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Papel dos cuidados de saude
primarios na prevenc¢ao, otimizacao
e referenciacao na populacao com
risco de desenvolver doenca

RUI ALVES renal cronica

Servigo de Nefrologia do CHUC
Clinica Universitaria de Nefrologia
da FMUC
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* DRC em Portugal (pré-TSFR)

Prevalence of Chronic Kidney Disease and RENA Study: Cross-Sectional Study to
Associated Risk Factors, and Risk of End-Stage Evaluate CKD Prevalence in Portugal
Renal Disease: Data from the PREVADIAB St“dy Table 5. Gender-, age class-, and geographical region-standardized

prevalence of CKD by CKD stage

Table 2. Age- and gender-standardized prevalence rate of CKD

Stages of CKD Prevalence of CKD, %
3 4 5 all Stage 1 0.40
Prevalence 5.6% 0.3% 0.18% 6.1% =lage 2 2.
Stage 3a 7.97 o
The estimation of CKD stage 3 and 4 prevalence was calcu- Stage 3b 2.11 IO’62/°
lated as percentage of the study sample (n = 5,167 subjects), while Stage 4 0.46
the prevalence of stage 5 was calculated as percentage of the Por- Stage 5 0.08
tuguese population estimated as 8,867,076 persons aged 20 years
or older, as of December 2008, CKD, chronic kidney disease.
RENA Study: Cross-Sectional Study to Evaluate CKD Nephron
Odds ratio for CKD Prevalence in Portugal
unadjusted adjusted i : A ,
RENA study Res CKD prevalence
Diabetes | 2% 1.92 (1.75-2.36) 1.20 (0.96-1.50) i ot : 2 = v T
Hypertension 459, 1.97 (1.62-2.40)  1.05 (0.85-1.31) h S Aac it \ Femates [| N typenension mm
Obesity® 31% 1.32 (1.10-1.58)  1.14 (0.94-1.39) i s - oo, I 38% " Portugal
Metabolic syndrome 2.12(1.72-2.63) 1.50(1.20-1.88) ﬂ 60 z:::arycare A 16 _ 33“_3’:3”
Data are OR (95% CI). Adjusted f-:ui age, gender, and educa- 45| Poxtugal : s ' ﬂ. Older age @ Diabetes
tional level (low/high). * BMI =30. b wWaist circumference =94 cm municipalities L | &R
in men and =80 ¢m in women. Conclusions: This study showed a ¢ -‘:VT e nce above U Vinhas J, Aires |, BatistliC, Branco P, Branddo ), Nogucira R,
Umas isiciativa worldwide snd Europe average. it has become clearth Raposo JF Rodripusd ;N:S!ud\riCross-S«(ionaIS!udvto
Vinhas ] et al. Nephron Clin 201 1; 119: 35-40 IEgtto. dhentily CXO patlentx ealerand to cevelop swsieriess)  Pmcrue 10.1159/000508676
. SPN a 15 dcationslrograns o prevent (KO aod s ssecste
ﬁ e AstraZeneca & 5

Vinhas et al. Nephron Clin 2020; 144: 479-487
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Causas de Doenca Renal Croénica

Causa Indeterminada (d. glomerulares/tubulo-intersticiais/vasculares nao
diagnosticadas — diagnéstico de presungao)

Causa primarial/idiopatica

Glomerulonefrites, nefrites tubulo-intersticiais..., d. hereditarias

Causa secundaria

Diabetes Mellitus tipo 2 e obesidade (sindrome metabdlico)
Hipertensao arterial

Doencas glomerulares (c. auto-imune - LES, vasculites)

Pielonefrite cronica (litiase/malformacgao urinaria)

Doenca hereditaria (DRPoliquisticaAD)

Nefropatias associadas a compostos quimicos (farmacos ou toxicos)
Neoplasias (Mieloma Multiplo)
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Doenca renal cronica

= Pilares do Diagnéstico Precoce/Prevencao

— Historia clinica com pesquisa de fatores de risco (HTA, diabetes, obesidade, litiase, d.
cardiovascular ? doenga sistémica(auto-imune?); medicacao habitual, patologia uroldgica (malformagoes
urinarias e pat. vesico-prostatica, historia familiar de doenca renal);

— Exame Fisico: Estado de hidratagao (edema ?), débito urinario; Avaliacao sistema cardiovascular.

— Avaliacao da funcao renal
— Sangue: azoto ureico e creatinina; ionograma sérico; calculo da taxa de filtragao glomerular(TFGe<60mL/min?);

— Detecao e interpretagao de alterag¢oes urinarias

— Sumaria de Urina Il (sedimento urinario)

— Proteinuria ?/hematuria ?

— Ratio Albumina/Creatinina
— Avaliacao da morfologia renal (ecografia renal e vesical/doppler).

% SPN
= AstraZeneca 7



NG A RENAL4ALL

KDIGO 2012 - DRC corresponde a uma alteracao da estrutura e/ou funcao renal > 3 meses de evolucao
e implicacao no estado de saude.

Criteria for CKD (either of the following present for > 3 months)

Markers of kidney damage (one of more) Albuminuria (AER = 30 mg/24 hours; ACR = 30 mg/g (= 3mg/mmol)
Urine sediment abnormalities
Electrolyte and other abnormalities due to tubular disorders
Abnormalities detected by histology

( Structural abnormalities detected by imaging

L History of kidney transplatation }

[ r ~
Decreased GFR GFR > 60 ml/ min/ 1.73 m? (GFR categories G3a G5) )/ Calculo com equagoes
L @NKF GFR
CKD-EPI
Abbreviations: CKD, chronic kidney disease; GFR, glomerular filtration rate. MDRD

Umas isdeisliva Cam & apais

£5 SPN
= AstraZeneca 8
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Doenca renal cronica

KDIGO 2012 - recomendam a classificagcao segundo o esquema CGA
Causa, GFR, Albuminuria

GFR categories in CKD
GFR category GFR (ml/min/1,73 m?) Terms
G1 =90 Normal or high
G2 60 89 Mildly decreased*
G3a 45 59 Mildly to moderately decreased
G3b 30 44 Moderately to severely decreased
G4 15 29 Severely decreased
G5 <15 Kidney failure
Abbreviations: CKD, chronic kidney disease; GFR, glomerular filtration rate.
* Relative to young adult level.
In the absense of evidence of kidney damage, neither GFR category G1 nor G2 fulfill the criteria for CKD.

Albuminuria categories in CKD

ACR (approximate equivalent)

Category AER (mg/mmol) (mg/m) Terms
(mg/24 hours)

A1 <30 <3 <30 Normal to mildly increased
A2 30-300 3-30 30-300 Moderately increased*
A3 >300 >30 >300 Severely increased**

Abbreviations: AER, albumin excretation rate; ACR, albumin to creatinine; CKD, chronic kidney disease
* Relative to young adult level.

**Including nephratic syndrome (albumin excretation usually >2200 mg/24 hours (ACR >2220 mg/g; >220 mg/mmol)).

Umas isdeisliva Cam & apais

£5 SPN
= AstraZeneca 9
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KDIGO 2012: valor prognostico da TFGe/albuminuria — risco de progressao da doenga renal e risco
cardiovascular !

