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Australia 
2005 

 ≤12g/dl for patients with proven or 
likely CV disease 
 
≥11g/dl recommended minimum 
 
Hb between 12-14g/dl has beneficial 
effect when no CV disease 
  

CSN-Canada 
1999 

11-12 g/dl  

EBPG-Europe  
2004 

>11 g/dl 

KDOQI-US 
2006 

11 to 12 g/dl; avoid target > 13 g/dl 

UK-Guidelines 
2002 

>10 g/dl  





Guidelines Need to Consider Variable 
Clinical Practices and Outcomes 

•  Patient demographic differences 
–  Disease prevalence, obesity prevalence, etc 
–  Patient education, socioeconomic status, etc 

•  Limitations in access to CKD health care, dialysis, 
transplantation 

•  Distribution of patients among in-center HD-home HD-
PD 

•  Geographic variability in timing of pre-dialysis ESA 
treatment, dialysis initiation, HD access 



Guidelines Need to Consider Variable 
Clinical Practices and Outcomes 

•  Product labeling 
–  Customs, legality, reimbursement with off-label use  

•  Product marketing 

•  Financial circumstances: 
–  Governmental regulations and financial controls 
–  Private insurance policies 
–  Patient financial constraints; out-of-pocket expense 

•  Dialysis facility ownership and management 
influences  



Guidelines Need to Consider Variable 
Clinical Practices and Outcomes 

•  Local “custom”: same physiology—different practices 

•  Patient expectations 

•  Medical malpractice environment 

•  Care driven by QI initiatives 
–  Irrational decisions about care may result 
–  Focus on the number rather than the patient and circumstances 

•  “One-size fits all” anemia management practices 



The Science: What Role for KDIGO? 
•  Objective, unbiased, on-going assessment and 

interpretation of research 
–  How can, and should, industry support of a study be 

taken into consideration when strength of evidence 
and quality of study is determined? 

•  Bias in design  

•  Emphasize differences in patient-oriented RCT 
and other prospective studies vs. observational 
studies 
–  Scientific merit 
–  Outcome differences 



The Science: What Role for KDIGO? 
•  Surrogate vs. critical outcomes  

–  Is Hgb level itself an “outcome”? 
–  Quality of life 
–  LVH 
–  Morbidity (which) 
–  Mortality 

•  Other considerations:  
–  CKD by stage 
–  Comorbidity 
–  Ethnicity 
–  Nationality 

•  Data-driven risk-benefit assessment 



The Science: What Role for KDIGO? 
•  What, if any, data should be applied from one study 

population to another? 
–  Non-CKD to CKD 
–  CKD to ESRD 
–  ESRD to CKD 

•  How should ESA responsiveness or hyporesposiveness 
be defined? 

•  Explore complex relationships between ESA dose—iron
—targeted Hgb—achieved Hgb—Outcomes  

•  Consideration of new agents for anemia treatment in a 
“real-time” fashion 
–  Science-based rather than marketing-based guidance as 

products are released  



The Science: What Role for KDIGO? 

•  Assessment of CPG’s as potential clinical 
performance measures 
–  Build-in caveats when appropriate 

•  Sensitivity analysis 
–  Would different grading methodology produce same 

result? 
–  What is the consistency among graders? 

•  Should costs affect CPG process? 



Science vs. Guidelines: What Role 
for KDIGO? 

•  Approach 1: Let the data speak for 
themselves 
– Analysis of data only; No guidelines 

•  Approach 2: KDOQI-type document 
– Analysis of data and only Strong Guidelines 

based on High quality, Least bias studies  
•  2A: Strong Guidelines based on High quality, Least bias studies with 

Weak Guideline Recommendations  
•  2B: Strong Guidelines based on High quality, Least bias studies with 

Weak Guideline Recommendations and Consensus Statements 



Science vs. Guidelines: What Role 
for KDIGO? 

 
•  Approach 3: Two separate documents 

– One with analysis of data without guidelines 
– One with only Strong Guidelines based on 

High quality, Least bias studies  
•  3A: Strong Guidelines based on High quality, Least bias studies 

with Weak Guideline Recommendations  
•  3B: Strong Guidelines based on High quality, Least bias studies 

with Weak Guideline Recommendations and Consensus 
Statements 



Chou, R. et. al. Ann Intern Med 2007;147:505-514 



Chou, R. et. al. Ann Intern Med 2007;147:478-491 



Chou, R. et. al. Ann Intern Med 2007;147:478-491 



Recommendations 
•  “Globalize the evidence” 

–  Objective, critical assessment of existing evidence by international 
collaboration  

–  Needs to be buy-in by various national professional organizations and 
societies 

•  Prospective determination of type of studies, strength of evidence, 
outcomes reported that invoke need to update 

•  Keep what we know separate from what we think we know 
–  Consistent, simple, transparent system for grading quality of the 

evidence 

•  Keep what we know separate from is recommended 
–  Don’t strongly recommend beyond what strong high quality data 

supports 
–  Governmental and agency policy should not influence guidelines and 

clinical practice recommendations—but should be anticipated and 
addressed 

 



Recommendations 
 

•  No industry influence on evidence review or guideline development 
–  Funding from professional societies 

•  Manage potential conflicts of interest among guideline group 
members 
–  Limit industry support to research activities only? 
–  No advisory board roles? 
–  No marketing-related consulting? 
–  No “unrestricted educational grants”? 
–  Disclose funding to ERT-type groups? 

•  More emphasis on individual doctor-patient decision making 
–  “Guidelines are for the population…the doctor is for the patient” 
–  Less “one size fits all” anemia management 

•  “Localize the implementation” 
–  Translation 
–  Action plans to implement into CKD and ESRD practice 



Thank You.  


