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EN – Instructions for use ProveDye®

Methylene Blue 0,5% 

COMPOSITION: 
Each ampoule of PROVEDYE® 0.5% sterile solution contains 10 mg of Methylene Blue (Proveblue®) 
diluted in 2 mL of water for injection.  

INDICATIONS: 
Marker for surgical visualisation such as intra operative seal tests, leakage visualisation, 
delineation of fistula tract and visualisation of Sentinel Lymph Nodes (SLN) in oncologic 
surgery. 

CONTRAINDICATIONS: 
Do not administer PROVEDYE®: 
 In case of known hypersensitivity to methylene blue or to any other thiazine dyes,
 In case of previous or ongoing treatment with Selective Serotonin Reuptake Inhibitors (SSRIs),

bupropion, buspirone, clomipramine, mirtazapine and venlafaxine,
 In case of Glucose-6-Phosphate Dehydrogenase deficiency,
In case of pregnancy or breastfeeding, PROVEDYE® should be avoided.
In case of moderate or severe renal disease patients must be closely monitored.

METHOD OF ADMINISTRATION AND DOSAGE: 
PROVEDYE® can be administered: 
 Through local injection, undiluted or diluted in isotonic saline solution,
 Through oral administration, diluted in water.
For visualisation of Sentinel Lymph Nodes (SLN) in oncologic surgery, PROVEDYE® must be
diluted in isotonic saline solution, prior being administered through local injection.

PROVEDYE® must be used immediately after opening or dilution. 
PROVEDYE® dilution and volume to be administered depend on the destination of the coloration. 
PROVEDYE® could be diluted until 0.01%. For example: for a 0.01% dilution, dilute 2 parts of 
PROVEDYE® 0.5% with 100 parts of isotonic saline solution or water; for a 1.25 mg/mL dilution in 
isotonic saline solution, dilute 1 part of PROVEDYE® 0.5% with 3 parts of isotonic saline solution. 

Details on recommendations on method of administration according to the use are presented 
in section SPECIAL PRECAUTIONS FOR USE. 

__________________

ProveDye® SPECIAL PRECAUTIONS FOR USE 

Methylene Blue 0,5% (Document to keep in the operative theatre) 

PROVEDYE® 0.5% sterile solution  
Preparation for local or oral administration. Do not inject PROVEDYE® intravenously, intrathecally, 
intra-amniotically or intraocularly.  
PROVEDYE® may be diluted in water (for oral use only), or in isotonic saline solution. 
PROVEDYE® must be used immediately after opening or dilution.  
PROVEDYE® can be diluted until 0.01%. For example: for a 0.01% dilution, dilute 2 parts of 
PROVEDYE® 0.5% with 100 parts of isotonic saline solution or water; for a 1.25 mg/mL dilution in 
isotonic saline solution, dilute 1 part of PROVEDYE® 0.5% with 3 parts of isotonic saline solution. 
Any unused product or waste material should be disposed of in accordance with local 
requirements. 

PROVEDYE® USE METHOD OF ADMINISTRATION 
(Proposed route of administration and dilution) 

BREAST 
SURGERY 

Visualisation of sentinel lymph 
nodes in breast cancer 

Peritumoral or subareolar 
injection 

2 mL (or less) of 1.25 mg/mL 
solution of PROVEDYE® diluted in 
isotonic saline solution 

Visualisation during transaxillar 
endoscopy in breast surgery 

Local injection directly into 
the infra-mammary fold 

1 mL of undiluted PROVEDYE® 
solution 

Nipple discharge visualisation Local injection directly into 
the breast duct 

2 mL of undiluted PROVEDYE® 
solution  

URO-
GYNECOLO-
GICAL 
SURGERY 

Visualisation of sentinel lymph 
nodes in endometrial or cervical 
cancer 

Uterine Cervix injection  1 mL of 2.5 mg/mL solution of 
PROVEDYE® diluted in isotonic 
saline solution 

Intra-operative delineation of 
vagino/utero-vesical or colorecto-
vesical fistula tract 

Local injection 200 – 300 mL of diluted 
PROVEDYE® solution in isotonic 
saline solution 

Ureter leaks and anastomosis 
visualisation during colorectal or 
vascular surgery 

Local retrograde injection 
via a urinary catheter 

Diluted PROVEDYE® solution in 
isotonic saline solution 

OTHER 
SURGERY  

Pilonidal sinus visualisation Local injection into the 
pilonidal sinus  

2 to 4 mL of solution of 
PROVEDYE® undiluted or diluted 
in isotonic saline solution  

Cysts delineation Local injection directly into 
the cyst 

0.1 to 0.5 mL of undiluted 
PROVEDYE® solution 

Bladder leaks visualisation Local injection via a urinary 
catheter (Foley) 

200 – 300 mL of diluted 
PROVEDYE®   solution in isotonic 
saline solution 

Visualisation of sentinel lymph 
nodes in melanoma 

Peritumoral, intradermal 
injection 

Less than 1 mL of 1.25 mg/mL or 
2.5 mg/mL solution of 
PROVEDYE® in isotonic saline 
solution  
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WARNINGS AND PRECAUTIONS: 
 PROVEDYE® must be administered by a Healthcare Professional.
 A preoperative assessment is recommended before using PROVEDYE®.
 Protective measures against patient exposure to strong light, including that within instruments such

as pulse oximeters should be taken, because there is a risk of cutaneous photosensitivity reaction.
 The wearing of gloves is recommended for PROVEDYE® users.
 Do not use a damaged ampoule of PROVEDYE®. Do not use PROVEDYE® if the solution is

colourless.
 PROVEDYE® must be used immediately after opening or dilution.
 Do not inject PROVEDYE® intravenously, intrathecally, intra-amniotically or intraocularly.
 PROVEDYE® is for single use only: discard any remaining solution after opening.
 In case of re-use of PROVEDYE®, there is a risk to loss sterility due to potential contamination of

the sterile solution (it is considered as a decrease of technical performance).
 PROVEDYE® should be disposed of in clinical waste.
ADVERSE EFFECTS:
 Gastrointestinal: nausea, vomiting, diarrhea, abdominal pain, blue colour of faeces and saliva.
 Hematologic: haemolysis (in glucose-6-phosphate dehydrogenase deficiency or high doses),

methemoglobinemia (after high doses), hyperbilirubinemia.
 Cardiovascular: hypertension, hypotension, arrhythmia, chest pain.
 Body as a whole: profuse sweating.
 Dermal: rash (blue macules, severe burning pain), skin discoloration, urticaria, increased sensitivity

of the skin to the light (photosensitivity).
 Central Nervous System: headaches, dizziness, mental confusion, anxiety, tremor, fever, aphasia,

agitation; serotonin syndrome when certain medicines to treat depression or anxiety have been
taken.

 Administration site: thrombophlebitis, necrosis (resulting from high doses, if not adequately
diluted).

 Renal: blue colour of urine.
 Respiratory, thoracic and mediastinal: dyspnea, tachypnea, hypoxia.
 Ophtalmic: mydriasis.
 Immune: anaphylactic reaction.
 Oral administration may cause gastrointestinal disturbances and dysuria.
Use of methylene blue for endoscopic tattoo has been associated with vascular necrosis, mucosal
ulceration, mural necrosis, extramural fat necrosis and inflammatory changes in the colon.
Note to the user
Any serious incident that has occurred in relation to the device should be reported to the manufacturer at
safety@provepharm.com and the competent authority of the Member State in which the user is
established.

SHELF-LIFE 
36 months 

CONDITIONING: 
2 mL ampoules, in packs of 5 or 20 ampoules. 

STORAGE: 
Do not refrigerate PROVEDYE® under 8°C. 
Do not freeze. 
Keep the ampoule in the original package to 
protect it from light. 

PUBLICATION DATE : 
IFU version 16 - Last revision: 12/2022. 

Provepharm S.A.S.  
22 Rue Marc Donadille 13013 Marseille, France  
www.provepharm.com 

ProveDye® SPECIAL PRECAUTIONS FOR USE 

Methylene Blue 0,5% (Document to keep in the operative theatre) 

PROVEDYE® 0.5% sterile solution  
Preparation for local or oral administration. Do not inject PROVEDYE® intravenously, intrathecally, intra-
amniotically or intraocularly.  
PROVEDYE® may be diluted in water (for oral use only), or in isotonic saline solution. 
PROVEDYE® must be used immediately after opening or dilution.  
PROVEDYE® can be diluted until 0.01%. For example: for a 0.01% dilution, dilute 2 parts of 
PROVEDYE® 0.5% with 100 parts of isotonic saline solution or water; for a 1.25 mg/mL dilution in isotonic 
saline solution, dilute 1 part of PROVEDYE® 0.5% with 3 parts of isotonic saline solution. 
Any unused product or waste material should be disposed of in accordance with local requirements. 

PROVEDYE® USE METHOD OF ADMINISTRATION 
(Proposed route of administration and dilution) 

GASTRO-
DIGESTIVE 
SURGERY 

Colon & bile leakage visualisation Local injection via a catheter 1 to 20 mL of a diluted 
PROVEDYE® solution in 
isotonic saline solution 

Gastric & pancreatic leakage 
visualisation 

Oral administration or via 
nasogastric tube 

Diluted PROVEDYE® 
solution in water for 
injection 

Intra-operative delineation of anal 
fistula tract 

Local injection directly in the 
external opening 

Undiluted PROVEDYE® 
solution  

ENT-
ENDOCRINE 
SURGERY 

Visualisation of sentinel lymph nodes 
in thyroid cancer 

Peritumoral injection Up to 0.5 mL diluted 
PROVEDYE® solution in 
isotonic saline solution 

Parathyroid glands identification Local administration 1 mL of undiluted 
PROVEDYE® solution  

Temporalis fascia graft visualisation Local injection directly into the 
graft 

2 mL of undiluted 
PROVEDYE® solution 

Tracheo-oesophageal leakage 
visualisation 

Oral administration via 
endotracheal tube or 
oesophageal catheter 

Diluted PROVEDYE® 
solution in water for injection 

Intra-operative delineation of 
tracheo-oesophageal fistula tract 
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Instruction for use

COMPOSITION:
Each ampoule of PROVEDYE® 0.5% contains 10 mg of Methylene Blue (Proveblue®)
diluted in 2 ml of water for injection.
INDICATIONS:
Marker for surgical visualisation such as intra operative seal tests, leakage
visualisation and delineation of the fistula tract.