Prognosis of CKD by GFR and albuminuria category

Persistent albuminuria categories
Description and range
Al A2 A3
Prognosis of CKD by GFR
and Albuminuria Categories: NOIT?':'da'w Moderately Severely
KDIGO 2012 S increased increased
<30 mg/q 30-300 mg/q >300 mg/q
<3 mg/mmol 3-30 mg/mmol | >30 mg/mmol

&E‘ G1 | Normal or high >90
)

~N o

~ D [ G2 | Midy decreased 60-89
-~

£E

ET Mildly to moderately

T & | © | decreased esd
See”- 5. v
w90 Moderately to

% k- G3b | severely decreased o
g8

§ 8 G4 | Severely decreased 15-29
o

5 G5 | Kidney failure <15

Green: low risk (if no other markers of kidney disease, no CKD); Yellow: moderately increased risk;
Orange: high risk: Red, very high risk.

Ums isicistive Com & spois

ﬁ SPN - HstraZenecaJi’ 10
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DRC - critérios de referenciacao

TFGe+ACR
]
— =\
<65 anos 65 a 80 anos >80 anos
é N
( A TFGe <25
TFGe <60 TFGe <45 mL/min/1.73m2
mL/min/1.73 mL/min/1.73 m2
+ + *
ACR>30mg/s ACR>300 mg/g ACR>300mg/g
\_ J & J N\
%SP AstraZeneca

’/

Diminuicao da TFG>25% num meés
Elevacao da creatinina > 25% em | més

Diminuicao da TFGe >5
mL/min/ano

HTA refrataria ao
tratamento

Hipercaliemia> 6.5mEq/L
Anemia de causa renal
Hematuria nao urologica

D. Hereditaria renal

1"
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Albuminuria/Proteinuria

= Persistente isolada:
Referenciar a Nefrologia

- A/C >300mg/g ou P/C >500mg/g
- Diagnostico de doenca glomerular para orientagao terapéutica e indicadores progndstico
Realizacio de BIOPSIA RENAL?

* Nado é critério para referenciar a consulta de nefrologia:

Proteindria < 50mg/dl (sumdria de urina ll) transitoria e/ou concomitante com infecdo urindria,
febre, periodo menstrual, processo ginecoldgico exsudativo ou apos esforgo fisico relevante.

Com & spois

AstraZeneca 12
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Hematuria

* Diagnostico: Tira-teste - | +; sedimento >20 erit/campo ou 25 erit/uL

* Excluir causa uroloégica (tumores dos sistema urinario)

* Enviar a consulta de Nefrologia:
* Se hematuria recorrente ou persistente com cilindruria (hematica)

" Nado é critério para envio a consulta de Nefrologia:
- Hematuria oligossintomadtica ndo recorrente e ndo persistente na auséncia de outros critérios;

- Hematuria acompanhando infe¢do urindria episddica.

AstraZeneca

13
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Referenciar a Nefrologia

Outras alteracoes renais, morfolégicas ou funcionais:
= Rim uUnico, anatomico ou funcional, ou

= Assimetria renal, anatdmica (diferenca de diametro longitudinal ? 2 cm,
sem quistos renais de volume relevante) ou funcional (de causa nao
obstrutiva)

* Ectopia renal
= Displasia renal ou outras doengas renais quisticas congénitas
= Suspeita ou diagnéstico de Doenca Renal Poliquistica ()

= Quistos numerosos, mesmo na auséncia de Doenca Renal Poliquistica

(*)Critérios ecograficos para diagnostico/suspeita de Doenca Renal Poliquistica AD:
- Dos 15 aos 29 anos: pelo menos 2 quistos em | ou em ambos os rins
- Dos 30 aos 59 anos: pelo menos 2 quistos em cada rim
- Idade > 60 anos: pelo menos 4 quistos em cada rim
- Suspeita/diagnostico reforgados se houver: DGS-GID 2015
- Quistos hepaticos e/ou pancreaticos e/ou esplénicos e/ou ovaricos

= SPM
% : AstraZeneca 14



Uma isiciativa

AstraZeneca
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Sem indica¢do para referenciar a

Nefrologia

Achados ecograficos:

- “Hipertrofia de coluna de Bertin”

- “Bacinete extrasinusal”

- “Massas renais/nédulos/quistos complexos” (consulta urologia)

- Quisto(s) simples puro(s), isolado ou multiplos, sem ser(em)
acompanhado(s) de outro(s) critério(s)

- “Microlitiase” ecografica assintomatica.

DGS-GID 2015

15
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Doenca Renal Cronica

= COMO ATRASARA PROGRESSAO?

CONTROLAR HTA E PROTEINURIA DE ACORDO COM OBJETIVOS DE
CADA DOENTE (fatores de risco)

* Com antagonistas do eixo RAA se albuminuria/proteinuria
* [ECAVS.ARA ?; Glifozinas (iSGLT?2)

ESTAR CONSCIENTE DO RISCO ACRESCIDO DE LRA SOBREPOSTA A DRC

» Cautela na utilizacao de nefrotoxicos

RESTRICAO PROTEICA?
* KDIGO 2012:0.8 g/kg/day in adults with GFR <30 ml/min/ 1.73 m2

CONTROLO GLICEMICO e REDUCAO DO PESO (atencio ao risco de
hipoglicemia na DRC — reduzir insulina)

e KDIGO 2012: HbAlc 7%

RESTRIGCAO SALINA
* <90 mmol (<2 g) de sddio por dia (5 g sal cozinha)

Antagonistas
SRAA
Diuréticos
AINE
Metformina
Digoxina
Agentes de
Contraste
Solugoes para
preparagao
intestinal

RENALGALL

16
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= AN Gestao de cormobilidades da doenca
" renal cronica. Importincia de uma
abordagem integrada.

PATRICIA BRANCO

Nefrologista.

cPhD HSC/CHLO, Nephrocare .
APDP. NMS
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Porque comecamos o programa de desnervacao renal?
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SOCIEDADE
PORTUGUESA DE
HIPERTEMSALC

F L

Porﬁ.nguesa HYparI:ansim and SAH. Study

= ITH0 [representative da sopulscio sdubia vivents em Portusl costimental em 20011

PHYSA study:

conhecimento, tratamento e controlo

RENAL

~3,5 milhdes individuos
com HTA em PT

n=3720

76,8

Sabem

DOENTES HIPERTENSOS = 1568 (42,2%)

(media 2* @ 3 * registos)

74,9

n=1175 55,7

42,6

Tratados Tratados e

controlados

Controlados

Macedo ME e col 2003
J Hypertens 2005
[média 3 mediches)

MN&o tratados

ALL
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Metologia Consulta HTA resistente

Doentes referenciados das Consultas:
Nefrologia, Cardiologia, Med Interna, Endocrinologia, MGF

Equipa Médica

Cardiologia de
Intervencao: RDN

Equipa Enfermagem

¢ Informagao e Educagao

e MAPA, lpro

Doentes mantém vigilancia na Consulta de HTA
resistente ou na C Médico assistente referenciador

RENAL4GALL

20
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ERCONTRO TR oW .
RENAL G - wenat (P

LEETIMA AIRR

PRESSAO ARTERIAL e

Resultados aos 5 anos e
D= e
Definicdo Respondedores

PA consulta: Reducio da PASE10mmHg

Pressao Arterial

» B89.7% (n=26) sdo respondedores PAS consulta.

