbi.
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Impostata terapia con glimepiride, pioglitazone; terapia con sartano/diuretico e
nifedipina invariata.

Consegnato schema di dieta da 1850 kcal concordato con la dietista e programma di
attivita fisica regolare.
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FProgrammata puntualizzazione in regime di DAY SERVICE Diabetologico, che effettua dopo 2 mesi:
- FUNDUS OCULI: RDNP iniziale con lieve edema maculare

- microalbuminuria (95 mg/L), urinocoltura negativa

- monofilamento: negativo in 4/9

- ABI: 1

- ECG RS, fc 77 bpm, alterazioni aspecifiche ST-T

- peptide C 3 nmol/L, glicemia a digiuno 182 mg/dl, glicata 12.1%, creatinina 1.2 mg/d|
- colesterolo 241, HDL 31, TG 701, colesterolo non HDL 210

PAOS 130/85, peso kg 110 (- 6 kg)
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Dimesso con pioglitazone/metformina in associazione precostituita.

Terapia ipotensiva invariata.

Aggiunge atorvastatina 40 mg e acidi grassi omega-3 (3 g/die).
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Target colesterolo:

* Non HDL <130

* Non HDL <100

+ La domanda non e pertinente



g Standard italiani per la cura del diabete mellito 2018
h Tabella 5.A1 Obiettivi terapeutici per il trattamento della @ @

dislipidemia in pazienti con diabete ITALIAN CHAPTER
Parametro Obiettivo
Colesterolo LDL < 100 mg/dl < 70 mg/dl in pazienti con

pregressi eventi CV o fattori di
rischio multipli

Colesterolo non HDL < 130 mg/dl < 100 mg/dL per pazienti con
pregressi eventi CV o fattori di
rischio multipli

Trigliceridi <150 mg/dL



- Standard italiani per la cura del diabete mellito 2018 @ @
3. Dislipidemia e suo trattamento

Kapoi, 16-17 maro 2018 ITALLAN CHAFTER

Obiettivi terapeutici quantitativi

* Nei diabetici in prevenzione cardio-vascolare primaria, in assenza di equivalenti di evento e senza
addizionali fattori di rischio il target raccomandato per il colesterolo LDL & < 100 mg/dL (Livello
della prova |, Forza della raccomandazione A)

* Nei diabetici con malattia cardiovascolare e/o multipli fattori di rischio cardio-vascolare, il target
raccomandato per il colesterolo LDL e < 70 mg/dl.

(Livello della prova |, Forza della raccomandazione A)

* Nei diabetici in prevenzione cardio-vascolare primaria e senza addizionali fattori di
rischio il target raccomandato per il colesterolo non HDL & 130 mg/dL; in pazienti in
prevenzione cardio-vascolare terziaria o con equivalenti di rischio cardio-vascolare o
con multipli addizionali fattori di rischio cardio-vascolare, il target raccomandato per
il colesterolo non HDL & 100 mg/dL (in particolare nei pazienti con trigliceridemia
superiore a 200 mg/dL). (Livello della prova lll, Forza della raccomandazione B)

* Ulteriore obiettivi della terapia sono il raggiungimento di valori di trigliceridi < 150
mg/dl (Livello della prova lll, Forza della raccomandazione B)



- ADA Standards of medical care in Diabetes 2018 @ @
LIPID MANAGEMENT ey
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Treatment of Other Lipoprotein S— In the ACCORD study, in
Fractions or Targets Uthar Combinasion. Thenpy patients with type 2 diabetes
_ Recommendations who were at high risk for
Hmnmdutm S : e Combination therapy (statin/fibrate) ASCVD, the combination of
» For patients with fasting triglyceride has not been shown to improve ath- || fenofibrate and simvastatin did
levels =500 mg/dL (5.7 mmol/L), sl Tariliaases il oloas s not reduce the rate of fatal
evaluate for secondary causes of outcomes and is generally not rec- cardiovascular events, nonfatal
hypertriglyceridemia and consider TR, MI. or nonfatal stroke as
medical therapy to reduce the risk o Combination therapy (statin/niacin) compared with simvastatin

alone.

o I'!as K eT WML RS SR Prespecified subgroup analyses
: e tional cardiovascular benefit above suggested heterogeneity in

Hypertriglyceridemia should be ad- statin therapy alone, may increase || iroatment effects with possible
dressed with dietary and lifestyle changes the risk of stroke with additional benefit for men with both a
including abstinence from alcohol (77). side effects, and is generally not triglyceride level 2204 mg/dL
Severe hypertriglyceridemia (>1,000 recommended. A (2.3 mmol/L) and an HDL
mg/dL) may warrant pharmacologic ther- cholesterol level =34 mg/dL (0.9
apy (fibric acid derivatives and/or fish oil) mmol/L)

to reduce the risk of acute pancreatitis.

ADA Slandards of medical care in Disbeles | Diabeles Care Volume 41, Supplement 1, January 2018
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Target pressorio:

+130/80

+120/85

*140/90



AACE/ACE 2018

Standard 2016

ACC/AHA 2017

ADA 2018 / ADA position statement 2017

ESC 2016

ABCD/Renal Association 2017

JNC 8 2014
ASH/ISH 2014
ESH/ESC 2013

CiD 2013

KDIGO 2012

WHO/ISH 2003

< 130/80
= 120/80 pz selezionati

< 140/90
< 130/80 giovani, ad alto rischio, ipertensione + fatteri di rischio, albuminurici
< 150/90 anziani

= 130/80

< 140/90
< 130/80 giovani, ad alto rischio, albuminurici

< 140/85
< 130/80 giovani, albuminurici, ad alto rischio, retinopatia, tipo 1

< 140/90
< 130/80 albuminurici, COK 1-3

< 140,90

< 140/90

< 140/85

= 130/80
< 120/80 se a rischio di ictus

< 140/90 se non albuminurico
< 130/80 se albuminurico

= 130/80
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Effects of Intensive Blood-Pressure Control o
in Type 2 Diabetes Mellitus '@

Mapoll. 15-17 marzo 5118 The ACCOED Study Group The M EW EBR

GLAND IOURMAL vf MEDICT B |T|'|L|MT'|E|'.|MTEF.
Mean # Meds
Intensive: 3.2 34 3.5 3.4
Standard: 1.9 7.1 29 >3 SBP (mean t 95% CI)
140

M EMGL | MED 352',1_? ME|M.ORG APRIL 24, 2070

= 130
E‘ Average after 1 year: 133.5 Standard vs. 119.3 Intensive, Delta = 14.2
_E SPD=119vs 133 mmHg
wy 120
Int. N = 2174 1973 1150 156
Std. N = 2208 2077 1241 201
1410 ; : ; i ; . 7 ; ; ; ; : : i i ; 7 i . . ; ; ; |
0 1 2 2 £ S & T 8

4733 pz con follow up 4.7 aa Years Post-Randomization
SBP < 120 vs SBP < 140 mmHg

—lIntensive =—=Standard



Effects of Intensive Blood-Pressure Control P
in Type 2 Diabetes Mellitus '@

Kapoi, 16-17 marzp 3018 The ACCOED Study Group The MEW ENGLAND IOURMAL rf MEDIST B |T|'|L|ﬂ.HIHﬂ."TEF.

