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Current practices for communication and uptake of risk 
minimisation measures by healthcare professionals – 

Example of risk of lactic acidosis after iodinated contrast 
media administration in patients taking metformin
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PROBLEM STATEMENT : 
metformin and Iodinated Contrast Agents (ICA)

• Theoretical risk of lactic acidosis occurring related to transient acute 
kidney injury (AKI) induced by the contrast medium

• Decades ago, discontinuation of Metformin 2 days before until 2 days 
after ICA in all patients

• Later, discontinuation of Metformin at the time of injection and for the 
following 2 days in all patients

• 10 years ago, discontinuation only in patients with eGFR < 60ml/min
• In the last few years, discontinuation only in patients with eGFR < 

30ml/min

• In parallel with the broadening use of metformin in diabetics
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Learned Societies Guidelines

• ACR Manual on Contrast Media 2022

• ESUR CMSC Guideline V10 2018

• The Royal College of Radiologist 2015
• The Royal Australian and New Zealand College of 

Radiologists 2018
• French Cirtaci 2020

• Korean Clinical Practice Guidelines for Adverse 
Reactions to Intravenous Iodinate and MRI-Gadolinium 
Contrast Agents 2022
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CONTRAST INDUCED NEPHROPATHY
Contrast-Associated Acute Kidney Injury

Risk Threshold

eGFR in mL/min

ACR eGFR<30, 30-45 not independent factor 

ESUR
eGFR<30 IV, <45 IA first pass, Acute 
renal failure, IA, large dose

RCR UK eGFR<40

AUS-NZ eGFR<30

CIRTACI eGFR <30
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CONTRAST INDUCED NEPHROPATHY
Stop Metformin for 48 hrs 

ACR eGFR < 30 or AKI or Arterial

ESUR eGFR < 30 or AKI or Arterial

RCR UK eGFR <60 see clinician

AUS-NZ eGFR < 30 or AKI or Arterial

CIRTACI eGFR < 30 or AKI or Arterial
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Pb: Guidelines not in accordance with
SMPC of metformin

Administration of iodinated contrast media:

Intravascular administration of iodinated contrast agents may lead to contrast-induced 
nephropathy resulting in metformin accumulation and increased risk of lactate 
acidosis. Metformin should be discontinued before or at the time of imaging 
procedure and should not be reinstated until at least 48 hours after, provided that 
renal function has been evaluated and demonstrated to be stable.
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Pb: Guidelines not in accordance with
SMPC of metformin
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Pb: Guidelines not in accordance with
SMPC of metformin

Metformin must be stopped before or at 
the time of imaging and can be restored
after a 48hrs delay…. 
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Recent Meta-analyses
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Recent Meta-analyses

• Risk of lactic acidosis is low

• Threshold (30 ml/min/m2 discussed)
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Risk Minimisation Measures

• Problem to overstate the risk of metformin
 - examination postponed 
 - diagnosis not made
 - risk/benefit balance

• Radiologists and Cardiologists lost: who to believe ?

• Need for clarification 
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Risk Minimisation Measures
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• Glucophage being the originator medicine

• Mutual recognition procedure. The reference Member State for
Glucophage is France

• Need to discuss the issue with the marketing authorisation holder

• Contact with the MAH: no new scientific evidence to change the warning
 

Follow-Up
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• This story shows the difficulty to update and harmonise SmPC with evolving 
science data

• Different interests between doctors/patients and the MAH
 - MAH maximise the warnings and contra indications
 - Patients/doctor : optimise the risk/benefit balance

• What shall we do to go on ? 

What is next ?
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