Variac@o meédia da PAS & PAD na consulta

Baseline 5 anos apés RDN entre o baseline & acs 5 anos apas ROM

PAS {mmbg] 175.6+24.1 156.1:222  p<0.001 2

PAD {mmg] 88 8+15.0 791219  p-0.01 5 l

Mipotansores/doanta 58411 37:12  pe0.D0L =

Classas hipotansoras/doante 5.540.9 37:1.2  pe000l B ZhETE
E -1%

A

»  16.7% [n=5) tiveram evento cardiovascular e ndo se registaram -18.Smmby
S . 5
obitos durante o tempo de seguimento analisado.
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novo paradigma

RENAL4GALL
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Fatores do paciente que influenciam a sele¢ao de farmacos redutoras de glicose
diferentes de SGLT2-i e metformina na diabetes tipo 2 e doenga renal crdnica.

PMCV risk

Heart failure

Potent glucose-

CKD 5 or dialysis lowering

Avoid hypogycemia

J Cost

Avoid injections

J Weight

De Boer IH. Kidney Int. 2020; 98, 839-848

RENAL4ALL
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Importancia de uma abordagem
integrada na gestao do doente
com DRC

RITA BIRNE
Nefrologista
CHLO-HSC; APDP

Gl
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DRC

» A progressao da DRC esta associada a morbilidade
significativa como doenca cardiovascular acelerada,
anos de vida perdidos, custos acrescidos

« Comporta-se como uma doenca multi-organica, com
complicacoes que envolvem multiplos sistemas

Uma iniciativa Com o apoio

~ SPN Clinic Kidney J 2021;14(4):1077-1087
%ws AstraZeneca% 25



Surgimento (“emergence”)

» Acontecimento com propriedades que as suas partes
Isoladas nao possuiam e que surgem apenas quando

as partes interagem num todo mais abrangente
ex. organismo como um todo

DRC = altera o estado de equilibrio do organismo

e rengus AstraZenecag?

RENAL4GALL

EMERGENCE

THE CONNECTED LIVES F ANTS,
BRAINS, CITIES, AND SOFTWARE

Q

STEVEN JOHNSON
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The global prevalence of CKD is 698 million’ The global incidence of CKD is over 19 million’

. Asia

North America | Europe | India, 6.76%

Canada, 14.44% 11.86% Bangladesh (3.68,9.85)

HISE T 8022820 (9.93,13.79) ~ China, Taiwan,  10.06%
Mongolia (6.63, 13.49)
Japan, 11.73%
S Korea, (5.36, 18.10)
Oceania

Australia 8.14%
(4.48,11.79)

Chile 12.10%
(11.72, 12.48)

SouthAfrca,  7.60% |

Senegal, Congo  (6.10,9.10) | jran 11.68%
: (4.51,18.84)

Global Burden of Disease Collaborattion, Lancet 2020;395:709-33
Bill & Melinda Gates Foundation 2T
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Prevalence of CKD by Stage

Prevalence of CKD

Stages 1-5 Stages 3-5
m 2001-2004 14.2 (13.2-15.1) 6.6 (6.0-7.2)

- = 2005-2008 14.3 (13.0-15.5) 6.5 (5.6-7.4)
m 2009-2012 13.5 (12.5-14.4) 6.6 (5.9-7.4)
m 2013-2016 14.8 (13.6-16.1) 6.9 (6.2-7.6)

Percent

Stage 1 Stage 2 Stage 3 Stage 4 Stage 5

U". iniciativa C K D Sta ge USRDS website; Annual data report 2018
% iﬁN~ AstraZeneca§ 28
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Newly referred patients >65 years with CKD are
substantially more likely to die than to reach ESRD

Competing-risks regression

A5

Cumulative Incidence

.05

Santos J, et al. J Investig Med 2017;65:1041-1048

29
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J-DOIT3 Study:
Multifactorial intervention has a significant effect on DKD
eGFR slope during years 0-3 in patients with eGFR <60 mlI/min (n=213 T2D patients)
{p;](;g; ?;Eimat& P value
Intensive - I—I—I {U-EES{:]G to 0.640) 0.949
Conventional - —_— :1065; 410 ~0.431) <0.001
3 2 1 0 1
Kidney International (2021) 99, 256-266

D\

SPN &
Sewees  AStraZeneca oo 30
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Post hoc analyses of the impact of intensified, multifactorial treatment on
survival and renal outcomes in patients with T2D and microalbuminuria
enrolled in the Steno-2 Study

100+

-100
75 75
a)
o
%)
i
5
o
<
§ 50_ _50
ie)
(0]
=
S
>
)
*
254 -25
DCVD = death from CV disease
DOC = death from other causes _ .
Intensive treatment Conventional treatment
1 T T T T T T T T T T 3
0 5 10 15 20 0 5 10 15 20
Uma iniciativa Com o apoio Years from randomization Years from randomization
) Kidney Int. 2017;91(4):982-988
SPN
%wm" AstraZeneca%
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Uma iniciativa

&

Socedsse Rertiguass
e Netisiogia

Unadjusted Prevalence, %

Com o apoio

AstraZeneca%

[l 2006-2009
[ 2010-2013
[ ]2014-2017

Medication Use in CKD 3-5

SGLT2 Inhibitor

-

ACE Inhibitor

ARB
Prescription Medication

PPI

RENAL4ALL

US Healthcare
Systems
N=660.000

NSAID

JAMA Network Open. 2019;2(12):e1918169

32
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CKD Trials designed to primary address kidney outcomes

A Primary Composite Outcome

A Primary Composite Outcome

- - 244 i 51-0.7
1009 309 Hazard ratio, 0.70 (95% C1, 0.59-0.82) 100 Dy 061 (9%, 051-0.72
g %07 259 p=0.00001 —_— g o el
.g 80- 20 acebo _ 16 Placebo
o 70+ 15— £ B 12+
b 8 704
604 10- 5
H . . 3 604 8+
P 50+ 5 Canagliflozin g ol o Dapaglifiozin
z :g_ 04 T T T T ) 2 40 0
- - T T 1 T 1 Ll I I
- 9 0 6 12 1B 4 330 ¥ 4« s ]l 0 4 8 12 16 20 24 28 3
= 5 B
[ =
S / 3
104
0 —p— . r ' Y . 0 ‘#
0 6 12 18 24 30 36 42 0  — T T T T T 1
) o 0 4 8 12 16 2 24 28 32
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Placebo 2199 2178 2132 2047 1725 1129 621 170  piacebo 2152 1993 1936 1858 1791 1664 1232 774 270
Canagliflozin 2202 2181 2145 2081 1786 1211 646 196  Dapaglifiozin 2152 2001 1955 1898 1841 1701 1288 831 309
Uma iniciativa Com o apoio
~ SPN
% St e AstraZeneca%