Mean & Meds
Intensive: 3.2 3.4 3.5 3.4 SBP {mean + 95924 C“
Standara: 1.9 2.1 2.2 2.3
80
>
Average Delta = 6.1
M EMGL | MED 352,‘1}" MEJM.ORG APRIL 29, 20710
= 0
=
E
E
E BPD =64 vs 71 mmHg
o 60
N = 4382 4050 2391 359
5D ' : r - - - . . ' . : .
0 1 2 3 4 5 (= 7 8

4733 pz con follow up 4.7 aa

Years Post-Randomization
SBP < 120 vs SBP < 140 mmHg

—Intensive —5tandard
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I 7 P~ 2 s P

Events (36/yr Events (% HR (95% ClI

Primary 208 (1.87) 237 (2.09) 0.88 (0.73-1.06) 0.20
Total Mortality 150 (1.28) 144 (1.19) 1.07 (0.85-1.35) 0.55
Cardiovascular Deaths 60 (0.52) 58 (0.49) 1.06 {0.74-1.52) 0.74
MNonfatal MI 126 (1.13) 146 (1.28) 0.87 (0.68-1.10) 0.25
Monfatal Stroke 34 (0.30) 55 (0.47) 0.63 (0.41-0.96) 0.03
Total Stroke 36 (0.32) 62 (0.53) 0.59 (0.39-0.89) 0.01

Also examined Fatal/Nonfatal HF (HR=0.94, p=0.67), a composite of fatal coronary events, nonfatal Mi
and unstable angina (HR=0.94, p=0.50) and a composite of the primary oufcome, revascularization and
unstable angina (HR=0.95, p=0.40)



hrane Blood pressure targets for hypertension in people with diabetes
ra ry 2013 mellitus [(Review)

ITALICHAPTER

_::;u,m-unuﬁﬁﬂ“"“ il i Arguedas J5, Leiva W, Wright JM I PTER
=l AUTHORS' CONCLUSIONS
*I:f::;.?‘.‘]
| Implications for practice
Dutcomes Imenis
At the present time the best available evidence from randomized controlled trials (RCTs)
does not support blood pressure (BP) targets lower than 140/90 mmHg in people
with elevated blood pressure and diabetes. This review analyzed lower systolic and
e diastolic blood pressure (SBP, DBP) targets separately, with similar findings for both ™™
targets., The 1solated small reduction in stroke associated with a lower SBP target must
be weighed against a larger increase mn serious adverse events, b stroke;
Therefore, the lower target for blood pressure recommended for people with diabetes
in many clinical gwmdelines 15 not supported by evidence from randomized controlled trials.
m:ﬁﬂ"‘ B0 par 1000 44 par 10430 recel

32 s B}
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Linee guida 2013 ESH/ESC per la diagnosi
ed il trattamento dell'ipertensione arteriosa

Standard italiani ———
per la cura del diabete mellito | ANMD
2014 =

Raccoamandazicom

Lirezio dala terapia
antipertansiva re pazerb
diabatici con BBF 2160 menHg &
ahbfigatorio, meantra & fertamanta
raccoemandats niziare b terasia
quando la SBF & =140 mmi-g.

Il target < SBF <140 mimHg
4 raccomandato 0 pazient
diabetici.

Il targat <& DBF <85 mimHG
@ rascomarsdato n pazienti
clissbetici.

Tidtta la clagsl o antipartansi
LD FRCCOMEndati & poesnnn
onnore usal ned pasesnt
diabetici. | bloccanti dal RAS
a0 essang prafariti
Sr=acialmneanta in preasnza

o protesnuria o
microalourrinuriza.

Target: < 140/85

Classa®

Liwvealla™

Il trattamanto anlipersasivo nel pazienb con diabels ha come obielbva @ raggiungirmsnio di
valor di pressions sistclica <140 mmHg.-
(Livello della prova |, Forza della raccomandaziomns &)

Il frattamerds anliparisnsivo m alcuns categoaris i pazisnti (recenbs disgrosi o ipertensions,
glovani, alavata rischis @ jotus) ha come sbietiva | raggiungimants di valor dl prassions
sistolica =130 mmiHg-

(Livello della prova 1V, Fores della raccomandazions O}

Il trattarmanto anlipersasivo naei pazient con diabels ha come obiellvg @ ragogiungirnesnio di
walori di pressione diastslica <BO mmHg.
(Livellc della prova I, Foarza della raccomandazicnes Bj

LI ohislive pressarico <130080 mmHg & raccomandalo ned goggelli diabstici con micre- -
g cres | Burmiriuris,
[Livello della prova lll, Foerza della raccomandazione B}

Mzl diabatici anziand che nacessitano di terapia farmacologica antiperiensiva, Nobbdattivo dal
Iratlamanta deve preaveders il raggiengiments di valos pressaorn 150090 mmHg, se Ban
tosllarati.

kivello della prova |, Fores della raccemandazicns &)

Target: < 140/80
Target: < 130/80 giovani, a rischio di ictus, albuminurici

Target : < 150/90 anziani



the WEW ENGLAND omized Trial of Intensive versus 2015 P
JOURNAL ofs MEDICINE dard Blood-Pressure Control i )

v The SFRIMT Recearch Group |T|'IL|M]E|‘I|M|'EF.
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9361 pazienti [con PA = 130, con rischio cardio-vascolare aumentato, senza diabete) randomizzati a PA < 120 vs PA < 140
Primary outcome: IMA, Stroke, SCA, scompenso cardiaco, morte cardio-vascolare

150 . .
Il 28% dei pz avevano CKD stadio 3-4.
:i'_.E 140 Stardard treatiment
E 130 |
-
3 \. Standard = 134.6 mmHg
R H -
i o PR A R S *""i""-i-""'l l Intensive = 121.5 mmHg
e Inte narve treatmant
110+
o 1 z 3 H 5
owrs
B, with Data
Standard treatrment R 4345 4333 4553 igaz 1504 3115 1674 L Oz 274
intenswe treatmont 46 FE 4375 4231 P Aty 3920 304 FIIE Laad 286
BAcan Mo of Medications
Standard trestrrent 1.9 1.8 L. & 1.3 1.8 18 L& 1.a 1.3 19
INEEfnEIvE DREalmsnt 2.3 2.7 28 ] 2.8 ] FX.] 2.3 F- ia