METHOD OF ADMINISTRATION AND DOSAGE:
The PROVEDYE® 0.5% Methylene Blue sterile solution can be administered:
- Undiluted in local injection,
- In local injection diluted in normal saline solution,
- In oral administration diluted in water.
PROVEDYE® must be used immediately after opening or dilution.
The PROVEDYE® dilution and volume to be administered depend on the destination of
the coloration. PROVEDYE® could be diluted until 0.01%. For this, dilute 2 parts of
PROVEDYE® 0.5% with 100 parts of normal saline solution or water.
Details on recommendations on method of administration according to the use are
presented in section SPECIAL PRECAUTIONS FOR USE
WARNINGS AND PRECAUTIONS:
> ® must be administered by a healthcare professional.
> A preoperative assessment is recommended before using PROVEDYE®

> Protective measures against patient exposure to strong light, including that within
instruments such as pulse oximeters should be taken, because there is a risk of
cutaneous photosensitivity reaction.

SPECIAL PRECAUTIONS FOR USE
(to keep in the operative theatre)

PROVEDYE® 0.5% 2 ml - Sterile solution.
Preparation for local or oral administration. Do not inject PROVEDYE® intravenously,
subcutaneously, intrathecally, intra-amniotically or intraocularly.
PROVEDYE® may be diluted in water (for oral use only) or in normal saline solution and
must be used immediately after opening or dilution. PROVEDYE® could be diluted until
0.01%. For this, dilute 2 parts of PROVEDYE® 0.5% with 100 parts of normal saline
solution or water. Any unused product or waste material should be disposed of in
accordance with local requirements.

PROVEDYE® USE METHOD OF ADMINISTRATION

Bladder leaks
visualisation

Local injection via
a urinary catheter
(Foley)

200 – 300 ml of diluted
ProveDye® solution

Cysts delineation Local injection
directly into the cyst

0.1 to 0.5 ml of undiluted
ProveDye® solution

Intra-operative
delineation of vagino/
utero-vesical or
colorecto-vesical
fistula tract

Local injection 200 – 300 ml of diluted
ProveDye® solution

Ureter leaks and
anastomosis
visualisation during
colorectal or vascular
surgery

Local retrograde
injection via a
urinary catheter

Diluted ProveDye®

solution

Visualisation during
transaxillar endoscopy
in breast surgery

Local injection
directly into the
infra-mammary fold

1 ml of undiluted
ProveDye® solution

Nipple discharge
visualisation

Local injection
directly into the
breast duct

2 ml of undiluted
ProveDye® solution

Methylene Blue

Methylene Blue

Notice d’utilisation

COMPOSITION :
Chaque ampoule de PROVEDYE® 0,5% contient 10 mg de Bleu de Méthylène (Proveblue®)
dilué dans 2 ml d’eau pour préparation injectable.
INDICATIONS :
Marqueur pour visualisation chirurgicale, telles que le test d’étanchéité des sutures, la
visualisation des fuites ou le repérage d’un trajet fistuleux, en per-opératoire.

MODE D’ADMINISTRATION ET DOSAGE :
La solution stérile à 0,5% de Bleu de Méthylène peut être administrée :
- non diluée en injection locale
- en injection locale diluée dans une solution de chlorure de sodium à 0,9%
- en administration orale diluée dans de l’eau
PROVEDYE® doit être utilisé immédiatement après son ouverture ou sa dilution.
La dilution et le volume de PROVEDYE® à administrer dépendent de la finalité de la coloration.
PROVEDYE® peut être dilué jusqu’à 0,01%. Pour cela, diluer 2 volumes de PROVEDYE®

0,5% avec 100 volumes de chlorure de sodium 0,9% ou d’eau.
Les informations détaillées sur les recommandations relatives au mode d’administration selon
l’utilisation sont fournies en section PRECAUTIONS PARTICULIERES D’UTILISATION.
MISES EN GARDES ET PRECAUTIONS :
> PROVEDYE® doit être administré par un professionnel de santé.
> Un bilan préopératoire est recommandé avant d’utiliser PROVEDYE®.
> Des mesures de protection du patient contre l’exposition à des sources lumineuses

puissantes, incluant celle d’instruments tels que les oxymètres de pouls, doivent être prises
en raison d’un risque de réaction de photosensibilité de la peau.

> Le port de gants est recommandé pour les utilisateurs.
> Ne pas utiliser une ampoule de PROVEDYE® endommagée. Ne pas utiliser PROVEDYE®

si la solution est incolore.

PRECAUTIONS PARTICULIERES D’UTILISATION
(à conserver au bloc opératoire)

PROVEDYE® 0,5% 2 ml – Solution stérile.
Préparation pour administration locale ou orale. Ne pas injecter PROVEDYE® par voie
intraveineuse, sous-cutanée, intrathécale, intra-amniotique ou intraoculaire.
PROVEDYE® peut être dilué dans de l’eau (pour utilisation orale uniquement) ou dilué dans
une solution de chlorure de sodium à 0,9% et doit être utilisé immédiatement après ouverture
ou dilution. PROVEDYE® peut être dilué jusqu’à 0,01%. Pour cela, diluer 2 volumes de
PROVEDYE® 0,5% avec 100 volumes de chlorure de sodium 0,9% ou d’eau. Tout produit non
utilisé ou déchet doit être éliminé selon les procédures d’élimination des déchets en vigueur.

PROVEDYE® UTILISATION MODE D’ADMINISTRATION

TOUT
SERVICE DE
CHIRURGIE

Visualisation des fuites
vésicales

Injection locale via
un cathéter urinaire

200 – 300 ml d’une
solution diluée de
ProveDye®

Délimitation des kystes Injection locale
directement dans
le kyste 

0,1 à 0,5 ml de
ProveDye® non dilué

CHIRURGIE
URO-
GYNECOLO-
GIQUE ET
CHIRURGIE
MAMMAIRE

Repérage per-opératoire
d’un trajet fistuleux
vagino/utéro-vésical ou
colorecto-vésical 

Injection locale 200 – 300 ml d’une
solution diluée de
ProveDye®

Visualisation des fuites
urétérales et des
anastomoses pendant
un acte de chirurgie
colorectale ou vasculaire

Injection locale
rétrograde via un
cathéter urinaire 

Solution diluée de
ProveDye®

Aide à la visualisation
lors de l’endoscopie
transaxillaire pendant la
chirurgie mammaire

Injection locale
directement dans le
pli infra-mammaire

1 ml de ProveDye® non
dilué

Visualisation des
écoulements du
mamelon

Injection locale
directement dans le
canal mammaire

2 ml de ProveDye® non
dilué

Bleu de Méthylène

Bleu de Méthylène

ALL
SURGICAL
DEPART-
MENTS

URO-GYNE-
COLOGICAL
AND
BREAST
SURGERY
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CONTRAINDICATIONS:
Do not administer PROVEDYE®:
- in case of known hypersensitivity to the methylene blue or to any other thiazine dyes,
- in case of previous or ongoing treatment with Selective Serotonin Reuptake Inhibitors

(SSRIs), bupropion, buspirone, clomipramine, mirtazapine and venlafaxine,
- in case of Glucose-6-Phosphate Dehydrogen cy,
- in case of pregnancy or breastfeeding PROVEDYE® should be avoided.
In case of moderate or severe renal disease patients must be closely monitored.

CONTRE-INDICATIONS :
Ne pas administrer PROVEDYE® :
- en cas d’hypersensibilité connue au Bleu de Méthylène ou à tout autre colorant thiazinique,
- en cas de traitement antécédent ou en cours avec des inhibiteurs sélectifs de la recapture

de la sérotonine (ISRS), bupropion, buspirone, clomipramine, mirtazapine et venlafaxine,
- en cas de déficit en Glucose-6-Phosphate Déshydrogénase,
- en cas de grossesse ou d’allaitement, l’utilisation de PROVEDYE® doit être évitée.
En cas d’insuffisance rénale sévère ou modérée le patient doit être étroitement suivi.

PROVEDYE

PROVEDYE®

>> The wearing of gloves is recommended for users.

CMKK (Black 100%)

1 color:

Reason for change : 
Update of pictograms + text following 
new version of STED  (Version 15)   

148 mm x 630 mm 2 pages (unfolded)
 148 mm x 315 mm (folded)

Technical info : 
Packaging line: FB320

Product
Description: PROVEDYE 5 X 2 ml - FR - Leaflet

Product
Code: 28063996

PROVEPHARM

Dimensions :

Date :  24.Nov.2021
Version 1

Non-printable colors:

Linework page

Linework text area

Linework columns

Linework folding

148x630 (2 pages)
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SPECIAL PRECAUTIONS FOR USE
(to keep in the operative theatre)

PROVEDYE® 0.5% 2 ml - Sterile solution.
Preparation for local or oral administration. Do not inject PROVEDYE® intravenously,
subcutaneously, intrathecally, intra-amniotically or intraocularly.
PROVEDYE® may be diluted in water (for oral use only) or in normal saline solution and must
be used immediately after opening or dilution. PROVEDYE® could be diluted until 0.01%. For
this, dilute 2 parts of PROVEDYE® 0.5% with 100 parts of normal saline solution or water. Any
unused product or waste material should be disposed of in accordance with local requirements.

