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Possibili utilizzi:
punto di vista del ricercatore

— Necessita’ di sintesi

* Exp kidney diseases/
¢ Clinical trial.pt
* land2:

— Unrricercatore nefrologo 7465 trials
— Questi numeri raddoppierannoin 20 anni

— Maggiore capacita’ di rilevare gli effetti di interventi
terapeutici

« Euvitare ritardi nellintroduzione di interventi efficaci—prevenire il
continuato utilizzo di interventi dannosi
— Nei sogni del ricercatore—perche’ spesso i tempi sono prolungati

— Generare idee di ricerca in aree di ‘unmet need’ vs ‘la solita ricerca monotematica’
— Cleaning the scene (nella mia esperienza nefrologica)

Due esempi
dell’esperienza di un ricercatore

1. ACEi o0 ARB o ACEI+ARB in pazienti con nefropatia
diabetica?

Linee guida: le due classi sono equivalenti, meglio la combinata

2. Hb>11 g/dL o Hb 10-12 g/dL in soggetti con CKD?

Linee guida: >11, adesso 11-12 ma non >13, 10-12 (molta confusione)
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Linee guida...

Table 6. Clinical Trial and Guideline Basis for Compelling Indications for Individual Drug Classes

Recommended Drugs

High-Risk Conditions T 1
With Compelling ACE Aldosterone
Indication* Diuretic  B-Blocker Inhibitor ARB  CCB  Antagonist Clinical Trial Basist
Heart failure . 0 . . . ACC/AHA Heart Failure Guideline,
MERIT-HF.* COPERNICUS * CIBIS, “
SOLVD,* AIRE,* TRACE,  VaHEFT,*
RALES*
Post-yocardial infarction . . . ACC/AHA Post-MI Guideine,* BHAT
SAVE " Capricom,” EPHESUS®
High coronary disease risk . . . 0 ALLHAT ™ HOPE * ANBP2, LIFE,*
CONVINCE®
s . . . . . TR = 1S ALLHA
disease . . NKF Guidell TRENAAL
TONT =" REIN* AASKE
Recunent stroke prevention . . PROGRESS™

Abbreviations: AASK, Afican American Stuck of Kidney Disease and Hypertension; AGG/AHA, American College of Cardiology/American Heart Association; ACE, angoter

Table 1. Published guidelines on Hb targets in patients with CKD*

Guidelines Country Year LTLT;EL‘:EH{)\

National Kidney Foundation-Dialysis Outcome Quality Initiative (NKF-DOQI)  United States 2000 110-120
British Renal Association (BRA) United Kingdom 2002 =100

Canadian Society of Nephrology (CSN) Canada 1999 110-120
European Best Practice Guidelines (EBPG) Europe 2004 =1107

Health Care and Financing Administration (HCFA) United States 2000 103-120
Caring for Australians with Renal Impairment (CARI) Australia 2003 =120°

120-140°

“Hb, hemoglobin: CKD, chronic kidney disease.

" Hb concentrations > 120 g/L are not recommended for patients with severe cardiovascular disease unless continuing severe symptoms
dictate otherwise

© In patients with proven or likely signif cardiovascular disease (level T evidence).

“In palients without cardiovascular disease (suggestion for clinical care)

In merito a questi due quesiti, cosa
leggono e conoscono quasi tutti...

« AHAIn DN * Hb

— Grandi trials (mixed Collins, registro US
causation HTN, inclusi — Besarab, NHS
diabetici)

— Specific trials

RENAAL

— IDNT

— HOPE

COOPERATE

— Choir (pre-dialisi)
Create (predialisy

E le linee guida

Letture di pronta consegna
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CRG trials register: tutto quel che ci
sarebbe da leggere...

EMBASE (1%)

\—CENTRAL (1%)
- Other registers
- handsearching by other groups

MEDLINE 58%

Handsearching (38%)
- Conference proceedings
- non-indexed journals

Molta roba buona e’
la’ dove non la
cerchi...

Ongoing studies (2%)

[erehe’ men 16 legelamo?

e Quel che citano tutti vs nessuno
* A volte evidenza in conflitto totale

EDITORIALS

Correction of Anemia — Payoffs and Problems
Giuseppe Remuzzi, M.D., and Julie R. Ingelfinger, M.D

» Per il ricercatore, un modo adeguato per
leggere—capire il problema

» Un supporto per ricerca indipendente in
presenza di un ‘occultamento’
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ACE o ARB: equivalentti in DN? 0)

-trial comparativo inesistente-

Ho of patients »
Al cause mortality Bgent
Angiotensin converting enzyme inhibitors
Bakris 19047 it}
Bojastig 2001 0w
Capak 1294+ ]
Chase 19937 i

Cordonniar 1999
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Barp 10ag*!"

Katayama 2002°%
Wathieszn 908°

Phillps 19937

Raid 19604

Romers 10034
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Sano 1504 ang 106647+
Bauer 1902°

Nankanids 1093

Parving 19695+
Waschio 996

Lowis 19022
Wicro-HOPE 20007 /583
Tatal (5% CI) 1224

Tast for hetorogenaity. =700, dhe7, P=0.43,
Tastfor overall affect 22,04, P=0.04

Angiotensin I eceptor antagonists
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Parving 2001+« 3380
Lewis 2001 577570
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Total (05% Gy 1812
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Strippoli GFM et al. BMJ 2004

Hb target>11 o 10-127

- (N=5000), oltre 12 il rischio CV

aumenta del 20%--problema di DOSE?
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Figure 2: Risk of all-cause mortality in the higher haemoglobin target group compared with the lower
haemoglobin target group (fixed effects analysis)
The Roger et al trial* is not reported because there were no deaths in either group.

Phrommintikul A, Lancet 2007

Editorial Comment

Ajay K Singh, Lynda Seczech?,
Marsha Wolfson® and Donal Reddan®®

Editorial Comment

Understanding recent haemoglobin trials
learned from CREATE and CHOIR

Adeera Levin

NDT Advance Access published April 9, 2007
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Anaemia of CKD—the CHOIR study revisited
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CKD: methods and lesson
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In ‘essence’

1. without EBM we are helpless in the face of
— misguided experts
— overenthusiastic experts
» Improper designs

— drug company hype

Besarab A, NEJM 1989

Con la revisione sistematica il
ricercatore fa il punto dei quesiti attivi e
di quelli risolti, ed individua aree
tematiche di ricerca.

La revisione sistematica supporta la
necessita’ di finanziamenti per ricerca
indipendente in area di unmet need.

CONSORZIO

MARI
NEGRI
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Punto di vista del ricercatore:

-look at the big picture
-inform practice (see it from all/the right pov)
-generate research hypotheses/about unmet need
strippoli@ negrisud.it
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