L= 0u

it SPRINT Primary Outcome e
Mo. of Events %fvear Mo. of Events Rate, %/fyear HR {95% Cl) P value
Primary Outcome 243 1.65 319 2.19 0.75 (0.64, 0.89) < 0.001
All M 97 0.65 116 0.78 0.83 (0.64, 1.09) 0.19
Non-MI ACS 40 0.27 40 0.27 1.00 (0.64, 1.55) 0.99
All Stroke 62 0.41 70 0.47 0.89 (0.63, 1.25) 0.50
All HF 62 041 100 0.67 0.62 (0.45, 0.84) 0.002

CVD Death 37 0.25 B5 0.43 0.57 (0.38, 0.85) 0.005



The NEW ENGLAND
JOURNAL ofs MEDICINE

A Randomized Trial of Intensive
Standard Blood-Pressure |

L,

T SFRIMT Research Graup™ ==
ITALLAN CHAPFTER

MLUYEREMBLER Lir, LU1% Vi 178 WO &3

Kaopoll "R Y iz g

P value for
Subgroup Intensive Treatment Standard Treatment Hazard Ratio (35% CI) Interaction
ne of patients with prmany outcome ftetel ne. J5E)
Sreerall 2434678 [5.2) 319/4683 [£.8) —— 0.75 [D.54—0 85}
Frevious CKD L 0.3&
Mo 13503348 (4.0) 1933367 (5.7 070 (0560 &7
Yoz 1OE 1350 (B 1261516 [9.6) 082 (D6F—1.07)
Age : 052
=75 yF 1423351 {4.2) 1753354 [5.2) ‘IR 0.80 [D.54—1.00)
=75 yr 10171317 (7.7 1441519 {143.9) ._ | 067 (0510 BG)
Sex ) .45
Female TTI1EE4 [4.56) B9 1648 [5.4) | 084 [D.62—1.14)
Bdale 166/2394 [5.5) 230,/3035 [7.5) —.— 0.72 [0.59-0.38)
Race I .83
Black G20 1454 (4.3) ES/149% (5.7 - 037 (0551 D6y
BMonblack 18173224 {5.5) 23473190 {7.3) B 0.74 [D.61—0.50)
Previous cardiovascular disease H 0.3%
M 149X %8 [4.0) 208 R 746 [5.6) 0.7l (0.57-0828)
Yas Qa4 0940 (10005 111,957 [11.8) “ OBF [(D62—1 09
Sy=tolic blood pressure R
=152 mm Hg 7171583 [4.5) BBFL553 (6.3 ;. 0.70 [0.51-10.95)
‘ =132 o =145 mm Hg FRILAED (5.2 1061549 [6.8) - OFF (0EF—1.03)
=145 rrim Hg A5 1608 5.9 1151581 {7.3) | OBF [063—1 05
4] IEr-l:l L] :'."5 1.00 .I]{!i
- -

Analisi dei sottogruppi

Intensive Treatmant Better

Standard Treatrment Better



Blood pressure and complications in individuals with type 2 L
diabetes and no previous cardiovascular disease: |@

national ulation based cohort stu . s o
T pop dy BMJ 2016:354:i4070 A

Studio di coorte: 187.106 pz del registro nazionale svedese
diabete 2006 — 2012; < 75 aa, con diabete da almeno un anno

e anamnesi cardio-vascolare negativa

W D15
E : 2160 mm Hg
= -—=150-15% mm H
a 0.12 =
w == 140-14% mm Hg —
= .00 M 130-139 mm Hg e e
= — — 120-129 mm Hg I IS
= ——110-11% mm Hg '-':,,-—":_,---"" W il
a 0.06 e "_"':_.--":'—__ — T
—_— et T = T
P R L o e
0.03 - ————
0
o 1 y. 3 & 5 6 7 8

Time from index (years)

Kaplan Meier analisi di eventi cardio-vascolari non fatali (IMA e Stroke) in relazione a diversi livelli di PA
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pressure management differ in hypertensive patients
with and without diabetes mellitus? Overview and
meta-analyses of randomized trials
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Volume 35 ! Number 5 ! May 2017
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Ridurre la PA significa ridurre il
rischio cardio-vascolare e la
martalita; 'effetto sulla
popolazione diabetica & doppio
rispetto alla non diabetica

Se stratifichiamo gli RCT in base
al valore di PA raggiunto,

vediamo che per PAS <140l
vantaggio per la popolazione
diabetica e piu significativo; per
valori di PAS < 130 non abbiamo
alcun vantaggio

Mella popolazione diabetica il
vantaggio € evidente soclo per
PAD =< 80

Per la popolazione diabetica il target che da il maggior vantaggio: PAS tra 130-140/ PAD 80-90 mmHg



- DIABETE e ESRD % @
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CILAFTER
Alrszhia ek redudon
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1Hl=140 ] BT-28 TR 1208 1E 0BQ (0 5= 67} FLabi o = @ HH
k] 3 ~1AA A9 BREET AT 1.00 (A Fa-13) 1
1 ]
0z 25 i 243 -0 -5 -2 -1 a
Trealed bafer Gl bhediar Remdpiian Irrsase
* Ridurre la PA riduce il rischio di ESRD del 21%; questo e evidente solo nella popolazione
diabetica

* Ridurre la PA nella popolazione diabetica:
= ESRD: — 8 casi/1000 pz trattati per 5 anni
= Stroke: --- 15 casi,/1000 pz trattati per 5 anni

* CHD: --- 19 casi/1000 pz trattati per 5 anni
* HF: --- 13 casi/1000 pz trattati per 5 anni

Journal I.'II.H}'FICI[I."I'I}iiL'IEI volume 35 ! Mumber & ! ME'F' 2017



2017 ACC/AHA/AAPAJABC/ACPM/AGS/APhA/ASH/ASPC/NMAS/PCNA m @

Guideline for the Prevention, Detection, Evaluation, and Management \
Wogoll, 16-17 mareo 2018 of High Blood Pressure in Adults AN CH,

Table 6. Categories of BP in Adults®

MNormal =120 mm HE and =80 mm Hg
Elevated 120-129 mm Hg and <80 mm Hg
Hypertension
Stage 1 130-139 mm Hg or 2089 mm Hg
Stage 2 2140 mm He ar 290 mm Hg
Clinic HBPM
120/80 120/80 Hormotensmee | Mo hypertension Ma hypertension
Sustained nsicn Hypertensan Hypertension
laﬂ"fm 13':";31} tasked hl,l?::::inn H'-:'r,'p-:rt:r'ﬁinn Hz:ﬂ:mmn
140/50 135/85 white coat fiypertension Hypertensan Ma hypertension
160/100 145/90

Automatic Office Blood Pressure: riscontriamo
valori di 5 = 10 mmHg piu bassi rispetto alla
misurazione tradizionale