METHOD OF ADMINISTRATION

GASTRO-
DIGESTIVE
SURGERY

Colon & bile leakage
visualisation

Local injection via
a catheter

1 to 20 ml of diluted
ProveDye® solution 

Gastric & pancreatic
leakage visualisation

Oral administration
or via nasogastric
tube

Diluted ProveDye®

solution 

Intra-operative
delineation of anal
fistula tract

Local injection
directly in the
external opening

Undiluted ProveDye®

solution 

ENT-
ENDOCRINE
SURGERY

Parathyroid glands
identification

Local administration 1 ml of undiluted
ProveDye® solution 

Temporalis fascia
graft visualisation

Local injection
directly into the
graft

2 ml of undiluted
ProveDye® solution 

Tracheo-oesophageal
leakage visualisation

Oral administration
or via endotracheal
tube or
oesophageal
catheter

Diluted ProveDye®

solution 
Intra-operative
delineation of
trachea-oesophageal
fistula tract

Methylene Blue

> PROVEDYE® doit être utilisé immédiatement après ouverture ou dilution.
> Ne pas injecter PROVEDYE® par voie intraveineuse, sous-cutanée, intrathécale, intra-

amniotique ou intraoculaire.
> PROVEDYE® est à usage unique seulement : jeter toute solution restante après ouverture.
> En cas de réutilisation de PROVEDYE® il y a un risque de perte de stérilité dû à une

contamination potentielle de la solution stérile (considérée comme une diminution des
performances techniques).

> PROVEDYE® doit être éliminé selon la procédure d’élimination des déchets hospitaliers.
EFFETS INDESIRABLES :
> Gastro-intestinaux : nausées, vomissements, diarrhées, douleurs abdominales, coloration

bleue des selles et de la salive.
> Hématologiques : hémolyse (déficit en glucose-6-phosphate déshydrogénase ou doses

élevées), méthémoglobinémie (après de fortes doses), hyperbilirubinémie.
> Cardiovasculaires : hypertension, hypotension, arythmie, douleurs thoraciques.
> Organisme entier : sudation excessive.
> Dermatologique : éruption cutanée (macules bleues, grave sensation de brûlure),

décoloration de la peau, urticaire, augmentation de la sensibilité de la peau à la lumière
(photosensibilité).

> Neurologiques : maux de tête, étourdissements, confusion mentale, anxiété, tremblements,
fièvre, aphasie, agitation ; syndrome sérotoninergique lorsque certains médicaments pour
traiter la dépression ou l’anxiété ont été consommés.

> Au site d’administration : thrombophlébite (résultant de fortes doses, si non correctement
dilué – pas plus de 350 mg de bleu de méthylène ne doivent être dilués dans 500 ml de
liquide de perfusion), nécrose (si extravasation).

> Rénaux : coloration bleue de l’urine.
> Respiratoires, thoraciques et médiastinaux : dyspnée, tachypnée, hypoxie.
> Ophtalmologiques : mydriase.
> Immunologiques : réaction anaphylactique.
> L’administration orale peut provoquer des troubles gastro-intestinaux et une dysurie.
> L’utilisation du bleu de méthylène pour le tatouage endoscopique a été associée à une

nécrose vasculaire, une ulcération des muqueuses, une nécrose pariétale, une nécrose
extra-pariétale adipeuse et des modifications inflammatoires du côlon.

Provepharm S.A.S.
22 Rue Marc Donadille 13013 Marseille, France
www.provepharm.com

PRECAUTIONS PARTICULIERES D’UTILISATION
(à conserver au bloc opératoire)

PROVEDYE® 0,5% 2 ml – Solution stérile.
Préparation pour administration locale ou orale. Ne pas injecter PROVEDYE® par voie
intraveineuse, sous-cutanée, intrathécale, intra-amniotique ou intraoculaire.
PROVEDYE® peut être dilué dans de l’eau (pour utilisation orale uniquement) ou dilué dans
une solution de chlorure de sodium à 0,9% et doit être utilisé immédiatement après ouverture
ou dilution. PROVEDYE® peut être dilué jusqu’à 0,01%. Pour cela, diluer 2 volumes de
PROVEDYE® 0,5% avec 100 volumes de chlorure de sodium 0,9% ou d’eau. Tout produit non
utilisé ou déchet doit être éliminé selon les procédures d’élimination des déchets en vigueur.

PROVEDYE® UTILISATION MODE D’ADMINISTRATION

CHIRURGIE
GASTRO-
DIGESTIVE

Visualisation des fuites
coliques et biliaires

Injection locale via
un cathéter

1 à 20 ml d’une
solution diluée de
ProveDye®

Visualisation des fuites
gastriques et
pancréatiques 

Administration
orale ou via un
tube naso-
gastrique

Solution diluée de
ProveDye®

Repérage per-
opératoire d’un trajet
fistuleux anal

Injection locale
directement dans
l’orifice externe

ProveDye® non dilué

CHIRURGIE
ORL

Repérage des glandes
parathyroïdes

Administration
locale

1 ml de ProveDye®

non dilué
Visualisation du greffon
de fascia temporal

Injection locale
directement dans
le greffon

2 ml de ProveDye®

non dilué

Visualisation des fuites
trachéo-
oesophagiennes 

Administration
orale ou via une
sonde
endotrachéale ou
un cathéter
oesophagien

Solution diluée de
ProveDye®

Repérage per-
opératoire d’un trajet
fistuleux trachéo-
oesophagien

Bleu de Méthylène

> Do not use a damaged ampoule of PROVEDYE®. Do not use PROVEDYE® if the
solution is colourless.

> PROVEDYE® must be used immediately after opening or dilution.
> Do not inject PROVEDYE® intravenously, subcutaneously, intrathecally, intra-
   amniotically or intraocularly.
> PROVEDYE® is for single use only: discard any remaining solution after opening.
> In case of re-use of PROVEDYE®, there is a risk to lose sterility due to potential contami-
   nation of the sterile solution (it is considered as a decrease of technical performance).
> PROVEDYE® should be disposed of in clinical waste.
ADVERSE EFFECTS:
> 
> Hematologic: hemolysis (in glucose-6-phosphate dehydrogenase 
   doses), methemoglobinemia (after high doses), hyperbilirubinemia.
> Cardiovascular: hypertension, hypotension, arrhythmia, chest pain.
> Body as a whole: profuse sweating.
> Dermal: rash (blue macules, severe burning pain), skin discoloration, urticaria, increased

sensitivity of the skin to the light (photosensitivity).
> Nervous system: headaches, dizziness, mental confusion, anxiety, tremor, fever,

aphasia, agitation; serotonin syndrome when certain medicines to treat depression or
anxiety have been taken.

> Administration site: thrombophlebitis, (resulting from high doses, if not adequately diluted
– not more than 350 mg of methylene blue should be diluted in each 500 mL of infusion

> Renal: blue colour of urine.
> Respiratory, thoracic and mediastinal: dyspnea, tachypnea, hypoxia.
> Ophtalmic: mydriasis.
> Immune: anaphylactic reaction.
> Oral administration may cause gastrointestinal disturbances and dysuria.
> Use of methylene blue for endoscopic tattoo has been associated with vascular necrosis,
   mucosal ulceration, mural necrosis, extramural fat necrosis 
   the colon.

Provepharm S.A.S. 
22 Rue Marc Donadille 13013 Marseille, France  
www.provepharm.com

PROVEDYE® USE
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CONDITIONING:
2 ml ampoules, in packs of 5 or 20 ampoules.
PUBLICATION DATE:
IFU version 15 - Last revision: 09/2021.

SHELF-LIFE: 36 months.
STORAGE:
Do not refrigerate PROVEDYE® under 8°C. 
Do not freeze. Keep the ampoule in the 
original package to protect it from light.

Note to the user
Any serious incident that has occured in relation to the device should be reported to the 
manufacturer (safety@provepharm.com) and the competent authority of the Member State 
in which the user is established.

Gastrointestinal: nausea, vomiting, diarrhea, abdominal pain, blue colour of faeces and saliva.
deficiency, or high

and inflammatory changes in

DUREE DE CONSERVATION : 36 mois
CONSERVATION :
Ne pas réfrigérer PROVEDYE® en dessous de 
8°C. Ne pas congeler. Conserver l’ampoule dans 
son emballage d’origine pour la protéger de la 
lumière.

CONDITIONNEMENT :
Ampoules de 2 ml, en boîte de 5 ou 20 
ampoules
DATE DE PUBLICATION : 
Notice d’utilisation version 15 - Dernière 
révision : 09/2021.

Note pour l’utilisateur
Tout incident sérieux qui a eu lieu en relation avec l’utilisation de ce dispositif médical doit 
être reporté au fabricant (safety@provepharm.com) et à l’autorité de santé compétente du 
pays de résidence de l’utilisateur.

CMKK (Black 100%)

1 color:

Reason for change : 
Update of pictograms + text following 
new version of STED  (Version 15)   

148 mm x 630 mm 2 pages (unfolded)
 148 mm x 315 mm (folded)

Technical info : 
Packaging line: FB320

Product
Description: PROVEDYE 5 X 2 ml - FR - Leaflet

Product
Code: 28063996

PROVEPHARM

Dimensions :

Date :  24.Nov.2021
Version 1

Non-printable colors:

Linework page

Linework text area

Linework columns

Linework folding

28063996 28063996

148x630 (2 pages)

Page 2

Folding
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Instruction for use 

COMPOSITION: 
Each ampoule of PROVEDYE® 0.5% contains 10 mg of Methylene Blue (Proveblue®) diluted in 2 ml 
of water for injection. 
INDICATIONS: 
Marker for surgical visualisation such as intra operative seal tests, leakage visualisation and 
delineation of the fistula tract. 

METHOD OF ADMINISTRATION AND DOSAGE: 
The 0.5% Methylene Blue sterile solution can be administered: 
- Directly in local injection,
- In local injection diluted in normal saline solution,
- In oral administration diluted in water.

PROVEDYE® must be used immediately after opening or dilution. 
The PROVEDYE® dilution and volume to be administered depend on the destination of the 
coloration. PROVEDYE® could be diluted until 0.01%. For this, dilute 2 parts of PROVEDYE® 0.5% 
with 100 parts of normal saline solution or water. 
Details on recommendations on method of administration according to the use are presented 
in section SPECIAL PRECAUTIONS FOR USE 

CONTRAINDICATIONS: 
Do not administer PROVEDYE®: 
- in case of known hypersensitivity to the methylene blue or to any other thiazine dyes,
- in case of previous or ongoing treatment with Selective Serotonin Reuptake Inhibitors (SSRIs),
bupropion, buspirone, clomipramine, mirtazapine and venlafaxine,
- in case of Glucose-6-Phosphate Dehydrogenase deficiency,
- in case of pregnancy or breastfeeding PROVEDYE® should be avoided.

