Supplemental online material
This supplementary material provides the references of the articles used in our literature search which retrieved ~1,200 fomepizole-treated patients to assess the most common reported adverse events attributed to fomepizole.

The following keywords were used:

1."fomepizole"[Substance Name] OR 4-methylpyrazole[tiab] OR fomepizole[tiab]

2.("Chemical Safety"[Mesh] OR "Treatment Outcome"[Mesh] OR "Drug Tolerance"[Mesh] OR"Ethylene Glycol/poisoning"[Mesh] OR methanol/poisoning[MESH] OR safety[TW] OR tolerance[TW] OR "methanol poisoning"[TW] OR "methanol intoxication"[TW] OR "Ethylene Glycol poisoning"[TW] OR "Ethylene Glycol intoxication"[TW]) AND ("fomepizole"[Supplementary Concept] OR fomepizole[TW] OR "4-methylpyrazole"[TW] OR "4-methyl pyrazole"[TW] OR Antizol[TW])

It also provides the data questionnaire survey used in our 16-year post-marketing study to assess fomepizole safety.
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REPLY COUPON
(Therapeutic use of FOMEPIZOLE AP-HP)
Date: …………………….

Hospital (name and stamp):
………………………….……………………
Name and signer position: …………………………………………….

   ……………………………………………. ..
My order of   ……………..  (Month) was associated with:

· A storage renewal
· A treatment administration
In this case, please fill up the questionnaire here attached and specify the name of the physician in charge of the file: ........................................................………................

Please return this reply coupon:

-
by fax : 01.46.69.14.20
or
-
to the following address:
UF Affaires réglementaires

7 rue du Fer à Moulin 
75005 Paris

data collection QUESTIONNAIRE
on therapeutic use of fomepizole aP-hp
To be filled by the physician and to be sent to the pharmacy for transmission to 

AGEPS (Pharmaceutical Establishment of Paris Hospitals)
 Regulatory, Pharmaceutical and Medical Affairs Department
7 rue du Fer à Moulin 75221 Paris cedex 05 or by fax : 01 46 69 14 20
Name and status of the person who filled the questionnaire:

Details: phone: 

e-mail: 

Hospital (name and address): 


……………………………………………………………………………………………………………………………………………….

Unit: 

Date and signature: 

Patient identification 


First two letters of the last name


First letter of the first name 


Date of birth  

      
  Sex
                Weight  

Date of admission

Date of the unit or the hospital discharge

 Outcome:    ( alive 
( death             If the patient is dead, cause of death:

                             - Intoxication:  ( no               ( yes
 
                             - Clinical context: ( no      ( yes, in this case specify……………

  ……………………………………………………………………………………………………………………………………………
- other, specify: ………………………………………………………………
………………………………………………………………………………………………………………………………………………

Patient medical history
Neurological history:
( no
( yes, specify: 

Visual history:
( no
( yes, specify: 

Renal history:
( no
( yes, specify: 

Allergic history: 
( allergic to phenylbutazone 
( allergic to noramidopyrine 

( Other allergies specify: 

Chronic alcoholism: 
( no
( yes 
Other(s): 

Pharmaceuticals at the time of admission
Specify the drug names and if possible the start dates of the pharmaceuticals:

To complete in the case of a non-menopausal woman
Date of last menstrual period: ……/……/……….. Effective contraception: ( no           ( yes, specify …………………
Suspicion of pregnancy: ( no     ( yes, if yes confirmation:  ( yes          biological results:         

                                                                                                 ( no 
Poisoning history
Ingestion of products containing one or more toxic alcohols (other than ethanol):

( yes      Specify, if possible, name of the product, composition and quantity ingested:

( Ethylene glycol 

( Methanol

( Other* (specify)


Date(s) et hour(s) of the ingestion





Cause of the ingestion: 
(Accidental poisoning  

(Suicidal/Voluntary poisoning
Combined intakes:
- ethanol:   ( yes, specify quantity/hour: ..............................................................
( no
    ( not known
- other toxics (medicines or other substances): 

Clinical examination at the admission


Date and time of the examination 


                 Temperature

    Glasgow coma score

Respiratory rate 
                              Cardiac rate 
                            Systolic/Diastolic blood pressure


ECG  ( normal   ( abnormal - Specify: 

Main clinical signs: ( drunkenness    
( convulsion     
 ( drowsiness   

 ( coma

( Headache
    ( nausea     
( vomiting     

( abdominal pain     
 ( anuria
( Visual abnormalities:
- mydriasis : ( no      ( yes      ( not specified
If yes, specify: ( reactive pupils    ( areactive pupils
- Fundus examination: ( no   ( yes   

If yes, results: .