A Primary Composite Outcome

1004 40+ Hazard ratio, 0.82 (95% Cl, 0.73-0.93)
90 P=0.001
ey 30— Placebo
X 804
W
v 704 20-
: -
ﬁ 60 Finerenone
2 s 10
o
2 404
g 0+ T T T T T T 1
s 304 0 6 12 18 24 30 36 42 4
€ 2
(v}
104
0 1 Ll T Ll T Ll T 1
0 6 12 18 24 30 36 42 48
Months to First Event
No. at Risk
Placebo 2841 2724 2586 2379 1758 1248 792 453 82
Finerenone 2833 2705 2607 2397 1808 1274 787 441 83

33
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22+ —— Placebo
204
18+
16—
14
12+
10+
8-
6
4
2-1
0‘ 1 1 1 ] 1 ] I 1
Number at risk
Dapaglifiozin 1455 1383 1349 1307 1262 1155 910 580 21§
Placebo 1451 1360 1321 1275 1224 1130 868 545 190

HR 0-64 (95% C10.52-0-79)

Primary composite
outcome (kidney +
CV death)

Cumulative incidence (%)

C

24 HR 057 (95% C10-45-0.7
=) 95 5-073) DM

20—
184
16—
144
12—
10+
84
6
4=
2

Kidney specific
composite outcome

Cumulative incidence (%)

1 1 1 L) 1 1
0 4 8 12 16 20 24 28 32
Time since randomisation (months)
Number at risk
Dapaglifiozin 1455 1383 1349 1307 1262 1155 910 580 215

Lancet Diab Endoc. 2021;9(1):22-31
Placebo 1451 1360 1321 1275 1224 1130 868 545 130

- HR 050 (95% Cl 0-35-0-72) no DM

I 1 I | 1 |

697 618 606 591 579 546 378 251 94
700 633 615 583 567 534 364 229 80
D
-1 HR0-51(95% C1034-0.75)
- no DM
= T Y T T T T T 1
0 4 3 12 16 20 24 28 32
Time since randomisation (months)
697 618 606 591 579 546 378 251 94
701 633 615 583 567 534 364 229 8o
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Effects of SGLT2 inhibitors
in patients with CKD

== |, eGFR decline and ESKD
= {, HF hospitalization

w J, CV death /Mortality

Sy Ast raZenecag?

RENAL4GALL

Effects of Finerenone

in patients with DKD

= |, eGFR decline and ESKD

w , Composite CV death /MACE+HF

35
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Uma iniciativa
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Objetivos dos Cuidados na DRC

* Prolongar a vida

* Preservar a qualidade de vida

* Promover o bem-estar geral do doente
-> Prevenir complicacoes

Contudo:

- a utilizagao de estratégias com comprovada eficacia permanece
Inaceitavelmente baixa

- 0S sistemas colaborativos de cuidados sao uma raridade

Com o apoio

AstraZeneca@ 36
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26 MAIO | MODULO 3 zi
Implementacao de estratégias
baseadas na evidéncia para o doente
com doenca renal cronica.
Complexidade e otimizacao da gestao
INES AIRES de medicacao na doenca renal cronica.

Centro Hospitalar
Lisboa Central 1
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Modelo conceptual para a DRC: Desenvolvimento, progressdo, complicagdes

Doencga CV

Toxicidade farmacolégica
Complicacdes metabdlicas/enddcrinas
Complicagoes DRC InfegBes

Fragilidade

DRC TSFR

Normal Risco aumentado Reducao TFG TConservador

estadio 5
Morte

ﬁ SPN »&, Adaptado: KDIGO 2012 Clinical Practice Guideline for the Evaluation and Management of Chronic Kidney Disease ; Kl supplements (2013), 3
¥ -~  AstraZeneca . 38
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Doenca Renal Crénica (excluindo TSFR)

- Estratégias baseadas na evidéncia

»ldentificacao da populacao em risco

- Prevencao primaria/ medidas gerais

- Prevencao da DRC adequadas a populacao alvo
- Diagnosticar e estimar risco

»ldentificacao dos doentes com DRC

- Medidas de reversibilidade e/ou atraso da progressao
- Prevencao, adiamento e tratamento das complicacoes
- Referenciacao a Nefrologia vs cuidados primarios

RENAL4ALL
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Identificacao populacao em risco

- Nao ha atualmente suporte cientifico que justifique rastreio geral da populacao
(!ldosos)

Identificar populacao alvo em risco de desenvolvimento de DRC
Diabéticos (DKD)
Hipertensos ou Hx de DCV

Individuos com fatores de risco ( albuminuria; obesidade; dislipidemia; etnias, Hx de LRA.; doencas
Al..)

Populacdes particulares ( Hx familiar; Doencas hereditarias; doencgas sistémicas..)

Testar e confirmar ( > 3 M)
Calculo do DFG; Razao albumina/creatinina urinaria

ﬁ SPN - ﬁstraZeneca% 40
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RENAL

Classificacao da DRC e estimativa de risco

Albuminuria categories
Description and range
[CKD is classified based on:
Cause (C) Al A2 A3
GFR (G)
Albuminuria (A) Normal to mildly Moderately .
. ’ . . Severely increased
increased increased
<30 mg/g 30-299 mg/g =300 mg/g
=3 mg/mmol 3-29 mg/mmol =30 mg/mmol
Treat e
G1 [Normal or high =00 1if CKD { Re;e
: Treat Refer®
G2 Mildly decreased 60-89 1if CKD 1 5
GFR categories Mildly to moderately | . .o Treat Refer
(ml/min/1.73m?) fecreased 3
Description and . Refer
range G3b Er‘luderatel:. to 3044
everely decreased 3
Refer
G4 Severely decreased 15-29
4+
Refer
G5 |[Kidney failure =15
Uma iniciativa Coam & apoia 4+
= SPM
ﬁ e AstraZeneca &

ALL
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Medidas gerais

KDIGO 2012 Clinical Practice Guideline for the Evaluation and Management of

ChronicKidney Disease

* Intervencoes dietéticas e estilo de vida

- Consumo de sal: <2 g/d de Na ( 5g de NaCl)

- Consumo proteico: 0.8 g/Kg/d ( evitar consumo >1.3 g/Kg/d)

- Exercicio fisico: 150 /semana

- Peso: IMC 20-25 Kg/m?

- Cessacao tabagica

- Eviccao nefrotoxicos (AINEs, contraste; posologia farmacos excrecao renal)

Uma iniciativa Cam & apais

ﬁ SPN - ﬁstraZeneca%

RENAL4ALL
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\-@_ _/-'1 ‘ Executive summary of the KDIGO 2021 Clinical RENAL4SALL

Practice Guideline for the Management of Blood
HTA Pressure in Chronic Kidney Disease

» Objetivo:

- PAs <120 mmHg, quando tolerado (Individualizacio!!)