M| ihettan PR, et al,
E'— 200T High Blocd Pressure Clirscal Practice Guidelinge

wo 1. Standard ltaliani 2016 2017 ACC/AHA/AAPASABC/ACPM/AGS/APhA/ASH/ASPC/NMA/PCNA
Guideline for the Prevention, Detection, Evaluation, and Management
ey ey e S ' of High Blood Pressure in Adults
.'.'...E'“.::...ﬁ...::;;._...“ o & Report of the American College of Cardiology Aimerican Heart Association Task Force on
At 51 A At 1 8 S AR it Climical Practice Guidelines
e | o
ooy e e b s Clinical CVD or 10 year ASCVD risk > 10% &130/80 < 130/80
s No Clinical CVD and 10 year ASCVD risk < 10% > 140/90 <130/80
Target: < 140/90
Target: < 130/80 giovani, a rischio di ictus, albuminurici b e e i
Target : < 150,90 anziani Diabetes mellitus & 13080 = 130,80
Chronic Kidney Disease = 130/80 < 13080

Diabetes and Hypertension:
A Position Statement by the
American Diabetes Association Sialte Isctvemic heart diseese Ll SR

Cvobe res Core 30 P 3251 584 | Airte e or g B0 22335 P00

Heart Failure = 130/80 < 130,80

Stroke = 130480 < 130,80

PA < 140/90

Peripheral ial di 130/80 130780
PA < 130/80 se giovani, ad alto rischio, albuminurici S it : :
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Hypertension management and
renin-angiotensin-aldosterone

system blockade in patients
with diabetes, nephropathy
and/or chronic kidney disease

oW

ITALIAN CHAFTER

Table 2 BP targets in patients with diabetes through stages of kidney function impairment

Stage of kidney function impairment

Mormal kidney Mormal kidney CKD 1-3 CKD 4-5 CKD 5
function function (non-dialysis) (dialysis)
Normoalbuminuria = Microalbuminuria
Type 1 diabetes | <140/80 (2D} <130/80 (1B) <130/80 (1B8) | £140/90 (18) =140/90 (2D)
in mmHg . e
: =130/80 for (interdialytic BP)
(avidence grada) proteinuric (2C)
Type 2 diabetes £140/90 (1D) <130/80 (2D) =130/80 (2D} =140/90 (1B) =140/90 (2D)
:;:::1::.1 ode) | £150/90 (28) <130/80 for (interdialytic BP)
5 (for 280 years) proteinuric (2C)

CKD = chronic kidney disease; BP = blood pressure.
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Frogrammata puntualizzazione in regime di DAY SERVICE Diabetologico, che effettua dopo 2
mesi:

- FUNDUS OCULI: RDNP iniziale con lieve edema maculare
- microalbuminuria {95 mg/L), urinocoltura negativa

- monofilamento: negativo in 4/9

- ABI: 1

- ECG RS, fc 77 bpm, alterazioni aspecifiche ST-T

- peptide C 3 nmol/L, glicemia a digiuno 182 mg/dl, glicata 12.1%, creatinina 1.2 mg/dl
- colesterolo 241, HDL 31, TG 701, colesterolo non HDL 210

- PAOS 130/85, peso kg 110 {- 6 kg)
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Qual e il profilo di rischio cardio-
vascolare per questo paziente?

* Rischio elevato
* Rischio molto elevato
*NON DEFINIBILE, mancano elementi
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CORONARY HEART DISEASE

Recommendations

Screening

= |In asymptomatic patients, routine

screening for coronary artery dis-
gase iz not recommended as it
does not improve cutocomes as bong
as atherosclerotic @rdiovascular dis-
ease risk factors are treated. A

Consider investigations for coronary
artary disease in the presence of ary

of the following: atypical cardiac
svmploms le.g., unexplained dyspnea,
chest discomfort); signs ar smploms
of assocated vascular disesss includ-
ing carotid bruits, transient ischemic
attack, stroke, clhudication, ar periph-
eral arterial disease; or electrocardic-
gram abnormalities (2.8, 0 waves). E

ANTIPLATELET AGENTS

Recomunendations

= Lse ssoine thorapy [ O 162 mgdday)
b oA ssronclary prevenlion sLralemsy
in thoss with diabstes ond o histary
al atneroscleralic cardiowascular
isamane, A

= Foar patients with atherasclarotic
cardiovascular discase and doou
mented aspidn asllergy, clopidnarel
{75 merfday] should be used. B

= Dual antiplatelet the moy (with o
o wupairin and @ PEZYLI inhibilan |
15 reasonabls far o vear afor am acune
cororay syndncme & and may bheaee

benefts rdd this pericd. B

Aspirn therapy (T5-152 mpdday|

may be considersd as 2 prirmary pre-

watvtiren strategy i thinse with fyoe 1

ar type £ diabetes who arc at in
craased cardinuascular risk. This

nclucte= st rresrs an wearnen wa Lh
diabetos aged =l woars wha have
Al bEdsl cne additbomal majcr rizk
factar (family history of promatune
athe-asflerotic cardiovascul ar dis-
wmane, hyperiension, dyslipidemia,
amaking, ar albhminuriay and ase
not at incroased sk of bleeding. ©
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Successivamente perso al follow-up.
Torna a visita in 8/2015, in previsione chirurgica per frattura del capitello radiale.

Terapia in atto:
+ irbesartan/idroclorotiazide 300/12.5 (assunzione saltuaria)

Agli esami pre-operatori:
- HbA1c 14.9%, creatinina 1.7 mg/dl (CKD-EPI 44), proteinuria 300 mg/
dL all'esame urine, ALT 47, yGT 67, AST 28

PAOS 170/114, peso 108 kg

Si propone ricovero che il paziente rifiuta per motivi lavorativi,
Impostata terapia insulinica quadri-iniettiva e anti-ipertensivo (calcio-antagonista)
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Rivisto dopo una settimana, i profili glicemici sono accettabili, nulla-osta all'intervento chirurgico.
ECG RS, fc 77 bpm, alterazioni aspecifiche ST-T

Segnalato durante il ricovero attacco gottoso acuto, uricemia 8.5 mg/dl e v.n. fino a 7.8,
trattato con:

-Colchicina (0.5 mg x 2) e indometacina (25 mg x 2)

Dimesso con un controllo programmato a breve per revisione di terapia e:
-Insulina quadri-iniettiva

-irbesartan 300 mg

-colchicina 0.5 mg e indicazione a iniziare allopurinolo 100 mg
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Terapia della gotta in acuto:

* Colchicina a bassa dose (2 mg/die)
*Indometacina (50 mg/die)

*Prednisone (0.5 mg/kg x 5 gg)
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Aggiunge allopurinolo:

+Si, 300 mg/die

*Si, 100 mg/die

* No (febuxostat/nessuna terapia)



ITALLAN CHAPFTER
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Lo rivediama in consulenza due anni dopo (12/2017), in attesa di subire intervento di

amputazione del V dito del piede destro per ulcera diabetica infetta in
evoluzione in gangrena.