In case of moderate or severe renal disease patients must be closely monitored. 

__________________

SPECIAL PRECAUTIONS FOR USE 

(to keep in the operative theatre) 

PROVEDYE® 0.5% 2 ml - Sterile solution. 
Preparation for local or oral administration. Do not inject PROVEDYE® intravenously, subcutaneously, 
intrathecally, intra-amniotically or intraocularly.  
PROVEDYE® may be diluted in water (for oral use only) or in normal saline solution and must be used 
immediately after opening or dilution. PROVEDYE® could be diluted until 0.01%. For this, dilute 2 parts 
of PROVEDYE® 0.5% with 100 parts of normal saline solution or water. Any unused product or 
waste material should be disposed of in accordance with local requirements. 

PROVEDYE® USE METHOD OF ADMINISTRATION 
ALL SURGICAL 
DEPARTMENTS 

Bladder leaks 
visualisation 

Local injection via a 
urinary catheter 
(Foley) 

200 – 300 ml of diluted 
ProveDye® solution 

Cysts delineation Local injection directly 
into the cyst 

0.1 to 0.5 ml of undiluted 
ProveDye® solution 

URO-
GYNECOLOGICAL 
AND BREAST 
SURGERY 

Intra-operative 
delineation of 
vagino/utero-vesical 
or colorecto-vesical 
fistula tract 

Local injection 200 – 300 ml of diluted 
ProveDye® solution  

Ureter leaks and 
anastomosis 
visualisation during 
colorectal or vascular 
surgery 

Local retrograde 
injection via a urinary 
catheter 

Diluted ProveDye® 
solution  

Visualisation 
during transaxillar 
endoscopy 
in breast surgery 

Local injection directly 
into the infra-
mammary fold 

1 ml of undiluted 
ProveDye® solution 

Nipple discharge 
visualisation 

Local injection directly 
into the breast duct 

2 ml of undiluted 
ProveDye® solution 
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WARNINGS AND PRECAUTIONS: 
> PROVEDYE® must be used by a healthcare professional.
> A preoperative assessment is recommended before using PROVEDYE®

> Protective measures against patient exposure to strong light, including that within instruments
such as pulse oximeters should be taken, because there is a risk of cutaneous photosensitivity
reaction.
> The wearing of gloves is recommended for users.
> Do not use a damaged ampoule of PROVEDYE®. Do not use PROVEDYE® if the solution is
colourless.
> PROVEDYE® must be used immediately after opening or dilution.
> Do not inject PROVEDYE® intravenously, subcutaneously, intrathecally, intra-amniotically or
intraocularly.
> PROVEDYE® is for single use only: discard any remaining solution after opening.
> In case of re-use of PROVEDYE®, there is a risk to loss sterility due to potential contamination of the
sterile solution (it is considered as a decrease of technical performance).
> PROVEDYE® should be disposed of in clinical waste.

ADVERSE EFFECTS: 
> Gastrointestinal: nausea, vomiting, diarrhea, abdominal pain, blue colour of faeces and saliva.
> Hematologic: hemolysis (in glucose-6-phosphate dehydrogenase deficiency, or high doses),
methemoglobinemia (after high doses), hyperbilirubinemia.
> Cardiovascular: hypertension, hypotension, arrhythmia, chest pain.
> Body as a whole: profuse sweating.
> Dermal: rash (blue macules, severe burning pain), skin discoloration, urticaria, increased sensitivity of
the skin to the light (photosensitivity).
> Nervous system: headaches, dizziness, mental confusion, anxiety, tremor, fever, aphasia, agitation;
serotonin syndrome when certain medicines to treat depression or anxiety have been taken.
> Administration site: thrombophlebitis, (resulting from high doses, if not adequately diluted – not more
than 350 mg of methylene blue should be diluted in each 500 mL of infusion fluid), necrosis (if
extravasation occurs).
> Renal: blue colour of urine.
> Respiratory, thoracic and mediastinal: dyspnea, tachypnea, hypoxia.
> Ophtalmic: mydriasis.
> Immune: anaphylactic reaction.
> Oral administration may cause gastrointestinal disturbances and dysuria.
> Use of methylene blue for endoscopic tattoo has been associated with vascular necrosis, mucosal
ulceration, mural necrosis, extramural fat necrosis and inflammatory changes in the colon.
STORAGE: 
Do not refrigerate PROVEDYE® under 8°C. Do not freeze. 
Keep the ampoule in the original package to protect it from light. 
CONDITIONING: 
2 ml ampoules, in packs of 5 or 20 ampoules. 
PUBLICATION DATE : 
IFU version 14 - Last revision: 10/2020. 

Provepharm S.A.S.  
22 Rue Marc Donadille 13013 Marseille, France  
www.provepharm.com 

SPECIAL PRECAUTIONS FOR USE 
(to keep in the operative theatre) 

PROVEDYE® 0.5% 2 ml - Sterile solution. 
Preparation for local or oral administration. Do not inject PROVEDYE® Intravenously, subcutaneously, 
intrathecally, intra-amniotically or intraocularly. 
PROVEDYE® may be diluted in water (for oral use only) or in normal saline solution and must be used 
immediately after opening or dilution. PROVEDYE® could be diluted until 0.01%. For this, dilute 2 parts of 
PROVEDYE® 0.5% with 100 parts of normal saline solution or water. 
Any unused product or waste material should be disposed of in accordance with local requirements. 

PROVEDYE® USE METHOD OF ADMINISTRATION 
GASTRO-
DIGESTIVE 
SURGERY 

Colon & bile 
leakage 
visualisation 

Local injection via a 
catheter 

1 to 20 ml of diluted 
ProveDye® solution  

Gastric & 
pancreatic leakage 
visualisation 

Oral administration 
or via nasogastric 
tube 

Diluted ProveDye® 
solution  

Intra-operative 
delineation of anal 
fistula tract 

Local injection 
directly in the 
external opening 

Undiluted ProveDye® 
solution  

ENT-ENDOCRINE 
SURGERY 

Parathyroid glands 
identification 

Local administration 1 ml of undiluted 
ProveDye® solution 

Temporalis fascia 
graft visualisation 

Local injection 
directly into the graft 

2 ml of undiluted 
ProveDye® solution 

Tracheo-
oesophageal 
leakage 
visualisation 

Oral administration or 
via endotracheal tube 
or oesophageal 
catheter 

Diluted ProveDye® solution 

Intra-operative 
delineation of 
trachea-
oesophageal 
fistula tract 
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Instruction for use 

COMPOSITION: 
Each ampoule of PROVEDYE® 0.5% contains 10 mg of Methylene Blue (Proveblue®) diluted in 2 ml 
of water solution for injection. 
INDICATIONS: 
Marker for surgical visualization such as intra operative seal tests, leakages visualization and 
delineation of the fistula tract. 

METHOD OF ADMINISTRATION AND DOSAGE: 
The 0.5% Methylene Blue sterile solution can be administered: 
- Directly in local injection,
- In local injection diluted in normal saline solution,
- In oral administration diluted in water.

PROVEDYE® must be used immediately after opening or dilution. 
The PROVEDYE® dilution and volume to be administered depends on the destination of the 
coloration. PROVEDYE® could be diluted until 0.01%. 
Details on recommendations on method of administration according to the use are presented 
in section SPECIAL PRECAUTIONS FOR USE 

CONTRAINDICATIONS: 
Do not administer PROVEDYE®: 
- in case of known hypersensitivity to the methylene blue or to any other thiazine dyes,
- in case of previous or ongoing treatment with Selective Serotonin Reuptake Inhibitors (SSRIs),
bupropion, buspirone, clomipramine, mirtazapine and venlafaxine,
- in case of Glucose-6-Phosphate Dehydrogenase deficiency,
- in case of pregnancy or breastfeeding PROVEDYE® should be avoided.

In case of moderate or severe renal disease patients must be closely monitored. 

SPECIAL PRECAUTIONS FOR USE 

(to keep in the operative theatre) 

PROVEDYE® 0.5% 2 ml - Sterile solution. 
Preparation for local or oral administration. Do not inject PROVEDYE® intravenously, subcutaneously, 
intrathecally, intra-amniotically or intraocularly.  
PROVEDYE® may be diluted in water (for oral use only) or in normal saline solution and must be used 
immediately after opening or dilution. PROVEDYE® could be diluted until 0.01%.  Any unused product 
or waste material should be disposed of in accordance with local requirements. 

PROVEDYE® USE METHOD OF ADMINISTRATION 
(route of administration and proposed dilution) 

ALL SURGICAL 
DEPARTMENTS 

Bladder leaks 
visualization 

Local injection via a 
urinary catheter 
(Foley) 

200 – 300 ml of a 
ProveDye® solution diluted 
in normal saline solution

Cysts delineation Local injection directly 
into the cyst 

0.1 to 0.5 ml of ProveDye® 
solution directly 

URO-
GYNECOLOGICAL 
AND BREAST 
SURGERY 

Intra-operative 
delineation of 
vagino/uretero-
vesical or 
colorecto-vesical 
fistula tract 

Local injection 200 – 300 ml of a 
ProveDye® solution diluted 
in normal saline solution at 
2 to 0.05% 

Ureter leaks and 
anastomosis 
visualization during 
colorectal or 
vascular surgery 

Local retrograde 
injection via a urinary 
catheter 

ProveDye® solution diluted 
in normal saline solution at 
around 0.05% 

Visualization 
during transaxillar 
endoscopy 
in breast surgery 

Local injection 
directly into the infra-
mammary fold 

1 to 3 ml of ProveDye® 
solution directly 

Nipple discharge 
visualization 

Local injection directly 
into the breast duct 

1 to 3 ml of ProveDye® 
solution directly 
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WARNINGS AND PRECAUTIONS: 
> PROVEDYE® must be used by a healthcare professional. 
> A preoperative assessment is recommended before using PROVEDYE® 
> Protective measures against patient exposure to strong light, including that within instruments 
such as pulse oximeters should be taken, because there is a risk of cutaneous photosensitivity 
reaction. 
> The wearing of gloves is recommended for users. 
> Do not use a damaged ampoule of PROVEDYE®. Do not use PROVEDYE® if the solution is 
colourless. 
> PROVEDYE® must be used immediately after opening or dilution. 
> Do not inject PROVEDYE® intravenously, subcutaneously, intrathecally, intra-amniotically or 
intraocularly.  
> PROVEDYE® is for single use only: discard any remaining solution after opening. 
> In case of re-use of PROVEDYE®, there is a risk to loss sterility due to potential contamination of the 
sterile solution (it is considered as a decrease of technical performance). 
> PROVEDYE® should be disposed of in clinical waste. 
 
