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EPO e regolazione eritropoiesi
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'revalenza di anemia (Hb <11 o terapia con EPO)
n base alla funzione renale (studio TABLE)
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n/ 100 pts/year

Rischio cardio-renale in CKD

(US-Kaiser Permanente; N=1.120.295; FU: 2.8 anni)
I

40 - 0.3 % = Dialysis
' 4.6 % = Death (+15 fold)
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Effetti cardiovascolari dell’'anemia

e T Gittata Cardiaca
e | Resistenze Vascolari Periferiche
e | Apporto di Ossigeno al Miocardio

e T Sistema Simpatico

e Ipertrofia (eccentrica) del Ventricolo Sn
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ANEMIA nell'IRC
non-dialitica ?



-a popolazione di pazienti in dialisi (ESRD)
‘appresenta la "punta dell’'iceberg”




Stima prevalenza IRC stadio 3-5 in Italia

Totale: 9.4 %

Stima in ltalia dei pazienti
IRC (no-dialisi) anemici:
780.000

Stadio 5: 0.4

Paz. Dialisi/pre-dialisi 1/100
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ANEMIA & EPO in CKD:
lati nelle Nefrologie italiane (Studio TABLE
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- livelli di Hb permettono di prevedere Ic
sopravvivenza prima dell’inizio della dialisi

n=3028 con GFR <60 mL/min per 1.73 m?2

1.00
N 0.95 -
o Hb
E >13.0 g/dI
> 0.90 -
§. 12-12.9 g/dI
@ 0.85 -
o
g
5 0.80 1 11-11.9 g/dl
3
o
o 0.75 A <10 g/di
Log-rank test: P=0.0001 10-10.9 g/di
070 1 1 1 1 1 1 1 1 1 1 1 1

0 3 6 9 121518 21 24 27 31 33 37
Mesi dall’osservazione dei valori di Hb

1 Aviive At &l Alarbvanl Nial Tvarmeorn Tam$t DNNR



ffects of Anemia and Left Ventricular Hypertrophy on
‘ardiovascular Disease in Patients with Chronic Kidney
)isease
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Anemia e progressione dell’IRC
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‘rattamento dell’anemia e progressione IR(

n: 108; sCreat: 2-4 mg/dL Anemici-Trattati (Hb: 9.0 = 10.7)
RCT, FU: 36 mesi —— Anemici-Non Trattati (Hb: 9.3 = 8.4)
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‘rattamento dell’anemia e progressione IR(

Tx precoce (target Hb 13), n=45
Tx tardivo (solo se Hb<9), n=43
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Morte Renale (studio TABLE)

1: 1.240; Follow up: 38 mesi (2-64)
Dialisi: n=308 , Morte: n=153 (75% da causa CV)
[assi di incidenza: Dialisi 9.0 vs Morte 4.5/100 pz/anno
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Tempo alla Morte Renale in pazienti CKD
stratificati per proteinuria e anemia (studio TABLE

Anemia e Proteinuria
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ANEMIA i lisi ?




| ~ i | Prevalenti al 2004-
i 43.986 dializzati
15.198 trapiantati

Incidenti nel 2004:
9.312

Incidenza
(pmp)
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RR of Death
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p<0.0001 p<0.0001 p=0.03 Ref.

04
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Patient Hemoglobin, g/di

djusted for age, gender, black race, body weight, 15 comorbid classes, phosphate, calcium, albumin,
rythropoietin units per week, country, hospitalization during time interval, and facility clustering.




L'"/Anemia Sl associa a mortalita e morbidita

Pazienti in dialisi
L

RR Rischio relativo di decesso Rischio relativo di ospedalizzazione
RR totale=0.95 per RR totale=0.96 per
1 g/dL in piu di Hb (P=0.03) 1 g/dL in piu di Hb (P=0.02)

Hb (g/dL) all’ingresso nello studio

RR=rischio relativo
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falori di Hb >11g/dL si associano a
niglioramento della qualita di vita
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The new FDA label for erythropoietin treatment: How
does it affect hemoglobin target?

S Fishbane' and AR Nissenson?

Increased
blood viscosity

Increased Direct effects of

blood pressure erythropoiesis
/ stimulating agents

Post-dialysis

hemoconcentration Oxidative
in hemodialysis stress from

patients with large intravencous

weight gains iron

Kidnev International (2007) 72. 806—8



National Kidney

PCLECESS  KDOQI CLINICAL PRACTICE GUIDELINE AND

KDOQ' CLINICAL PRACTICE RECOMMENDATIONS FOR
ANEMIA IN CHRONIC KIDNEY DISEASE:

KIDNEY DISEASE
OUTCOMES

QUALITY INITIATIVE 2007 UPDATE OF HEMOGLOBIN TARGET

L 4l * * ' Ll | TET | P

In dialysis and nondialysis patwnts
with CKD receiving ESA therapy,
the Hb target should not be greater
than 13.0 g/dL. (Clinical Practice
GUIDELINE - MODERATELY
STRONG EVIDENCE)

— T e W

American Journal of Kidney Diseases, Vol 50, No 3 (September), 200






EPO in IRC...
..essenziale !l







rreévalCliiza € COstl aclic maiactice cronicne
in USA (Medicare)

Popolazione generale
(n=231.121.449)

() Totale Medicare
USRDS 2007



Dialysis

Erythropoiesis-
stimulating
agents

Other separately
billable

medications

Monthly Cost per Patient ($)

Laboratory
services

T | | | | | | T | | T
199] 1992 1993 1994 1955 1996 19971998 1999 2000 2001 2002 2003 2004

Monthly Spending per Patient for Clinical Dialysis Services in the Medicare Program.

Erythropoiesis-stimulating agents are epoetin alfa and darbepoetin alfa. Other separately billable
medications include injectable iron and vitamin D, which account for most of the spending in this
category. Data are from the U.S. Renal Data System.?
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Costs of EPO-treated vs untreated patients

ESA treated
1,197 (14.6%)

26,244 patients 8,188 (31.2%)
with CKD had anemia

Considered costs

. Hospitalization

. Emergency department
. Outpatient

. laboratory

D WNEH

ESA untreated
6,691 (85.3%)
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Costs of EPO-treated vs untreated patients
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."anemia nel paziente nefropatico...

v rappresenta una complicanza frequente che
compare precocemente in corso di IRC e si aggrava

con il peggiorare del danno renale

v e associata a ridotta qualita di vita e aumentato
rischio cardiovascolare e di progressione verso la

dialisi

v si associa ad un maggiore dispendio di risorse

economiche se non viene corretta
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