Nel frattempo aveva nuovamente sospeso ogni terapia per riferita intolleranza.
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Il Doppler AAll vede quadro di arteriopatia non emodinamica, con vascolarizzazione
distale del piede destro sostenuta da TAe TP.

Esami disponibili:
*glicata 13.4%, glicemia 208 mg/dl, creatinina 1.73 mg/dl (CKD-EPI 45)

*ECG: ritmo sinusale, fc 80 bpm, alterazioni aspecifiche ST-T

*FPAOS 150/90, peso kg 105

Reimpostata terapia insulinica per l'intervento.
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Tropo T 63 pg/ml.

Il paziente viene sottoposto a coronarografia, che evidenzia malattia ateromasica
coronarica multi-vasale, con stenosi critiche su DA medio-distale (PFTCA + DES) e lesioni
critiche su Cdx medio-prossimale, trattate in elezione (PFTCA + DES).

Ecocardiogramma: ventricolo sinistro con ipertrofia concentrica, ipocinesia della parete
inferiore medio-basale, funzione sistolica globale conservata, lieve insufficienza
mitralica, cavita destre non dilatate, assente versamento pericardico
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Completa in ricovero con altri esami:

-albuminuria 246 mg/L

-uricemia 8.5 mg/dl

-colesterolo 180 mg/dl, HDL 27 mg/dl, TG 200 mg/dl, LDL colesterolo 113, ALT 13

-FUNDUS OCULI: RD essudativo-emorragica, indicata FAG + OCT
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Cambia il profilo di rischio del paziente?

*No, era gia un paziente a rischio molto
elevato

S, passa alla categoria di rischio
«estremo»
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Cholesterol Level Targets
American Association of Clinical Endocrinologists/American College of Endocrinology 2017
AACE/ACE T2D Management, ENDOCRINE PRACTICE Vol 23 No. 2 Febbraio 2017, trad ital a cura di AACE Italian Chapter

Extreme-risk patients:
*Goals: LDL < 55 mg/dL, hon-HDL < B0 mg/dL, apolipoprotein B {apaB) < 70 mg/dlL
sProgressive atherosclerotic cardiovascular disease (ASCVD), including unstable angina, in patients after achieving an LDL-C < 70 mg/dL.
sEstablished clinical cardiovascular disease in patients with diabetes, chronic kidney disease (CKD) stages 3/4, or heterozygous

familial hypercholesteralemia (HeFH).
#History of premature ASCVD (< 55 yr of age in men, < 65 in women].

Very-high-risk patients:

siapals: [ <70 mg/dl, nor-N0L <80 me/dl, opol <80 mgfal

=Established or recent hospitalization for acute coranary syndrome; coronary, caratid, ar peripheral vascular disease; 10-yr risk =20%.
=Diabetes or CKD stages 34 with one or more risk factors.

wijuF H,

High-rish potients:

sinaals: LN <100 mgfal, non-HOL <130 mgfdL, epol <30 masol
wTweg ar rmare risk Factors and 10-vear risk 10-20%.

sDiabetes or CKD stages 3/d with no ather risk factors.
Moderate-risk patients:

* (zoais: Some gools as Righ risk

=T ar rare risk Fasctors and 10-yr rsk <10%.

Lowe-risk patients:

Gaels: (0L <138 mg/dl, ron-HOL <160 mg/dl, opol not redevont
w0 rigk Factors.
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- RISCHIO DI EVENTI CV IN CKD m @

e
Kapol, 16-17 maren 7018 ITALIAN CHAFTER

Adjusted hazard ratio for cardiovascular events
with decreasing eGFR in 1.1 mill patients over 2.8 y

3,4

>60 4559 30-44 15-29 <15
# GFR ml/min/1.73sq.m |

Go et al NEJM 2004 357 1206
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CORONARY HEART DISEASE

Treatment

e [n patients with known atheroscle-
rotic cardiovascular disease, con-
sider ACE inhibitor or angiotensin
receptor blocker therapy to reduce
the risk of cardiovascular events. B

ITALLAN CHAFTER

« In patients with prior myocardial in-
farction, B-blockers should be con-
tinued for at least 2 years after the
event. B

e [n patients with type 2 diabetes with
stable congestive heart failure,
metformin may be used if estimated
glomerular filtration rate remains
=30 mL/min but should be avoided
in unstable or hospitalized patients
with congestive heart failure. B

= |n patients with type 2 diabetes and
established atherosclerotic cardio-
vascular disease, antihyperglycemic
therapy should begin with lifestyle
management and metformin and
subsequently incorporate an agent
proven to reduce major adverse car-
diovascular events and cardiovascular
mortality {currently empagliflozin
and liraglutide), after considering
drug-specific and patient factors
[see Table 8.1). A

» |0 patients with type 2 disbetes and es-
tahlished athercederotic cardiovascular

dizease, after lifestyle management
and metformin, the antihy perglyce-
rmic agent canagliflozin may be con-
sidered to reduce major adverse
cardiovascular events, based an
drug-specific and patient factors
(zco Table 8.1). €
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AMNTIPFLATELET AGENTS

Hecommendatons

= Lz azpirin therapy (F5—L162 mg/day]
as a sepoandany prevention stratogy
in thase with diabetes and a history
af atherosclerotic cardigvascular
e :

& For patients with atherosclerotic
cardiovascular dizease and docu-
menked azpirin allengy, o ooidogrs

& [Dlual antiplatslel Lherapy (wecith lowe-
close aspinn and a P2Y12 inhihitar]
s reazanalibe Tor a ywear atters an acute
coronary syndrome & and may have
henatits heyana this perod. B

= aspirin thorapy (/5—-102 mgdfdayv)
rmiay he consinerad as & primary pre-
wezrtion strategy in those with e 1
ar type 2 dizlbetes who are at jn-
cieased cardiovascular risk. This
Ineludes racst men ared s witn
diabeles gpad] =50 years who have
at least ane additional major risk
tactsr I:TEIF'I'IH'!.I' Fistary of premature
athorasclorotic cardiovascular dis
ease, hypertension, dyzlipidemia,
smoking, or albuminurial and are
nat at increased sk of leadling, ©
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CLDC AL GUIDELINE FACPo st

Management af Aoute and Recurrant Gout: & Clinical Practice
Guideling From the American Cellege of Physicians

[P P T T SR DT EL SRR AT RIS © LR Y Y T PR SRR R T Y I TR TR e R |
iw darerlesm Pel ey el % pde e

Ann heem Medl 2017 1505040,

= | b o

The Amersean Colliar: of Physicioms oned the 2407 goidilime
tor the mapnagcment of avate and recwrrenc gouts treat to avoiding
AvINpLins versms breal o large

Chin Rheumanl (3007 562 100240
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Comparative eftectiveness ot allopurinol, febuxostat and
benzbromarone on renal function in chronic kidney disease
patients with hyperuricemia: a 13-vear inception cohort study

[lsa WeoThow', Hseen Tsai Cham', Choog War Tsad™', | Wen Ticg”, Huang Chieh Vel
Eae Chun Fluang', Chin Chi Euo™' and the CMUH Eidrey Beeard Group

Plepebimed Dol Traswpkond (30075 18
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IPERURIGEMIA E ULT

3

ITALLAN CHAFTER

Iperuricemia: FR CV [predittore indipendente o marker surrogato?)