ADVERSE EFFECTS: 
> Gastrointestinal: nausea, vomiting, diarrhea, abdominal pain, blue colour of faeces and saliva. 
> Hematologic: hemolysis (in glucose-6-phosphate dehydrogenase deficiency, or high doses), 
methemoglobinemia (after high doses), hyperbilirubinemia. 
> Cardiovascular: hypertension, hypotension, arrhythmia, chest pain. 
> Body as a whole: profuse sweating. 
> Dermal: rash (blue macules, severe burning pain), skin discoloration, urticaria, increased sensitivity of 
the skin to the light (photosensitivity). 
> Nervous system: headaches, dizziness, mental confusion, anxiety, tremor, fever, aphasia, agitation; 
serotonin syndrome when certain medicines to treat depression or anxiety have been taken 
> Administration site: thrombophlebitis, (resulting from high doses, if not adequately diluted – not more 
than 350 mg of methylene blue should be diluted in each 500 mL of infusion fluid), necrosis (if 
extravasation occurs). 
> Renal: blue colour of urine. 
> Respiratory, thoracic and mediastinal: dyspnea, tachypnea, hypoxia. 
> Ophtalmic: mydriasis. 
> Immune: anaphylactic reaction. 
> Oral administration may cause gastrointestinal disturbances and dysuria. 
> Use of methylene blue for endoscopic tattoo has been associated with vascular necrosis, 
mucosal ulceration, mural necrosis, extramural fat necrosis and inflammatory changes in the colon. 
STORAGE: 
Do not refrigerate PROVEDYE® under 8°C. Do not freeze. 
Keep the ampoule in the original package to protect it from light. 
CONDITIONING: 
2 ml ampoules, in packs of 5 or 20 ampoules. 
PUBLICATION DATE : 
Last revision : 03-2019. 
Provepharm S.A.S.  
22 Rue Marc Donadille 13013 Marseille, France   
www.provepharm.com 

 
 

 

 

SPECIAL PRECAUTIONS FOR USE 
(to keep in the operative theatre) 

 
 

PROVEDYE® 0.5% 2 ml - Sterile solution. 
Preparation for local or oral administration. Do not inject PROVEDYE® Intravenously, subcutaneously, 
intrathecally, intra-amniotically or intraocularly. 
PROVEDYE® may be diluted in water (for oral use only) or in normal saline solution and must be used 
immediately after opening or dilution. PROVEDYE® could be diluted until 0.01%. 
Any unused product or waste material should be disposed of in accordance with local requirements. 

 

PROVEDYE® USE METHOD OF ADMINISTRATION 
(route of administration and proposed dilution) 

GASTRO-
DIGESTIVE 
SURGERY 

Colon & bile 
leakage 
visualization 

Local injection via a 
catheter 

1 to 20 ml of a ProveDye® 
solution diluted in normal 
saline solution at 5 to 
0.02% dilution 

Gastric & 
pancreatic leakage 
visualization 

Oral administration 
or via nasogastric 
tube 

ProveDye® solution 
diluted in water for 
injection 

Intra-operative 
delineation of anal 
fistula tract 

Local injection 
directly in the 
external opening 

ProveDye® solution 
directly 

ENT-ENDOCRINE 
SURGERY 

Parathyroid glands 
identification 

Local administration 1 ml of ProveDye® solution 
directly 

Temporalis fascia 
graft visualization 

Local injection 
directly into the graft 

2 ml of ProveDye® solution 
directly 

Tracheo-
oesophageal 
leakage 
visualization 

Oral administration or 
via endotracheal tube 
or oesophageal 
catheter 

ProveDye® solution diluted 
in water for injection 

Intra-operative 
delineation of 
trachea-
oesophageal 
fistula tract 
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Instruction for use 

COMPOSITION: 
Each ampoule of PROVEDYE® contains 10 mg of Methylene Blue (Proveblue®) diluted in 2 ml 
of water solution for injection. 
INDICATIONS: 
Visualization aid for surgical procedures such as: 
- Delineation of tissues and operative pieces,
- Seal test for sutures, detection of leaks,
- Fistula detection.
METHOD OF ADMINISTRATION AND DOSAGE:
A preoperative assessment is recommended before using PROVEDYE®.
PROVEDYE® may be diluted in water (for oral use only) and in sodium chloride (NaCl) 0.9%
solution and must be used immediately after dilution.
The PROVEDYE® dilution and volume to be administrated depends on the destination and
size of the area to be coloured. PROVEDYE® could be diluted until 0.01%.
PROVEDYE® may be placed in contact with the anatomic structure after dilution.
PROVEDYE® can also be injected in the light of certain organs or placed in contact with the
epithelium of the organ via the existing natural orifices.
PROVEDYE® can also be administered orally after dilution.
CONTRAINDICATIONS:
Do not administrate PROVEDYE®:

- in case of known hypersensitivity to the methylene blue or to any other thiazine dyes,
- in case of previous or ongoing treatment with Selective serotonin reuptake inhibitors
(SSRIs), bupropion, buspirone, clomipramine, mirtazapine and venlafaxine,
- in case of Pregnancy or breastfeeding PROVEDYE® should be avoided,
- in case of Glucose-6-Phosphate Dehydrogenase deficiency.
In case of moderate or severe renal disease patients must be closely monitored.

SPECIAL PRECAUTIONS FOR USE 

(to keep in the operative theatre) 

PROVEDYE® 0.5% 2 ml - Sterile solution. 
Preparation for local or oral administration. 
Do not inject PROVEDYE® in intravenous, subcutaneous, intrathecal, intra-amniotic or intraocular 
injection.  
PROVEDYE® may be diluted in water (for oral use only) or in sodium chloride (NaCl) 0.9% solution 
and must be used immediately after dilution. PROVEDYE® could be diluted until 0.01%. 
Additional information on the way in which PROVEDYE® can be administered is provided in the 
Instructions for use.  
Use immediately after opening. Any unused product or waste material should be disposed of in 
accordance with local requirements. 

USE OF PROVEDYE® METHOD OF ADMINISTRATION FIS- 
TULA 

LEAK- 
AGE 

DELIN- 
EATION 

UR
O-

GY
NE

CO
 S

UR
GE

RY
 

 > Ureterovesical fistula detection 
 > Vesicovaginal fistula detection 

 > Colo-vesical fistula detection 
 > Rectourethral fistula detection 

 > Via an urinary catheter 
 > Into the vagina during a cystoscopy 

(200 mL of diluted ProveDye®) 
 > Via an urinary catheter 
 > Via an urethral catheter 

X 

 > Ureter leakage detection 
 > Vesicourethral anastomosis 
  Detection 

 > Via a urinary catheter
(5 mL of diluted ProveDye® in 
normal saline solution) 

X 

 > Identification of the processus patent 
vaginalis (PPV) and prevention of 
hydrocele 
 > Localization aid of tunical and urethral 
tears in corpora cavernosa 

 > In hydrocele (between tunica 
vaginalis and albugina) 
(0,6-6 mL of ProveDye®) 

 > Into the corpora cavernosa via the 
 urethral meatus 

X 

GA
ST

RO
-D

IG
ES

TIV
E 

SU
RG

ER
Y 

 > Anal fistula detection 
 > Colo-vesical fistula detection 
 > Rectourethral fistula detection 
 > Oesophagial fistula detection 

 > Via an external catheter 
 > Via an urinary catheter 
 > Via an urethral catheter 
 > Via oral administration 

(4 mL of ProveDye® in 30 mL of water) 

X 

 > Colon leakage detection 

 > Gastric leakage detection 
 > Bile leakage detection 

 > Pancreatic leakage detection 
 > Esophagus and lung leakage 

detection 

 > Via a rectal catheter
(1000mL of normal saline solution 
containing 20mL of ProveDye®) 

 > Via a nasogastric tube 
 > Via a catheter (4mL of ProveDye® in 

20 mL of normal saline solution) 

 > Local administration and via 
oesophageal catheter (4-40 mL of 
ProveDye® diluted in 20-1000 mL of 
 water or normal saline solution)

X 
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WARNINGS: 
Do not inject PROVEDYE® intravenously, subcutaneously, intrathecally, intra-amniotically or 
intraocularly. Do not use PROVEDYE® if the solution is colourless. 
Do not use a damaged ampoule of Provedye®. 
PROVEDYE® is for single use only: discard any remaining solution after opening. 
In case of re-use of PROVEDYE®, there is a risk to loss sterility due to potential contamination of 
the sterile solution (it is considered as a decrease of technical performance). 
PROVEDYE® should be disposed of in clinical waste. 
PRECAUTIONS: 
PROVEDYE® must be used by a healthcare professional. 
The wearing of gloves is recommended for users. 
PROVEDYE® must be used immediately after opening or dilution. 
Protective measures against exposure to strong light, including that within instruments such 
as pulse oximeters should be taken, because there is a risk of cutaneous photosensitivity 
reaction. 
ADVERSE EFFECTS: 
- Gastrointestinal: nausea, vomiting, diarrhea, abdominal pain, blue colour of faeces and saliva.
- Hematologic: hemolysis (in glucose-6-phosphate dehydrogenase deficiency,

or high doses), methemoglobinemia (after high doses), hyperbilirubinemia.
- Cardiovascular: hypertension, hypotension, arrhythmia, chest pain.
- Body as a whole: profuse sweating.
- Dermal: rash (blue macules, severe burning pain), skin discoloration, urticaria, increased

sensitivity of the skin to the light (photosensitivity).
- Nervous system: headaches, dizziness, mental confusion, anxiety, tremor, fever, aphasia,

agitation; serotonin syndrome when certain medicines to treat depression or anxiety have been
taken

- Administration site: thrombophlebitis, (resulting from high doses, if not adequately diluted – not
more than 350 mg of methylene blue should be diluted in each 500 mL of infusion fluid), necrosis
(if extravasation occurs).