Baseado nos objetivos da cardioprotecao e mortalidade
- Se DRC e PA> 20 mmg acima do objetivo-terapéutica combinada (iSRRA +diurético/BCC)

 Recomendacoes inciais

- iISRAA nos doentes hipertensos, DRC e albuminuria (G1-G4,A3) sem DM (1B)
- ISRAA nos doentes hipertensos, DRC e albuminuria (G1-G4, A2), sem DM (2C)
- iISRAA nos doentes hipertensos, DRC e albuminuria (G1-G4, A2 e A3) com DM (1B)

Inibicao do SRAA- efeito cardio e nefroprotetor
Reducao da pressao |G/ reducao da Pressao Arterial sistémica

Uma isieist v Cam & apals Kldney International (2021) 99, 559-569

Reducao da inflamacao e fibrose 43
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DM e DRC

Apenas 30-40% diabéticos desenvolvem nefropatia = Fatores de risco

- Suscetibilidade: (idade, género, etnia, Hx familiar)

* Iniciacao: Hiperglicemia; Hiperfiltracdo, Lesao Renal Aguda (LRA)

RENAL4ALL

* Progressao: Hiperglicemia, Hipertensao, obesidade, hiperuricemia, tabagismo, noxas

- Marcadores de progressao ( alouminuaria, H-FABP; HMW-adiponectina; transferrina)

- Prevencao primaria ou secundaria dos fatores de risco e de progressao para DRC

- Reducao do risco de morte CV

Obijetivo

44
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Hiperglicemia

RENAL4ALL

« Controlo glicémico rigoroso atrasa, reduz a progressao e nalguns casos reverte as complicacdes microvasculares

Conceito da “memoria metabdlica”

DCCT/UKPDS ADVANCE/ACCORD/VADT
Controlo metabdlico intensivo apés DKD

- controlo glicémico rigoroso na DM tem um efeito favoravel - n&o reduz o risco de progressao
duradouro no risco de desenvolvimento de DRC

- Ambos A1c < 7%

- Reducéao significativa de complicagdes microvasculares

- Menor desenvolvimento de proteinuria e DRC (DCCT)

Umas isicigtiva

&5 S°N .

Com & spois

A
AstraZeneca -~

- nao reduz o risco CV / aumenta risco morte
- Aumenta o risco de hipoglicemias graves

- No entanto em doentes sem DKD reduz o risco de
progressao para DRCT

g

« Importancia do tratamento precoce

Objetivo
Ajustar valor da HbAlc: a idade, comorbilidades e sobrevida expectavel

45



INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF!

CONSIDER INDEPENDENTLY OF BASELINE A1C,
INDIVIDUALIZED A1C TARGET, OR METFORMIN USE®

W ¥
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population®®’
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- arGLP1: DM/DRC/DCV

- Efeitos anti ateroscleréticos / vasculares

- Melhoria da dislipidemia e proliferagao musculo liso
+ Modificacao fatores de risco CV

- [l peso, resisténcia a insulina; dislipidemia, PA

* Diminuicao da lesao isquémica

- reducao Ca intracelular e da apoptose glucidica

» Alteracao da funcao endotelial

- Diminuicao do stress oxidativo e vasodilatacao (NO)
« Efeito anti-inflamatério

Uma iniciativa Cam & apais

L~ i

Ast TEIZEHECEI%

RENAL4ALL

2020 Expert Consensus Decision Pathway on Novel Therapies for

Cardiovascular Risk Reduction in Patients With Type 2 Diabetes
A Report of the American College of Cardiology Solution Set Oversight Committee - Endorsed by the ADA

(@ Brain )
|Food intake Heart and vessels
| Water intake Gl ilisati
Stomach \ tNeuroprotection 1 Caurz(i)::rgtt‘e ::st?;:n
: i ; Neurogenesis
lfg(sjtnc errmtptylng , [ 1Cardiac output
lhadseonlion g d 1Vasodilation
- | Fatty acid metabolism
Pancreas i
TInsulin secretion/ =
biosynthesis Kidney
TSomatostatin secretion TDiuresis
TB-cell proliferation TNatriuresis

y

JGlucagon secretion

\iﬁ-cell apoptosis

lInflammation

Immune system)

TGrowth
JMotility

ILipoprotein
secretion

Skeletal muscle

TPerfusion
TGlucose uptake

y

>

@’ Brown
= adipose tissue

TThermogenesis

I Steatosis
JVLDL (ApoB100)
dGlucose production

e

White adipose
tissue
TPerfusion
TLipolysis
TGlucose uptake

Diabetes Ther (2019) 10:1645-1717
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arGLP1: DCV/DRC

RRR outcomes CV

3-4pMACE: 12-26%
Morte CV: 2- 51%

Morte global: 6-49%
Hospitalizacao IC: 4-14%

RRR Outcomes Renais
12-36%

Sobretudo reducdo
protu!

m Summary of the GLP-1RA CV Outcomes Trials

ELIXA LEADER SUSTAIN-6* PIONEER-6
(77) (14) (15) EXSCEL (78) REWIND (16) (79)
Patients enrolled 6,068 9,340 3,297 14,752 9,9Mm 3183
Drug Lixisenatide Liraglutide Semaglutide SO  Exenatide QW Dulaglutide Semaglutide oral
Dose 10 megor 20 mcg 1.8 mg or max tolerated 0.5 mg or 1 mg 2 mg 1.5 mg 14 mg or max tolerated
per day dose per day per week per week per week dose per day
Median follow-up (years) 21 3.8 21 3.2 54 1.3
Baseline HbAlc 7.7 8.7 8.7 8.0 7.2 8.2
Mean duration of diabetes (years) 9.3 12.8 13.9 12.0 95 149
Baseline statin use (%) a3 72 73 74 66 a5
Baseline prevalence of 100 81 72 73 3 85
ASCVD1/HF (%)
Baseline prevalence of HF (%) 22 18 24 16 9 MR
Primary outcome, 4-point MACE 3-point MACE 3-point MACE 3-point MACE  3-point MACE 3-point MACE
HR (95% CI)+ 1.02 (0.89-1.17) 0.87 (0.78-0.97) 0.74 (0.58-0.95) 0.91 0.88 0.79 (0.57-1.11)
(0.83-1.00) (0.79-0.99)
CV death, HR (95% CI) 0.98 (0.78-1.22) 0.78 (0.66-0.93) 0.98 (0.65-1.48) 0.88 0.9 0.49 (0.27-0.92)
(0.76-1.02) {0.78-1.06)
Fatal or nonfatal M, 1.032 (0.87-1.22) 0.86 (0.72-1.00) 0.74 (0.51-1.08) 0.97 0.96 1.18 {(0.73-1.90)
HR (95% CI)§ (0.85-1.10) (0.79-1.15)
Fatal or nonfatal stroke, 1.12 (0.79-1.58) 0.86 (0.71-1.06) 0.61 (0.38-0.99) 0.85 0.76 0.74 (0.35-1.57)
HR (95% C1)§ (0.70-1.03) (0.62-0.94)
All-cause mortality, 0.94 (0.78-1.13) 0.85 (0.74-0.97) 1.05 (0.74-1.50) 0.86 0.50 0.51 (0.21-0.84)
HR (95% C1) (0.77-0.97) (0.80-1.01)
HF hospitalization, 0.96 (0.75-1.23) 0.87 (0.73-1.05) 0.86 (0.48-1.55) 0.94 0.93 1.11 (0.77-1.61)
HR (95% CQ1)|| (0.78-1.13) (0.77-1.12)
Renal composite outcomeY 0.84 (0.68-1.02) 0.78 (0.67-0.92) 0.64 (0.46-0.88) 0.88 0.85 0.64 (0.46-0.88)
(0.76-1.01) (0.77-0.93)
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Beneficios dos iSGLT2: DM/ DRC/ DCV