- Other (specify): .

( Respiratory abnormal pattern (specify):........................................    ( other (specify): 

Clinical outcome
Neurological symptoms:             ( appearance
      ( worsening
  
  ( disappearance
Specify the nature of the symptoms and the timeframe: 

Visual symptoms:             ( appearance
      ( worsening
  
  ( disappearance

Specify the nature of the symptoms and the timeframe: 

……………………………………………………………………………………………………………………………………………………….

Sequelae (specify their nature and the dates of the examinations realized): 

...............................................................................................................................................................................................................

……………………………………………………………………………………………..………………………………………………………………………………………………………………………………………………………………………………………………………………………………………………………………………………………………………….
Biological examination at the admission


Date and time of the examination


                       arterial pH 

     Chemistry:             Na              mmol.l-1     K               mmol.l-1     Cl              mmol.l-1        HCO3                    mmol.l-1

Lactates              mmol.l-1        Anion gap                  mmol.l-1        Serum creatinine                (mol.l-1
Biological evolution

 Date             Hour
Arterial pH                Date            Hour             Anion gap
           Date            Hour       
Specify: calculation method and normal value of the anion gap

   Unit of measurement of serum creatinine:

Toxicological examination at the admission and evolution


Plasmatic dosages: Caution: Specify the unit of measurement 

         Date      
 Hour          Ethylene glycol              Date
  Hour
         Methanol               Date             Hour                          Ethanol

If another toxicant was screened or measured, please specify:

Presence of oxalate crystals in the urines: ( yes
( no
Treatments performed

( Treatment by Fomepizole AP-HP 5 mg/ml, concentrate solution for infusion
Number of doses administered: 

Batch number(s) and expiry date(s) :




Date and time of the treatment initiation 

         Treatment protocol follow-up*:   ( yes         ( no 

If not, explain why (clinical worsening, occurrence of an undesirable effect, other route of administration, other dosing regimen…): 

( Hemodialysis         ( Other type of dialysis (specify): 

If yes, on what decision criteria?    ( clinical criteria       ( biological criteria        ( toxicological criteria
Specify the decision criteria: 

Date and starting time; number and duration of the sessions: 

( Ethanol administration:

Cause:    ( immediate availability     ( contraindication to fomepizole     ( undesirable effect under fomepizole   

Administration route: ……………….................................    Dose: 

( Folinic acid administration

( Thiamine and pyridoxine administration
(Symptomatic treatment by the administration of: 

( Bicarbonates          ( hydration solutions: polyionic and/or glucose solutions
( Diuretics         ( anticonvulsants         ( antipyretics         ( analgesic
Undesirable effects related to Fomepizole AP-HP treatment
Have some undesirable effects potentially due to Fomepizole AP-HP been observed?
( yes                    ( no. If yes, please specify the gravity criteria and check the appropriate boxes, circle the observed effects then fill in the table below corresponding to the care and evolution of the effects:

( Serious                       ( Not Serious
( Neurological effects: dizziness, lightheadedness, drunkenness, headache
( Digestive effects: nausea, vomiting
( Local effect: injection site pain, venous inflammation
( Allergic manifestations: pruritus, skin rash
( Biological abnormalities: increase of SGPT, increase of SGOT, hypereosinophilia
( Other: 

	Type of effect and date 
	Treatment of the effect and duration of treatment
	Evolution

	
	
	( Recovery without sequelae
( Recovery with sequelae, specify: ……

( Subject not yet recovered 
( Unknown    

( Death due to the adverse effect

	
	
	( Recovery without sequelae
( Recovery with sequelae, specify: ……

( Subject not yet recovered 
( Unknown    
( Death due to the adverse effect


  Has the recommended biological monitoring of the treatment in SmPC of Fomepizole AP-HP been performed?

( no
( yes, specify the duration: 
Any doctor or pharmacist who has noticed a serious or unexpected side effect likely to be due to fomepizole must make an immediate statement and at the latest within 24 hours to the AGEPS (AP-HP) near: 
pv.med@eps.aphp.fr or by phone 01 46 69 90 63 – fax 01 46 69 15 29
  Serum


   creatinine








* Substances transformed into toxic metabolites under the effect of alcohol dehydrogenase, such as di- or tri-ethylene glycol, butoxyethanol, fluoropropanol, …


*slow intravenous injection of a loading dose of 15 mg/kg and then maintenance dose(s) every 12 hours either (if intoxication by ethylene glycol) according to the  plasma level of the toxic (cf SmPC) either (if intoxication by methanol) doses of 10 mg/kg until the plasma concentration of methanol becomes undetectable 