- Renal: blue colour of urine.
- Respiratory, thoracic and mediastinal: dyspnea, tachypnea, hypoxia.
- Ophtalmic: mydriasis.
- Immune: anaphylactic reaction.
- Oral administration may cause gastrointestinal disturbances and dysuria.
- Use of methylene blue for endoscopic tattoo has been associated with vascular necrosis,

mucosal ulceration, mural necrosis, extramural fat necrosis and inflammatory changes in
the colon.

STORAGE: 
Do not refrigerate PROVEDYE® under 8°C or freeze. 
Keep the ampoule in the original package to protect it from light. 
CONDITIONING: 
2 ml ampoules, in packs of 5 or 20 ampoules. 
PUBLICATION DATE : 
Last revision : 01-2019. 
Provepharm S.A.S.  
22 Rue Marc Donadille 13013 Marseille, France  
www.provepharm.com 

SPECIAL PRECAUTIONS FOR USE 
(to keep in the operative theatre) 

PROVEDYE® 0.5% 2 ml - Sterile solution. 
Preparation for local or oral administration. 
Do not inject PROVEDYE® in intravenous, subcutaneous, intrathecal, intra-amniotic or intraocular 
injection.  
PROVEDYE® may be diluted in water (for oral use only) or in sodium chloride (NaCl) 0.9% solution 
and must be used immediately after dilution. PROVEDYE® could be diluted until 0.01%. 
Additional information on the way in which PROVEDYE® can be administered is provided in the 
Instructions for use. 
Use immediately after opening. Any unused product or waste material should be disposed of 
in accordance with local requirements. 

USE OF PROVEDYE® METHOD OF ADMINISTRATION FIS- 
TULA 

LEAK- 
AGE 

DELIN- 
EATION 

GE
NE

RA
L 

SU
RG

ER
Y  > Delineation of cysts  > Directly into the cyst 

(0.2mL of ProveDye®) 
X 

BR
EA

ST
 

SU
RG

ER
Y  > Visualisation aid during 

transaxillar endoscopy 
 > Visualization aid for nipple discharge 

 > At the infra-mammary fold 
(1-2 mL of ProveDye®) 

 > Directly into the breast duct 
    (2-6 mL of ProveDye®) 

X 

EN
DO

CR
INE

 
SU

RG
ER

Y  > Identification of the parathyroid 
glands, recurrent nerves and inferior 
thyroid arteries

 > Local administration 
(1 mL of ProveDye®) 

X 

EN
T S

UR
GE

RY
  > Preauricular sinuses (PAS) and 

branchial sinuses fistula (BSF) 
detection 

 > Tracheoesophageal / Esophago- 
respiratory fistulae detection 

 > (2-6 mL of ProveDye®) 

 > Via an endotracheal tube during a 
bronchoscopy 

X 

 > Stain of temporalis fascia graft  > Directly into the graft 
(2 mL of ProveDye®) X 
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Instruction for use 
Methylene blue 

0,5% 

COMPOSITION: 
Each ampoule of PROVEDYE® contains 10mg of Methylene Blue (Proveblue®) diluted in 2ml 
of water solution for injection. 
INDICATIONS: 
Visualization aid for surgical procedures such as: 
- Delineation of tissues and operative pieces,
- Seal test for sutures, detection of leaks,
- Fistula detection.
METHOD OF ADMINISTRATION AND DOSAGE:
A preoperative assessment is recommended before using PROVEDYE®.
PROVEDYE® may be diluted in water (for oral use only) and in sodium chloride (NaCl) 0.9%
solution and must be used immediately after dilution.
The PROVEDYE® dilution and volume to be administrated depends on the destination and 
size of the area to be coloured. PROVEDYE® could be diluted until 0.01%.
PROVEDYE® may be placed in contact with the anatomic structure after dilution. 
PROVEDYE® can also be injected in the light of certain organs, or placed in contact with the 
epithelium of the organ via the existing natural orifices.
PROVEDYE® can also be administered orally after dilution.
CONTRAINDICATIONS:
Do not administrate PROVEDYE®:

- in case of known hypersensitivity to the methylene blue or to any other thiazine dyes,
- in case of previous or ongoing treatment with Selective serotonin reuptake inhibitors 
(SSRIs), bupropion, buspirone, clomipramine, mirtazapine and venlafaxine,
- in case of Pregnancy or breastfeeding PROVEDYE® should be avoided,
- in case of Glu cose-6-Phosphate Dehydrogenase deficiency.
In case of moderate or severe renal disease patients must be closely monitored. 

SPECIAL PRECAUTIONS FOR USE 

(to keep in the operative theatre) 

PROVEDYE® 0.5% 2ml - Sterile solution. 
Preparation for local or oral administration. 
Do not inject PROVEDYE® in intravenous, subcutaneous, intrathecal, intra-amniotic or intraocular 
injection.
PROVEDYE® may be diluted in water (for oral use only) or in sodium chloride (NaCl) 0.9% 
solution and must be used immediately after dilution. PROVEDYE® could be diluted until 
0.01%. 
Additional information on the way in which PROVEDYE® can be administered is provided in the 
Instructions for use. 
Use immediately after opening. Any unused product or waste material should be disposed 
of in accordance with local requirements. 

USE OF PROVEDYE® METHOD OF ADMINISTRATION FIS- 
TULA 

LEAK- 
AGE 

DELIN- 
EATION 

UR
O-

GY
NE

CO
 S

UR
GE

RY
 

• Ureterovesical fistula detection 
• Vesicovaginal fistula detection 

• Colo-vesical fistula detection 
• Rectourethral fistula detection 

 Via an urinary catheter
 Into the vagina during a cystoscopy

(200 mL of diluted ProveDye®)
 Via an urinary catheter
 Via an urethral catheter

X 

• Ureter leakage detection 
• Vesicourethral anastomosis detection 

 Via a urinary catheter
(5 mL of  diluted  ProveDye®  in normal
saline solution)

X 

• Identification of the processus patent vagi- 
nalis (PPV) and prevention of hydrocele 

• Localization aid of tunical and urethral tears 
in corpora cavernosa 

 In hydrocele (between tunica vaginalis 
and albugina)
(0.6-6 mL of ProveDye®)

 Into the corpora cavernosa via the 
urethral meatus

X 
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• Anal fistula detection
• Colo-vesical fistula detection
• Rectourethral fistula detection
• Oesophagial fistula detection

 Via an external catheter
 Via an urinary catheter
 Via an urethral catheter
 Via oral administration

(4 mL  of  ProveDye® in 30 mL  of  water) 

X 

• Colon leakage detection

• Gastric leakage detection
• Bile leakage detection

• Pancreatic leakage detection
• Esophagus and lung leakage 

detection 

 Via a rectal catheter
(1000 mL  of  normal  saline  solution 
containing 20 mL of ProveDye®)

 Via a nasogastric tube
 Via a catheter

(4 mL  of  ProveDye®    in 20 mL of normal
saline solution)

 Local administration and via oesophageal 
catheter (4-40 mL  of   ProveDye® diluted
in  20-1000 mL   of  water    or  normal   saline 
solution)

X 
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WARNINGS: 
Do not inject PROVEDYE® intravenously, subcutaneously, intrathecally, intra-amniotically or 
intraocularly. Do not use PROVEDYE® if the solution is colourless. 
Do not use a damaged ampoule of Provedye®. 
PROVEDYE® is for single use only: discard any remaining solution after opening. 
In case of re-use of PROVEDYE®, there is a risk to loss sterility due to potential contamination of 
the sterile solution (it is considered as a decrease of technical performance). 
PROVEDYE® should be disposed of in clinical waste. 
PRECAUTIONS: 
PROVEDYE® must be used by a healthcare professional. 
The wearing of gloves is recommended for users. 
PROVEDYE® must be used immediately after opening or dilution. 
Protective measures against exposure to strong light, including that within instruments 
such as pulse oxymeters should be taken, because there is a risk of cutaneous 
photosensitivity reaction. 

ADVERSE EFFECTS: 
- Gastrointestinal: nausea, vomiting, diarrhea, abdominal pain, blue colour of faeces and saliva.
- Hematologic: hemolysis (in glucose-6-phosphate dehydrogenase defi ciency,

or high doses), methemoglobinemia (after high doses), hyperbilirubinemia.
- Cardiovascular: hypertension, hypotension, arrhythmia, chest pain.
- Body as a whole: profuse sweating.
- Dermal: rash (blue macules, severe burning pain), skin discoloration, urticaria, increased

sensitivity of the skin to the light (photosensitivity).
- Nervous system: headaches, dizziness, mental confusion, anxiety, tremor, fever, aphasia,

agitation; serotonin syndrome when certain medicines to treat depression or anxiety have
been taken.

- Administration site: thrombophlebitis, (resulting from high doses, if not adequately diluted –
not more than 350 mg of methylene blue should be diluted in each 500 mL of infusion fluid),
necrosis (if extravasation occurs).

- Renal: blue colour of urine.
- Respiratory, thoracic and mediastinal: dyspnea, tachypnea, hypoxia.
- Ophtalmic: mydriasis.
- Immune: anaphylactic reaction.
- Oral administration may cause gastrointestinal disturbances and dysuria.
- Use of methylene blue for endoscopic tattoo has been associated with vascular necrosis,

mucosal ulceration, mural necrosis, extramural fat necrosis and inflammatory changes in the
colon.