¥

Cardioprotection AT
Heart disease o
T Vascular function
1 Cardiac death 1 Plasma volume
lBlood pressure 1 Cardiac preload
TKetone utilization  and/or afterload
TOxygen delivery | Cardiac

4 Heart failure

| Arterial stiffness hypertrophy
linflammation  LFibrosis
/

Weight loss'2. 120~

Iy Reduced abdominal and
subcutaneous fat'2!
Ly Reduced insulin
resistance’22

Reduced glucose reabsorption
and stress of renal tubular

cells Preserved intravascular
o volume
Restored erythropoietin Ly Decreased volume

production''”
Iy Increase in hematocrit
concentration'®
Increased oxygen
delivery'!s

Lumen

- . @
SGLT2: DCV”
L /' Na*

Glucose

SGLT2
inhibition

Increased glucose excretion

I"Relative glucose deficiency
Ly Lipolysis, fatty acid oxidation, and
ketone body formation
Cell metabolism switched towards
energy efficient ketone bodies?5: 26
Ketone bodies inhibit kidney
damage mediator mTORC1'%¢

overload'?

L
Renoprotection
Kidney disease

T Natriuresis

T Glycosuria

| Hyperfiltration

4 Albuminuria

TOxygen delivery

L Intraglomerular pressure
L Inflammation

TVascular function

o)

T Glucagon 1 Plasma levels of
TInsulin uric acid

1 Glucotoxicity LHbA,,

1 Body weight 1 Oxidative stress
T Ketogenesis LlInsulin resistance

I NAFLD and/or NASH THDL

Adaptado de
Giorgino et al. Cardiovasc Diabetol (2020) 19:196
Khunty K, Nature review Endocrinology 2020
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REVIEW

Sodium-Glucose Co-Transporter 2 (SGLT2) Inhibitors:
Are They All the Same? A Narrative Review
of Cardiovascular Outcome Trials

David M. Williams @ - Asif Nawaz - Marc Evans

ISGLT2: DCV

RRR Outcomes CV

3pMACE: 3 -20%
Morte CV: 2 -38%
Morte Global: 7-32%
Hospitalizacao IC: 27-29%

Efeito em populacao diabética e ndo diabética

Table 4 Differences in study outcomes in completed CVOTSs of SGLT2 inhibitors use

Trial [Drug) 3-P MACE CV death  Non-faral  Non-fatal All-cause HHF
MI stroke mortality
DECLARE-TIMI HR 093 HR 098 HR 0.89 HR 1.01 HR 0.93 HR 0.73
[Dapaglifiozin] ~ [CI [CI [CI [CI 0.84-121] [CI0.82-1.04] [CI
0.84-1.03)" 0.82-1.17)  0.77-1.01] 0.61-0.88)
DAPA-HF - HR 0.82 - - HR 0.83 HR 0.70
[Dapaglifiozin] [CI [CI 0.71-0.97] [CI
0.69-0.98] 0.59-0.83)
DAPA-CKD ” - - - HR 0.69 -
[Dapaglifiozin] [CI 0.53-0.88]
CANVAS HR 0.86 HR 0.87 HR 0.85 HR 0.90 HR 0.87 HR 0.67
[Canaglifiozin] [CI [072-106] [0.69-1.05] [CI0.71-1.15] [0.74-1.01] [CI
0.75-0.97]" 0.52-0.87)
CREDENCE HR 0.80 HR 0.78 - - HR 0.83 HR 0.61
[Canagliflozin] [CI [CI [CI 0.68-1.02] [CI
0.67-095]""  0.61-1.00] 0.47-0.80)
EMPA-REG HR 0.86 HR 0.62 HR 0.87 HR 1.24 HR 0.68 HR 0.65
[Empaglifiozin] [CI [CI [0.70-1.09] [CI 0.92-167] [CI 0.57-0.82] [CI
0.74-099]""  0.49-0.77] 0.50-0.85)
EMPORER- - HR 0.92 - - HR 0.92 HR 0.69
reduced [CI [Cl077-1.10]  [CI
[Empaglifiozin] 0.75-1.12) 0.59-0.81)
VERTIS-CV HR 097 HR 092 HE 1.00 HE 1.00 - HE 0.70
[Ertuglifiozin] [CI [CI [CI [0.76-1.32] [CI
0.85-1.11]" 077-1.11]  0.86-127] 0.54-0.90)




'REVIEW

Sodium-Glucose Co-Transporter 2 (SGLT2) Inhibitors:

Are They All the Same? A Narrative Review
of Cardiovascular Outcome Trials

David M. Williams @ - Asif Nawaz + Marc Evans

ISGLT2: DRC

Table 3 Differences in study outcomes in complered CVOTs of SGLT2 inhibitors use

Em todos os CVOTS
RRR Outcomes Renais (composto)
de 19 2 47%

DAPA- CKD
- Resultados em doentes sem DM
- Reducdo do endpoint renal em 44%
({} DFG 50%; TSFR ou morte de causa renal)
- Seguranga e eficacia até estadio 4

Trial HbAlc Body Systolic BP Composite renal Changes in ¢GFR Progression of
[Drrug) weight OUICOME MEASUre albuminuria
DECLARE- — 4 mmol/mol = 180kg - 2.7 mmHg HR 053 Suszained ¢GFR HR 0.84
TR £2%) [CI 0.43-0.66] decline [C1 0.79-0.89]
[Dapaglifiozin] HR 0.54
[CI 0.43-0.67]
DAPA-HF = 2 mmol/mol = 087 kg - 1.3 mmHg HR 071 - -
[Dapaglifiozin] ~ (024%) [CI 0.44-1.16]
DAPA-CKD HR 061
[ Dapagliflozin| [CI 0.51-0.72]
CANVAS — 6 mmaol/maol = 160 kg - 39 mmHg HR 053 Annual change in HR 0.80
[Canaghifiozin]  (058%) [CI 0.33-0.84) «GFR versus [CI 0.73-0.87)
placeba
+ 1.2 mL/min/
173 m’
CREDENCE - 2 mmol/mal - 080 kg - 3.3 mmHg HR 0.66 Double serum Mean UACR
[Canagliflozin] (0.25%) [CI 0.53-0.81] creatinine 31% lower
HR 060 [CI [CI 26-35%]
0.48-0.76)
EMPA-REG — X mmaol/maol - 20k - ~ 20mmHg HR 0461 Doubling serum HR 0.62
[Empaglifiozrin)  (024%) [CI 0.53-0.70) ceeacinine (CI 0.54-0.72)
HR 0.56 [CI
0.39-0.79)
EMPORER- — L5 mmol/mal — 082kg - 0.7 mmHg HR 0.50 Annual change in -
reduced (0.16%) [0.32-077) eGFR versus
[Empaglifiozin] placcbo
+ 1.73 mL/min/
173 m*
VERTIS-CV — 5 mmol/mol —22kg - 29mmHg HR 081 Annual change in -
[Ercuglifiozin] ~ (0:50%) (CI 0.63-1.04) ¢GFR versus
placebo
+ 3.03 mL/min/f

173 m*
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Antagonistas dos
mineralocorticoides

DCV
Tratamento da HTA
Tratamento ICFejR (1A)

DRC
Reduc¢do uACR/uPCR 25-53%

Uso limitado pelos efeitos secundarios
Hiper K!