Iperuricemia: predittore indipendente di progressione di nefropatia

In CKD: la riduzione dell'uricemia riduce progressione nefropatia [Kanji T 2015, Sircar D 2015, Chou HW 2017)

Target: <& mg/dl <5mg/dl se depositi urati e sintomi ricorrenti  no < 3 mg/dl

Febuxostat: inibitore X0 pit potente di allopurinolo - metabolismo epatico

Mon necessario adeguamento dose in impairment renale lieve-moderato, ma anche pil avanzato [Shibagaki ¥ 2015)

Efficace nella riduzione uricemia in impairment renale lieve-moderato [GFR 30-80 ml/min, creatinina 1.5-2 mg/dl) e

in gotta con comorbilita (FACT, CONFIRMS, CARES)

Maggiore efficacia e tollerabilita di allopurinolo

Maggiore efficacia nella riduzione della progressione danno renale in CKD [Chou HW, NDT 2017)

Tabde 3, Cheem
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Cardiovascular Safety of Febuxostar
or Allopurinol in Patients with Gout

1 T E Bk kA

T

P sriiches won publiksd an March 12 |
P, at bl | arg

METHODE

We conducted a multicenter, double-blind, noninferiority trial involving patients
with gout and cardiovascular disease; patients were randomly assigned w receive
febuxostar or allopurinol and were stratified according to kidney function. The trial
had a prespecified noninferiority margin of 1.3 for the hazard ratio for the primary
end point (a composite of cardiovascular death, nonfatal myocardial infarction,
RESULTS

In wotal, GLY0 patients underwent randomezation, received Febuxostat or allopurinel,
and were folloswed for a median of 32 meaths (maxioowm, £5 moodhs), The ceial

CONCLUSIONS
n patients with oot and major cardiovasoalar coexiseing conditions, febusostat was |
| moninfoerior oo allopurinol with respect oo races of adverse cardiovasoular cvenes, All- |
cause moertality and cardivvascular mortality were higher woth Sebusostac than with
allopuriool, (Funded by Talesda Dewelepimene Cencer Aanericas; CARES Clinicallrials

eV ouinber, NCT01101035.)
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Completa in ricovero con altri esami:

-albuminuria 246 mg/L

-uricemia 8.5 mg/dl

-colesterolo 180 mg/dl, HDL 27 mg/dl, TG 200 mg/dl, LDL colesterolo 113, ALT 13

-FUNDUS OCULI: RD essudativo-emorragica, indicata FAG + OCT
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Dimesso con:

- ASA 100 mg, clopidogrel 75 mg (per 12 mesi), atenololo 100 mg
cp x 2, enalapril 20 mg, atorvastatina 80 mg, allopurinolo 300 mg

- terapia insulinica quadri-iniettiva
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Torna a visita dopo tre mesi:
- albuminuria 86 mg/L
- glicata 8.7%, glicemia 124 mg/dI

- uricemia 7.3 mg/dl; colesterolo 130 mg/dl, HDL 29 mg/dl, TG 150 mg/dl,
LDL 71

- CPK 78 U/L, creatinina 1.7 mg/dl, yGT 67

PAOS 130/80, peso kg 96, BMI 28
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Proseqgue con:

- ASA 100 mgq, clopidogrel 75 mg, atenololo 100 mg 2 cp x 2,
enalapril 20 mg, atorvastatina 80 mg/ezetimibe 10 mg,
FEBUXOSTAT 80 mg

terapia insulinica quadri-iniettiva
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Concordate con le indicazioni
terapeutiche?

* S|
*NO

*un momento, devo riflettere é
e S
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Efficacy and safety of LDL-lowering therapy among men
and women: meta-analysis of individual data from
174 000 participants in 27 randomised trials
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For each mmol/L (38.6 mg/dl) LDL-C lowering:
+ 12% reduction in all-cause mortality (P < 0.0001)
e + 19% reduction in coronary mortality (P < 0.0001)
o | sial + 23% reduction in M| and coronary death (F < 0.0001)
> | seramm « 24% reduction in revascularizations (P < 0.0001)
- sreevan » 17% reduction in fatal or non-fatal stroke (P < 0.0001)
; e » 22% - 16%- . reduction in any major vascular event (P <
. orva 0.0001)
: “TYierI-aRy » No increase in non-vascular mortality or cancers

CTT Collaboration.

Lancat 2015,385: 134871405
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Table 9.3—High-intensity and moderate-intensity statin therapy*

High-intensity statin therapy (lowers LDL Moderate-intensity statin therapy
cholesterol by =50%) (lowers LDL cholesterol by 30% to 50%)
Atorvastatin 40-80 mg Atorvastatin 10-20 mg
Rosuvastatin 2040 mg Rosuvastatin 510 mg

Simvastatin 2040 mg

Pravastatin 40-80 mg

Lovastatin 40 mg

Fluvastatin XL 80 mg

Pitavastatin 24 mg

*Once-daily dosing. XL, extended release.

ADA Slandards of madical care in Diabeles |
[vabatas Care Yolume £1, -\.":-UFII.'-‘I:.!"'IFI"'[ 1, January 2018
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Classificazione deil pasienti

Target terapeutico
(Colesterals  LDL in
g el

Farmari prescrivibili a carico del 38N in funsione
del raggiungimento del target terapeutico

CATEGORIE DI RISCHIO* Trattamentos 4i 1° Trattamento di 2
- _livells livells
Pazicnti con rischio medio; Colesterolo Meodifica dello stile di | simvastatinm
LIDL = 130 wvita per almeno & mesi pravastatinm
- sCore 2-300 flurv st inm
lovastatine
mtorvastatire**)
Pazienili COT rischio | Colesterolo sirnvastalina
mmodlerato: LDL = 115 pravastatina
Muvastatins
- moore 4-5%G lovastatiim
. -Fll._
FPazienti con rischic alto: Coleostoralo mirm vt atinm 1 roemayvaat it irm
LIy = 1CH) jrranvannat anl anian eeetimilbe pid statine
fluvastatinm (in nssocinsione
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Associazione di Ezetimibe a Statine