STORAGE: 
Do not refrigerate PROVEDYE® under 8°C or freeze. 
Keep the ampoule in the original package to protect it from light. 
CONDITIONING: 
2 ml ampoules, in packs of 5 or 20 ampoules. 
PUBLICATION DATE : 
Last revision : 11-2018. 
Provepharm S.A.S. 
22 Rue Marc Donadille 13013 Marseille, France 
www.provepharm.com 

SPECIAL PRECAUTIONS FOR USE 
(to keep in the operative theatre) 

PROVEDYE® 0.5% 2ml - Sterile solution. 
Preparation for local or oral administration. 
Do not inject PROVEDYE® in intravenous, subcutaneous, intrathecal, intra-amniotic or intraocular 
injection. 
PROVEDYE® may be diluted in water (for oral use only) or in sodium chloride (NaCl) 0.9% solution 
and must be used immediately after dilution. PROVEDYE® could be diluted until 0.01%. Additional 
information on the way in which PROVEDYE® can be administered is provided in the Instructions 
for use. 
Use immediately after opening. Any unused product or waste material should be disposed of in 
accordance with local requirements. 

USE OF PROVEDYE® METHOD OF ADMINISTRATION FIS- 
TULA 

LEAK- 
AGE 

DELIN- 
EATION 

GE
NE

RA
L 

SU
RG

ER
Y • Delineation of cysts  Directly  into  the  cyst 

(0,2 mL of ProveDye® )
X 

BR
EA

ST
 

SU
RG

ER
Y • Visualisation aid during transaxillar en- 

doscopy 
• Visualization aid for nipple discharge 

 At the infra-mammary fold
(1-2 mL of ProveDye®)

 Directly into the breast duct 
(2-6 mL of ProveDye®)

X 

EN
DO

CR
INE

 
SU

RG
ER

Y • Identification of the parathyroid glands, re- 
current nerves and inferior thyroid arteries 

 Local administration 
(1 mL of ProveDye®) 

X 

EN
T S

UR
GE

RY
 • Preauricular sinuses (PAS) and branchial 

sinuses fistula (BSF) detection 
• Tracheoesophageal/Esophagorespiratory 
fistulae detection 

 (2-6 mL of ProveDye®)

 Via   an   endotracheal   tube   during  a 
bronchoscopy 

X 

• Stain of temporalis fascia graft  Directly into the graft 
(2 mL of ProveDye®) X 
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Instruction for use

COMPOSITION :
Each ampoule of PROVEDYE® contains 10mg of Methylene Blue (Proveblue®) diluted in 2ml of water solution for 
injection.

INDICATIONS :
Visualization aid for surgical procedures such as : 
- Delineation of tissues and operative pieces,
- Seal test for sutures, detection of leaks,
- Fistula detection.
METHOD OF ADMINISTRATION AND DOSAGE :
A preoperative assessment is recommended before using PROVEDYE®.
PROVEDYE® may be diluted in water (for oral use only) and in sodium chloride (NaCl) 0.9% solution and must be 
used immediately after dilution.
The PROVEDYE® dilution and volume to be administrated depends on the destination and size of the area to be 
coloured. PROVEDYE® could be diluted until 0.01%.
PROVEDYE® may be placed in contact with the anatomic structure after dilution.
PROVEDYE® can also be injected in the light of certain organs, or placed in contact with the epithelium of the organ 
via the existing natural orifi ces.
PROVEDYE® can also be administered orally after dilution.
CONTRAINDICATIONS :
Do not administrate PROVEDYE® :
- in case of known hypersensitivity to the methylene blue or to any other thiazine dyes,
- in case of treatment with Selective serotonin reuptake inhibitors (SSRIs), bupropion, buspirone, clomipramine, 
mirtazapine and venlafaxine,
- in case of Pregnancy or breastfeeding PROVEDYE® should be avoided,
-   in case of Glucose-6-Phosphate Dehydrogenase deficiency.
In case of moderate or severe renal disease patients must be closely monitored.

SPECIAL PRECAUTIONS FOR USE  
(to keep in the operative theatre)

PROVEDYE® 0.5% 2ml - Sterile solution. 
Preparation for local or oral administration. 
Do not inject PROVEDYE® in intravenous, subcutaneous, intrathecal, intra-amniotic or intraocular injection. 
PROVEDYE® may be diluted in water (for oral use only) or in sodium chloride (NaCl) 0.9% solution and must be used 
immediately after dilution. PROVEDYE® could be diluted until 0.01%. 
Additional information on the way in which PROVEDYE® can be administered is provided in the Instructions for use. 
Use immediately after opening. Any unused product or waste material should be disposed of in accordance with 
local requirements.

0,5%

USE OF PROVEDYE® METHOD OF ADMINISTRATION FIS-
TULA

LEAK-
AGE

DELIN-
EATION

UR
O-

GY
NE

CO
 S

UR
GE

RY

•  Ureterovesical fi stula detection
•  Vesicovaginal fi stula detection

•  Colo-vesical fi stula detection
•  Rectourethral fistula detection

  Via an urinary catheter
  Into the vagina during a cystoscopy

(200mL of diluted Methylene Blue)
  Via an urinary catheter
  Via an urethral catheter

X

•  Ureter leakage detection
•  Vesicourethral anastomosis detection 

  Via a urinary catheter 
(5mL of diluted Methylene Blue in normal 
saline solution)

X

•  Identifi cation of the processus patent vagi-
nalis (PPV) and prevention of hydrocele

•  Localization aid of tunical and urethral tears 
in corpora cavernosa

  In hydrocele (between tunica vaginalis and 
albugina) 
(0.6-6mL of Methylene Blue)

  Into the corpora cavernosa via the urethral 
meatus

X

GA
ST
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-D
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ES
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VE

 S
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GE
RY

•  Anal fi stula detection
•  Colo-vesical fi stula detection
•  Rectourethral fi stula detection
•  Oesophagial fi stula detection

  Via an external catheter
  Via an urinary catheter
  Via an urethral catheter
  Via oral administration 

(4mL of Methylene Blue in 30mL of water)

X

•  Colon leakage detection

•  Gastric leakage detection
•  Bile leakage detection 

•  Pancreatic leakage detection
•  Esophagus and lung leakage detection

  Via a rectal catheter 
(1000mL of normal saline solution contain-
ing 20mL of Methylene Blue)

  Via a nasogastric tube
  Via a catheter 

(4mL of Methylene Blue in 20 mL of normal 
saline solution)

  Local administration and via oesophageal 
catheter 
(4-40mL of Methylene Blue diluted in 20-
1000mL of water or normal saline solution)

X

Methylene blue
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WARNINGS :
Do not inject PROVEDYE® intravenously, subcutaneously, intrathecally, intra-amniotically or intraocularly. 
Do not use PROVEDYE® if the solution is colourless.
Do not use a damaged ampoule of Provedye®.
PROVEDYE® is for single use only: discard any remaining solution after opening.
In case of re-use of PROVEDYE®, there is a risk to loss sterility due to potential contamination of the sterile 
solution (it is considered as a decrease of technical performance). 
PROVEDYE® should be disposed of in clinical waste.

PRECAUTIONS :
PROVEDYE® must be used by a healthcare professional.
The wearing of gloves is recommended for users.
PROVEDYE® must be used immediately after opening or dilution.

ADVERSE EFFECTS :
- Gastrointestinal : nausea, vomiting, diarrhea, abdominal pain, blue colour of faeces and saliva.
-   Hematologic : hemolysis (in glucose-6-phosphate dehydrogenase defi ciency, or high doses),

methemoglobinemia (after high doses), hyperbilirubinemia.
- Cardiovascular : hypertension, hypotension, arrhythmia, chest pain.
- Body as a whole : profuse sweating.
- Dermal : rash (blue macules, severe burning pain), skin discoloration, urticarial.
- Nervous system : headaches, dizziness, mental confusion, anxiety, tremor, fever, aphasia, agitation.
- Administration site : thrombophlebitis, (resulting from high doses, if not adequately diluted – not more than 

350 mg of methylene blue should be diluted in each 500 mL of infusion fl uid), necrosis (if extravasation occurs).
- Renal : blue colour of urine.
- Respiratory, thoracic and mediastinal : dyspnea, tachypnea, hypoxia.
- Ophtalmologic: mydriasis.
- Immune : anaphylactic reaction.
- Oral administration may cause gastrointestinal disturbances and dysuria.
- Use of methylene blue for endoscopic tattoo has been associated with vascular necrosis, mucosal ulceration, 

mural necrosis, extramural fat necrosis and infl ammatory changes in the colon.

STORAGE :
Do not refrigerate PROVEDYE® under 8°C or freeze.
Keep the ampoule in the original package to protect it from light.

CONDITIONING :
2ml ampoules, in packs of 5 or 20 ampoules.

PUBLICATION DATE : 
Last revision : 11-2017.

Provepharm S.A.S. 22 Rue Marc Donadille 13013 Marseille, France 
www.provepharm.com

SPECIAL PRECAUTIONS FOR USE  
(to keep in the operative theatre)

USE OF PROVEDYE® METHOD OF ADMINISTRATION FIS-
TULA

LEAK-
AGE

DELIN-
EATION

GE
NE

RA
L 

SU
RG

ER
Y •  Delineation of cysts   Directly into the cyst 

(0.2mL of Methylene Blue)
X

BR
EA

ST
 

SU
RG

ER
Y •  Visualisation aid during transaxillar en-

doscopy 
•  Visualization aid for nipple discharge

  At the infra-mammary fold 
(1-2mL of Methylene Blue)

  Directly into the breast duct 
(2-6mL of Methylene Blue)

X

EN
DO

CR
IN

E 
SU

RG
ER

Y •  Identifi cation of the parathyroid glands, re-
current nerves and inferior thyroid arteries

  Local administration 
(1mL of Methylene Blue)

X

EN
T 

SU
RG

ER
Y •  Preauricular sinuses (PAS) and branchial 

sinuses fi stula (BSF) detection
•  Tracheoesophageal/Esophagorespiratory 

fi stulae detection

  (2-6mL of Methylene Blue)

  Via an endotracheal tube during a bron-
choscopy

X

•  Stain of temporalis fascia graft   Directly into the graft 
(2mL of Methylene Blue) X

PROVEDYE® 0.5% 2ml - Sterile solution. 
Preparation for local or oral administration. 
Do not inject PROVEDYE® in intravenous, subcutaneous, intrathecal, intra-amniotic or intraocular injection. 
PROVEDYE® may be diluted in water (for oral use only) or in sodium chloride (NaCl) 0.9% solution and must be used 
immediately after dilution. PROVEDYE® could be diluted until 0.01%. 
Additional information on the way in which PROVEDYE® can be administered is provided in the Instructions for use. 
Use immediately after opening. Any unused product or waste material should be disposed of in accordance with 
local requirements.
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Instruction for use

COMPOSITION :
Each ampoule of PROVEDYE® contains 10mg of Methylene Blue (Proveblue®) diluted in 2ml of water solution for 
injection.