Uma iniciativa Cam & apais

ﬁ SPN - ﬁstraZeneca&f

‘g; MRAs

MR and 11-BHSD2 MR and 11-BHSD2
expressed P s expressed

X MR expression 4~ . RN X MR expression
in disease states ) \ in disease states

/

MR activation 4% Aldosterone MR activation

1 NADPH oxldase activity /

INO = 1 ROS —> 1 p38 MAPK activity

v
/ T SGK-1, NF-k and AP-1
Endothelial +

- 1 Pro-inflammatory cytokines/pro-fibrotic
dysfunction and < i oine (a.g. TGF-B CTGF osteopontin)
vasoconstriction

% Inflammation

A\ \

Fibrosis

» Myocardial hypertrophy * Glomerular hypertrophy
* Ventricular remodeling *» Glomerulosclerosis

» Myocardial ischemia/infarction * Proteinuria
* Arrhythmia * Reduced renal blood flow
* Reduced coronary blood flow * Renal injury

* Myocardial injury

Mineralocorticoid Receptor Activation and Mineralocorticoid Receptor Antagonist Treatment in Cardiac and Renal Diseases.

Bauersachs J;Jaisser;F Toto R. 2015; HypertensionVolume 65, (2):257-263

tENAL4ALL



NG A RENALZ4ALL

* FIDELIO-DKD: Significantly improved renal and CV outcomes
with finerenone vs placebo

Secondary outcome \

ﬁi | 13.0% finerenone

vs 14.8% placebo
HR 0.86

§33 95% C1 0.73-0.93 95% C1 0.75-0.99
“-“ p=0.001 p=0.03

| 48
Significant reduction in kidney failure, Significant reduction in CV death,
sustained 240% decrease in eGFR from nonfatal Mi, nonfatal stroke or

baseline or death from renal causes Lhospitalization for heart failure

Cl, confidence interval, OV, cardiovascular; eGFR, estimated glomerular filtration rate; MR, hazard ratio; ML, myocardial infarction. %Lmr
Sakris GL, et al. New Engl ) Med. 202000410, 1056/NEIM 022025845,

€5°°N . astrazenecd ® 53
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DM e DRC

Apenas 30-40% diabéticos desenvolvem nefropatia = Fatores de risco

- Suscetibilidade: (idade, género, etnia, Hx familiar)

* Iniciacao: Hiperglicemia; Hiperfiltracdo, Lesao Renal Aguda (LRA)

RENAL4ALL

* Progressao: Hiperglicemia, Hipertensao, obesidade, hiperuricemia, tabagismo, noxas

- Marcadores de progressao ( alouminuaria, H-FABP; HMW-adiponectina; transferrina)

- Prevencao primaria ou secundaria dos fatores de risco e de progressao para DRC

- Reducao do risco de morte CV

Obijetivo
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Complexidade e otimizacao da gestao de medicacao na
doenca renal cronica.

* Medicina baseada na evidéncia vs medicina centrada do paciente

- Controlo da doenca vs controlo de sintomas e complicacoes
- Polifarmacia/ Aderéncia terapéutica
- Interacoes medicamentosas

- Efeitos secundarios e adversos da medicacao



NGO A

Gestao da medicacao do DRC em 2021

« Armas terapéuticas disponiveis e eficazes na diminuicao da progressao para DRC:

- IECA/ARA (HTA, DM; DRC proteinurica)
- ISGLT2 (Dapagliflozina: DM e DRC estadios 2 a 4)

Atencao !

Fase inicial com agravamento da TFG --- beneficios a longo prazo.

Titulacao a dose maxima tolerada, se necessario com controlo do K (dieta e captador)
Manutencao segura até fases tardias da DRC

- Suspensao em situacao aguda (cirurgias, febre, vomitos, diarreia)

RENAL4ALL
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- Armas terapéuticas no controlo de FR, sintomatologia e complicagcoes da DRC

- ISGLT2- controlo metabdlico reduzido com TFG< 30 ml/m; indicados na ICFejR.
(Beneficios adicionais: I peso; PA; diurético e ac. urico)

arGLP1 (obesidade; DM; indicados na reduc¢ao do risco DCV)

MRA (eventualmente uteis na reducao da proteinuria (DM /HTA), indicados se ICFejR)

B blogueantes (HTA e indicados se IC)

Diuréeticos (controlo de volume como necessario - diuréticos de ansa com TFG <30 ml/m)

Estatinas (DM1>18 anos; DM2>50 anos ou se CAD; DCerVasc ou risco CV 1)

Inibidores plaquetarios (prevengao secundaria DCV)

e ietstiv Maddox et al. JACC VOL. 77, NO. 6, 2021 2021 Update to 2017 ECDP for Optimization of Heart Failure Treatment 2021:772 — 810
= SPN :
ﬁ e ﬁstraZeneca% 57



NG A

T N——

Captadores de K (Patirdbmero << resina)

Ferro e EPO (beneficios na anemia e IC)

Vit D3 ( beneficios na proteinuria; Doenca mineral e 6ssea e DCV)

Bicarbonato (controlo da acidose util na progressao DRC; DMO e DCV)

RENAL4ALL
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Practice Points are used when

No systematic review was conducted
There is insufficient evidence
Evidence is inconclusive

The alternative option is illogical

Guidance is discretionary for the
physician

Consensus statements providing
guidance are needed in the absence of
evidence. Benefits and harms will not be
explicitly discussed

Guidance does not require an explicit
discussion of values and preferences
or of resource considerations, although
it is implied that these factors were
considered

The guidance may be more useful as a
table, figure, or algorithm

New guideline
ﬁ

Start with
recommendations

RENALAALL

Recommendations are provided when

Systematic review was conducted
Ample/significant evidence is available

Evidence shows a clear preference for
one action over the alternatives

Guidance is always actionable

Consensus statements are supported
with evidence and explicit discussion

of their balance of benefits and harms,
values and preferences is necessary
Application of guidance requires explicit
discussion of values and preferences or
on resource considerations

The guidance requires a more thorough
explanation in text (i.e., rationale)

Consider relevant
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Com o apoio
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Determine At-Risk
Individuals and Populations

fop 1

Screen for CKD in individuals with
hypertension, diabetes, and/or
cardiovascular disease

Consider other factors including
Demographics, older age, race/ethnicity
Other systemic diseases that impact
kidneys

Genetic risk factors

Environmental exposures

RENAL4ALL

n Diagnéstico da DRC — Quem?