ITALIAN CHAFTER

SEAS Stenosi aortica Simva 40 + Eze 10 Cutcome compesilo event Fiduz eventi ischemici (p
' 1873 pz. CV, ischamici & carrelati alla = 0.02); no aventi corral.
2008 £ galt stenosi aortica alla stenosi aortica
SHAR p’ Insuff.renale cronica Simva 20 + Eze 10 | Eventi aterosclerotici maggior | LDL-C -43mg/dl
B438 pz. 3056 HOY Vs, Simva (prevenzicne primaria) -33 mg'd
2010 1 annc Vs, placebo
SHARF E’ Insuff.renale cronica Simva 20 + Eze 10 " Eventi aterosclerolici maggion | Riduz. Stroke (p = 0.01) e
2011 9270 pz. (3023 HD) \s. Simva rivascolanzzazioni {p <
5 anni Vs. placebo 0.0036)
|MPR.D.UE_|T’ SCA/LDL =C normale Simva 40 + Eze 10 | Outcome CV com pasita Riduzians di LDL
2015 18.144 pz. Ve Simva maggiore nspetla a Simva
& anni (mona)
6% eventi (p = 0.016 )
. torva + Eze 1 | uzicna LOL- duzions LOL
PRECISE PTCA A E 0 Fid DL-C Fi LDL-C
nus 202 pz. Vs, Alorva Riduzicne placca aleromatosa | (p = 0.001)
: 12 maesi coranarca Riduzione PaY (p = 0.001)
2015 Regressiona PaV {p=

0.004)




- LDL receptor pathway and LDL receptor degradation by PCSK9 @ @
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Ogura. Journal of Cardiclagy 71 (2018) 1-7



Evolocumab and Clinical Outcomes in Patients with Cardiovascular Disease

Low-Density Lipoprotein (LDL) Cholesterol Levels over Time
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2017 Recommendations of the National Lipid Association Expert Panel on
treatment with PCSK9 inhibitors (ominger et a. Journal of Clinicat Lipidology (2017) 11, BEO-B90) P
ASCVD
1. PCSK9 inhibitor therapy should be considered for ASCVD risk reduction in patients with stable atherosclerotic cardiovascular disease, |
particularly in those with additional ASCVD risk factors, on maximally-tolerated statin therapy * ezetimibe, with on-treatment LDL-C
=70 mg,/dL or non-HDL-C =100 mg/dL. Strength A, Quality: High

Kapod, 16

LDOL-C/Non-HDL-C Strength of Quality of
Disorder Threshold for Rx mg/dL evidence evidence
ASCVD + additional risk factors =70/ =100 A High
Progressive ASCYD =70/ = 100 B Moderate
LDL-C = 190, age 40-79 =100/ = 13D B Moderate
No uncontrolled RF or key additional risk markers
LDL-C = 190, age 40-79 =70 /=100 B Moderate
Uncontrolled RF or key additional risk markers
LDL-C = 190, age 18-39 =100/ = 130 E Low
Uncontrolled RF or key additional risk markers
or FH causing mutation
Homozygous FH phenotype =70/= 100 B Moderate
ASCVD + Statin intolerance Clinical judgment C Low

either of unknown genotype, or those known to be LDL receptor defective, on maximally-tolerated statin therapy + ezetimibe with
LDL-C =70 mg/dL or non-HDL-C =100 mq/dL. Strength B, Quality: Moderate

Very-high-risk/statin intolerance

4. PCSK9 inhibitor therapy may be considered to further reduce LDL-C in selected very-high-risk patients who meet the definition of
statin intolerance (as previously defined by the NLA Statin Expert Panel) and who require substantial additional atherogenic
cholesterol lowering, despite the use of other lipid-lowering therapies, Strength C, Quality: Low



Standard lipid profile in sera from women and men from the Diabetes Control

and Complications Trial/Epidemiology of Diabetes Interventions and

Cﬂﬂ‘lpliﬂﬂtibﬂﬁ {DCCTIED'C} cohort (Jankins et o Eidmay Indernational, Wod B4 (20050, pp. 81 7-B28)

Eemedl 168517 s W8

Conventional lipid profile mg)dl

Female
fale
Total

Female
Male
Total

Female
Male
Total

Female
Male
Total

< 40 Mean [SE]

186.9 (1.7)
187.3 (1.7)
187.1 (1.2)

72.8(2.2)
4.0 (3.3)
84.4 (2.1)

108.2 (1.4)
116.7 (1.4)
112.9 (1.0)

63.2 {0.7)
51.5 0.6)
56.8 [0.5)

Albumin excretion rate [AER) mg/ 24 hours

40=299

Total cholesterol
190.7 (5.1)
192.6 (4.7)
191.8 (3.5)

Tatal trighycerides

925 (7.0)
94.7 |B.2)
94.0 {4.56)
LDL chalesteraol
115.6 |5.2)
123.6 (4.0)
120.3 (3.2)
HOL cholesteral
58.3(2.3)
50.3 (1.8)
53.6 (1.5)

218.4 (8.9)
210.6 (6.0)
212.8 (4.9)

126.1 (25.2)
147.9 (12.9)
141.5 (11.6)

135.6 {7.9)
133.1 {6.0)
133.8 (4.8)

£5.8 (4.0
52.2 (2.3)
56.2 [2.2)

ITEI TAN & HAFTER

Significance P

<0.002
<0.0001
<0.0001

<0.0001
<0.0001
<0.0001

<0.002
<0.002
<0.0001

<. 04
NS
<0005



Mechanisms and consequences of lipid nephrotoxicity m @

Elevared lipids and lipoprotein levels Impaired cholesterol efflux

Kapoi, 16-17 maro 2018 ITALIAN CHAFTER

Altered sphingolipid Fatty acid oxidation
metabaolism and impaired uptake
Kidney

F Lipid nephrotoxicity ij

” i B!
Glomerular injury Tubulointerstitial injury
T Proteinuria T Proteinuria
T Albumin uptake T Inflammatory cytokines
T Podocyte injury T Immunoglobulins
T Inflammatory cytokines -
T Mesangial cell proliferation
Altered insulin signalling

|

Progressive kidney disease
" Agrawal et al. Mat Rev Mephrol. 2018 January
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Elevated Symmetric Dimethylarginine (SDMA) in
Chronic Kidney Disease Generates Dysfunctional HDL
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Moore & Fishar fmmamty 2013 38, 528530



«Come raggiungere i target pressori
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ACE inibitori o ARB, diuretico tiazidico, B bloccanti, CCB, anti-aldosteronico, inibitore
della renina, al bloccanti, a2 agonisti centrali, vasodilatatori diretti

ACE inibitori o ARB, B bloccanti, CCB, diuretici (ordine alfabetico)
(obiettivo raggiungere il target a prescindere dal farmaco)

AACEfACE 2018

Standard 2016

ADA 2018 ACE inibitori o ARB

ACC/AHA 2017 Diuretici, ACE inibitori, ARB, CCB

ESC 2016 ACE inibitori o ARB

JNC 8 2014 Diuretico tiazidico, ACE inibitore, ARB o CCB
ASH/ISH 2014 ACE inibitori o ARB

Obiettivo raggiungere il target a prescindere dal farmaco
ACE inibitori o ARB in caso di albuminuria

ESH/ESC 2013

CJD 2013 ACE inibitori o ARB

KDIGO 2012 ACE inibitore o ARB se macroalbuminuria

WHO/ISH 2003 ACE inibitori o ARB



ASCVD Risk Factor Modifications Algorithm

DYSLIPIDEMIA HYPERTENSION

LIFESTYLE THERAPY (including Medically Assisted Welght Loss)

GOAL: SYSTOLIC =130,
DIASTOLIC <BEO mm HgE

ETATIN THERAPY
If TG = 500 mgsdl. fibrates, Re-grade cmega-3 fatly acids, niacin

IntensiTy theraphes (o
accafdlng
ta Fisk lisvels

Try altermate statin, lower statin Eepeat lpld paneel;
dosE or IFsgiee d FrorrLalin g i B,
LOL-C - s Tl ralerance of tharapy

RISK LEVELS | EXTREME
DILIRABLE LEVELE DESIAABLE LEWILE DELEAABLE LEWILS

#Add next agent from the abowve
Intensity festyle tharapy weight boss, physical acthty, distary .. diigily
Hnot at desirable levels: changes) and ghroesmic control consider additionsl therapy it il i

T bowwer LOL-C: Intensify statin, add eretmibe, PCSES, colesevelam, or ndacin
To loveer Mon-HDL-C, TG Intersify statin andror add Rw-grade OM3 fatty acid, fibrate, anddor niacin
To loweer Apo B, LDL-P: Intensify statin andror add eretimibe, POSKES), colesevelam, andfor milacen

! T boweer LDL-C in FH:** Satin + PCSHI)

ASSeEs adequacy & (olerancoe of therapy with fooused laboratory avaluations and patient folkow-up




- Multiple Antihypertensive Agents are Needed to Reach BP Goal '@l @

Kagol, 16-17 marzo H18 ITALIAN CHAFTER

Trial {(Achieved SBP)

ASCOT-BPLA (136.9 mmHg) | IN— L ONTARGET
ALLHAT (138 mmHg) [P | . ADVANCE
IDNT (138 mmHg) | | ACCOMPLISH

RENAAL (141 mmHag)
UKPDS (144 mmHag)

|

ABCD (132 mmHg)
MDRD {132 mmHg)
HOT {138 mmHag)
AASK (128 mmHag)
LIFE {144 mmHg)

1

1 2 3 :
Average no. of antihypertensive medications

Reproduced from Am J Med 116(3A), Bakns et al. pp. 305-8. Copyright © 2004,
with permission from Elsevier; Dahlof et al. Lancet 2005;366:895-906
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- Raccomandazioni AACE-Chapter Italia

Kapol, 16-17 maren 7018

* R22-23. |l tentativo con il solo cambiamento dello stile della vita deve
durare al massimo 3 mesi; verificare |la PA ogni 4-8 settimane e quindi dopo
3 mesi incrementare la terapia se non raggiunto il target. Si concorda per
un valore soglia di 150/100 mmHg per iniziare una terapia di combinazione.
Devono essere preferiti ACE-l o ARB come inizio terapia. Considerare il
contributo favorevole dell’utilizzo dei GLP-1 agonisti o degli SGLT-2 inibitori
(possibile riduzione: 4-6 mmHg e 2-4 mmHg).

* R29. Nei pz con DM e IRC di grado G2, G3a e G3b e nei G4 e raccomandato
il blocco del sistema RAS (ACE-I e ARB possono essere usati in combinazione
per il controllo della proteinuria in casi molto selezionati e sotto la
supervisione del nefrologo)
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THM

 Individuare la categoria di rischio cardio-vascolare del paziente

« Inserire il paziente in un setting terapeutico adeguato = terapia medica
multifattoriale massimale

« Codificare i giusti tempi del follow-up

« Saper gestire le innovazioni terapeutiche proposte dalle linee guida, senza
dimenticare I'aspetto educativo del paziente



- ....lateral thinking... O @

Docs Question Ethics of Diabetes Drugs CV
Outcomes studies

Miriam E Tucker

February 22, 2018 (Medscape)
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Cassazione: la colpa lieve resta.
“Linee guida sulla responsabilita”

* | Redazione DottNet | 23/02/2018 18:14

- La Corfe di Cassazione, a Sezioni Unite, con la sentenza n. 8770/2018
(clicca qui per scaricare la sentenza completa) si é pronunciata sul contrasto giurisprudenziale riguardante il
perimetro e i profili infertemporali di applicazione della legge, sorto a seguito dell'entrata in vigore della legge 8
marzo 2017 n. 24 (c.d. Gelli-Bianco) recante "Disposizioni in materia di sicurezza delle cure e della persona
assistita, nonché in materia di responsabilita professionale degli esercenti le professioni sanitarie”.

* Riguardo alle Linee Guida: ....si tratta dunque non di norme regolamentari che specificano quelle
ordinarie senza potervi derogare, ma regole cautelari valide solo se adeguate rispetto all’obiettivo della
migliore cura per lo specifico caso del paziente e implicanti, in ipotesi contraria, il dovere da parte di
tutta la catena degli operatori sanitari implicati di discostarsene...



- ...lateral thinking... (2] @
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* Pertanto, le Sezioni Unite ritengono di dover enunciare i sequenti principi di diritto:

“L'esercente la professione sanitaria risponde, a tifolo di colpa, per morte o lesioni personali derivanti
dall'esercizio di attivita medico-chirurgica:

a) se l'evento si e verificato per colpa (anche “lieve”), da negligenza o imprudenza;
b) se I'evento si e verificato per colpa (anche "lieve”), da imperizia quando il caso concreto non é regolato
dalle raccomandazioni delle linee-guida o dalle buone pratiche clinico-assistenziali;

c) se l'evento si é verificato per colpa {anche "lieve") da imperizia nella individuazione e nella scelta di
linee-guida o di buone pratiche clinico-assistenziali, non adeguate alla specificita del caso concreto;

d) se I'evento si é verificato per colpa "grave" da imperizia nell'esecuzione di raccomandazioni di linee-
guida o buone pratiche clinico-assistenziali adeguate, tenendo conto del grado di rischio da gestire e

delle speciali difficolta dell'atto medico”.
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