* DM tipo 2 com 3 anos de
evolucao

- HTA com 5 anos de evolucao

61
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n Diagnostico da DRC - estratificacao do risco

High risk CKD

Refer to a nephrologist
and report adverse

events as appropriate,
and as indicated by local
guidelines

Uma iniciativa Com o apoio
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n Monitorizacao da DRC - progressao da doenca

2.1.3: Define CKD progression based on one of more of the following (Not Graded):

e Decline in GFR category (=90 [G1], 60-89 [G2], 45-59 [G3a], 30-44 [G3b], 15-29 [G4], <15 [G5] ml/min/
1.73 m?). A certain drop in eGFR is defined as a drop in GFR category accompanied by a[25% or greater
drop in eGFR from baseline.
e Rapid progression is defined as a|sustained decline in eGFR of more than 5ml/min/1.73 mi/yr.
e The confidence in assessing progression is increased with increasing number of serum creatinine

measurements and duration of follow-up.

Uma iniciativa Com o apoio

~ SPN
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n Controlo Pressao Arterial — avaliacao

Table 1| Preparations for blood pressure measurement

Normal office BP
ity Office or home’®
4  embulatoryBP « No talking or use of smartphone during the procedure
N S « No exercise, nicotine, or caffeine for at least 30 minutes prior to
@ N measurement
§ & « Remove clothing covering location of cuff
E « Seated comfortably with legs uncrossed and back and arm sup-
| Nomalofiice BP ported for at least 5 minutes prior to measurement
S Normal home or « Verify cuff size is corect
E ambulatory BP « Middle of the cuff should be placed at the level of the right atrium
. Automatic oscillometric measurements'®"’
ms""'"fd « Average of 2-5 measurements at intervals of 1-2 minutes
Office BP

Valor da monitorizacao ambu.latorla da TA
Promoc¢ao do autocuidado
@ Avaliagdo standardizada

Uma iniciativa Com o apoio

Z SPN § 5/27/21 Kidney International (2019) 95, 1027-1036; https://doi.org/10.1016/ j.kint.2018.12.025
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n Controlo Pressao Arterial — valor alvo

3.1.4: We recommend that in both diabetic and non-diabetic adults with CKD and urine albumin excretion <30 mg/
24 hours (or equivalent*) whose office BP is consistently > 140 mm Hg systolic or >90 mm Hg diastolic be
treated with BP-lowering drugs to/maintain a BP that is consistently <140 mm Hg systolic and <90mm Hg
diastolic. (1B)

3.1.5: We suggest that in both diabetic and non-diabetic adults with CKD and with urine albumin excretion of

>30mg/24 hours (or equivalent®) whose office BP is consistently >130 mm Hg systolic or >80 mm Hg

diastolic be treated with BP-lowering drugs to|maintain a BP that is consistently <130 mm Hg systolic and
<80 mm Hg diastolic.|(2D)

Uma iniciativa Com o apoio
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Alvos

terapéuticos na
DRC

5/27/21

RENAL4ALL

Pressao Arterial — valor alvo

Maior
progressao para
DRC5?

Reducao
intensiva TA

DRC G4-5

Maior risco no DRC5 ou eventos
controlo da PAD CV?

Risco episodios
hipotensivos no
idoso

Alvo mais
exigente na

e
S e Tratamento se

TAS>140mmHg

Diabetes
Valor minimo de
TAD para

controlo TAS?
Kidney International (2019) 95, 1027-1036; https://doi.org/10.1016/ j.kint.2018.12.025
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Pressao Arterial — farmacos eleicao

Reducao
progressao DRC
e eventos CV

J

Microalbuminuria |
>300mg/g \/

Diabetes Mortalidade
por
hipercaliémia

Microalbuminuria
<300mg/g?

IECA/ARAII

19.5% DRC G3

(K+>6.0mEq/L)

Uma iniciativa Com o apoio
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n Monitorizacao das medidas farmacologicas

T

|

! !

I

—

www.kidney-international.org. VOL 98 | ISSUE 4S | OCTOBER 2020

RENAL4ALL
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2.1 Glycemic monitoring

Recommendation 2.1.1: We recommend using HbA1c
to monitor glycemic control in patients with diabetes
and CKD (1Q).

Uma iniciativa Com o apoio

% %ZL":IM AstraZeneca@

RENAL4ALL

69



Uma iniciativa

~ SPN

Socedsse Rertiguess
A e Netisiogia

Com o apoio

AstraZeneca§

5/27/21

o9 First-line
©@"“ therapy

OQ Additional drug therapy as
c 90 needed for glycemic control

www.kidney-international.org. VOL 98 | ISSUE 4S | OCTOBER 2020

RENAL4ALL

70



N
A RENAL4ALL

' I
~— -

Fatores que influenciam selecao outros farmacos

Figure 20| Patient factors influencing the selection of glucose-lowering drugs other than SGLT2i and metformin in T2D and CKD. AGI,
alpha-glucosidase inhibitor; ASCVD, atherosclerotic cardiovascular disease; CKD, chronic kidney disease; DPP4i, dipeptidyl peptidase-4 inhibitor;
eGFR, estimated glomerular filtration rate; GLP1RA, glucagonike peptide-1 receptor agonist; SGLT2i, sodium-glucose cotransporter-2 inhibitor;
SU, sulfonylurea; T2D, type 2 diabetes; TZD, thiazolidinedione.

Uma iniciativa Com o apoio
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Otimizacao terapia com SGLT2i

Com o apoio
5/27/21 www.kidney-international.org. VOL 98 | ISSUE 4S | OCTOBER 2020
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n Controlo fatores risco cardiorrenais

RENAL4ALL

COMPREHENSIVE
CARE

¥

-
Reducao do risco de

progressao de DRC e de

. doenca cardiovascular

% v
) l’v

=

Uma iniciativa Com o apoio
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Controlo da Anemia

Mikhail et al BMC Nephrology (2017) 18:345

DOI 10.1186/512882-017-0688-1 BMC Nephr0|ogy
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CORRESPONDENCE Open Access

Renal association clinical practice guideline @ e

on Anaemia of Chronic Kidney Disease

Ashraf Mikhail'*, Christopher Brown', Jennifer Ann Williams', Vinod Mathrani?, Rajesh Shrivastava’,
Jonathan Evans®, Hayleigh Isaac* and Sunil Bhandari®
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n Controlo da Anemia

. ;L. e Screening anemia
Diagnostico . .
e Avaliacao anemia
Tratamento rerro
e ESA
. . ~ e Resisténcia Epo
Monitorizagao e Complicagdes ESA
o 5/27/21 Mikhail et al. BMC Nephrology (2017) 18:345. DOI 10.1186/s12882-017-0688-1
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Outras areas da DRC

Modificacao
Estilo de vida

Tabagismo

g

Complicacdes
da DRC

CKD-MBD

Alteracoes
metabdlicas

Dislipidemia

Hiperuricemia

Tratamento
farmacologico

Anticoagulantes
orais

Outros
farmacos

RENAL4ALL

Nefrotoxicos

Contraste EV

Com o apoio

5/27/21
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Clinical and Experimental Nephrology (2019) 23:1-15/https://doi.org/10.1007/s10157-018-1648-1
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Guidelines podem ajudar a promover uma gestao clinica baseada em evidéncia de
elevada qualidade

Nao encerram em si a totalidade (ou atualidade) do conhecimento sobre uma
determinada area clinica

Na DRC podem funcionar como elemento agregador entre diversas especialidades
e ajudar a promover a abordagem multidisciplinar da doenca renal

N
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Conclusoes
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