INDICATIONS :
Visualization aid for surgical procedures such as : 
- Delineation of tissues and operative pieces,
- Seal test for sutures, detection of leaks,
- Fistula detection.

METHOD OF ADMINISTRATION AND DOSAGE :
A preoperative assessment is recommended before using PROVEDYE®.

PROVEDYE® may be diluted in sodium chloride (NaCl) 0.9% solution and must be used immediately after dilution. 
PROVEDYE® can also be administered orally after dilution in water.
The PROVEDYE® dilution and volume to be administrated depends on the destination and size of the area to be 
coloured. PROVEDYE® could be diluted until 0.01%.
PROVEDYE® may be placed in contact with the anatomic structure after dilution.
PROVEDYE® can also be injected in the light of certain organs, or placed in contact with the epithelium of the organ 
via the existing natural orifi ces.

CONTRAINDICATIONS :
Do not administrate PROVEDYE® :
- in case of known hypersensitivity to the methylene blue or to any other thiazine dyes,
- in case of treatment with Selective serotonin reuptake inhibitors (SSRIs), bupropion, buspirone, clomipramine, 
mirtazapine and venlafaxine,
- in case of Pregnancy or breastfeeding PROVEDYE® should be avoided,
-   in case of Glucose-6-Phosphate Dehydrogenase deficiency.
In case of moderate or severe renal disease patients must be closely monitored.

SPECIAL PRECAUTIONS FOR USE  
(to keep in the operative theatre)

PROVEDYE® 0.5% 2ml - Sterile solution. 
Preparation for local or oral administration. 
Do not inject PROVEDYE® in intravenous, subcutaneous, intrathecal, intra-amniotic or intraocular injection. 
PROVEDYE® may be diluted in water (for oral use only) or in sodium chloride (NaCl) 0.9% solution and must be used 
immediately after dilution. PROVEDYE® could be diluted until 0.01%. 
Additional information on the way in which PROVEDYE® can be administered is provided in the Instructions for use. 
Use immediately after opening. Any unused product or waste material should be disposed of in accordance with 
local requirements.

0,5%

USE OF PROVEDYE® METHOD OF ADMINISTRATION FIS-
TULA

LEAK-
AGE

DELIN-
EATION
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O-
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RY

•  Ureterovesical fi stula detection
•  Vesicovaginal fi stula detection

•  Colo-vesical fi stula detection
•  Rectourethral fistula detection

  Via an urinary catheter
  Into the vagina during a cystoscopy

(200mL of diluted Methylene Blue)
  Via an urinary catheter
  Via an urethral catheter

X

•  Ureter leakage detection
•  Vesicourethral anastomosis detection 

  Via a urinary catheter 
(5mL of diluted Methylene Blue in normal 
saline solution)

X

•  Identifi cation of the processus patent vagi-
nalis (PPV) and prevention of hydrocele

•  Localization aid of tunical and urethral tears 
in corpora cavernosa

  In hydrocele (between tunica vaginalis and 
albugina) 
(0.6-6mL of Methylene Blue)

  Into the corpora cavernosa via the urethral 
meatus

X
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•  Anal fi stula detection
•  Colo-vesical fi stula detection
•  Rectourethral fi stula detection
•  Oesophagial fi stula detection

  Via an external catheter
  Via an urinary catheter
  Via an urethral catheter
  Via oral administration 

(4mL of Methylene Blue in 30mL of water)

X

•  Colon leakage detection

•  Gastric leakage detection
•  Bile leakage detection 

•  Pancreatic leakage detection
•  Esophagus and lung leakage detection

  Via a rectal catheter 
(1000mL of normal saline solution contain-
ing 20mL of Methylene Blue)

  Via a nasogastric tube
  Via a catheter 

(4mL of Methylene Blue in 20 mL of normal 
saline solution)

  Local administration and via oesophageal 
catheter 
(4-40mL of Methylene Blue diluted in 20-
1000mL of water or normal saline solution)

X

Methylene blue
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WARNINGS :
Do not inject PROVEDYE® intravenously, subcutaneously, intrathecally, intra-amniotically or intraocularly. 
Do not use PROVEDYE® if the solution is colourless.
Do not use a damaged ampoule of Provedye®.
PROVEDYE® is for single use only: discard any remaining solution after opening.
In case of re-use of PROVEDYE®, there is a risk to loss sterility due to potential contamination of the sterile 
solution (it is considered as a decrease of technical performance). 
PROVEDYE® should be disposed of in clinical waste.

PRECAUTIONS :
PROVEDYE® must be used by a healthcare professional.
The wearing of gloves is recommended for users.
PROVEDYE® must be used immediately after opening or dilution.

ADVERSE EFFECTS :
- Gastrointestinal : nausea, vomiting, diarrhea, abdominal pain, blue colour of faeces and saliva.
-   Hematologic : hemolysis (in glucose-6-phosphate dehydrogenase defi ciency, or high doses),

methemoglobinemia (after high doses), hyperbilirubinemia.
- Cardiovascular : hypertension, hypotension, arrhythmia, chest pain.
- Body as a whole : profuse sweating.
- Dermal : rash (blue macules, severe burning pain), skin discoloration, urticarial.
- Nervous system : headaches, dizziness, mental confusion, anxiety, tremor, fever, aphasia, agitation.
- Administration site : thrombophlebitis, (resulting from high doses, if not adequately diluted – not more than 

350 mg of methylene blue should be diluted in each 500 mL of infusion fl uid), necrosis (if extravasation occurs).
- Renal : blue colour of urine.
- Respiratory, thoracic and mediastinal : dyspnea, tachypnea, hypoxia.
- Ophtalmologic: mydriasis.
- Immune : anaphylactic reaction.
- Oral administration may cause gastrointestinal disturbances and dysuria.
- Use of methylene blue for endoscopic tattoo has been associated with vascular necrosis, mucosal ulceration, 

mural necrosis, extramural fat necrosis and infl ammatory changes in the colon.

STORAGE :
Do not refrigerate PROVEDYE® under 8°C or freeze.
Keep the ampoule in the original package to protect it from light.

CONDITIONING :
2ml ampoules, in packs of 5 or 20 ampoules.

PUBLICATION DATE : 
Last revision : 07-2017.

Provepharm S.A.S. 22 Rue Marc Donadille 13013 Marseille, France 
www.provepharm.com

SPECIAL PRECAUTIONS FOR USE  
(to keep in the operative theatre)

USE OF PROVEDYE® METHOD OF ADMINISTRATION FIS-
TULA

LEAK-
AGE

DELIN-
EATION

GE
NE

RA
L 

SU
RG

ER
Y •  Delineation of cysts   Directly into the cyst 

(0.2mL of Methylene Blue)
X

BR
EA

ST
 

SU
RG

ER
Y •  Visualisation aid during transaxillar en-

doscopy 
•  Visualization aid for nipple discharge

  At the infra-mammary fold 
(1-2mL of Methylene Blue)

  Directly into the breast duct 
(2-6mL of Methylene Blue)

X

EN
DO

CR
IN

E 
SU

RG
ER

Y •  Identifi cation of the parathyroid glands, re-
current nerves and inferior thyroid arteries

  Local administration 
(1mL of Methylene Blue)

X

EN
T 

SU
RG

ER
Y •  Preauricular sinuses (PAS) and branchial 

sinuses fi stula (BSF) detection
•  Tracheoesophageal/Esophagorespiratory 

fi stulae detection

  (2-6mL of Methylene Blue)

  Via an endotracheal tube during a bron-
choscopy

X

•  Stain of temporalis fascia graft   Directly into the graft 
(2mL of Methylene Blue) X

PROVEDYE® 0.5% 2ml - Sterile solution. 
Preparation for local or oral administration. 
Do not inject PROVEDYE® in intravenous, subcutaneous, intrathecal, intra-amniotic or intraocular injection. 
PROVEDYE® may be diluted in water (for oral use only) or in sodium chloride (NaCl) 0.9% solution and must be used 
immediately after dilution. PROVEDYE® could be diluted until 0.01%. 
Additional information on the way in which PROVEDYE® can be administered is provided in the Instructions for use. 
Use immediately after opening. Any unused product or waste material should be disposed of in accordance with 
local requirements.
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Instruction for use

COMPOSITION :
Each ampoule of PROVEDYE® contains 10mg of Methylene Blue (Proveblue®) diluted in 2ml of water solution for injection.

INDICATIONS :
Visualization aid for surgical procedures such as :
- Delineation of tissues and operative pieces,
- Seal test for sutures, detection of leaks,
- Fistula detection.

METHOD OF ADMINISTRATION AND DOSAGE :
A preoperative assessment is recommended before using PROVEDYE®.

PROVEDYE® may be diluted in water (for oral use only) and in sodium chloride (NaCl) 0.9% solution and must be used 
immediately after dilution.
The PROVEDYE® dilution and volume to be administrated depends on the destination and size of the area to be coloured. 
PROVEDYE® could be diluted until 0.01%.
PROVEDYE® may be placed in contact with the anatomic structure after dilution.
PROVEDYE® can also be injected in the light of certain organs, or placed in contact with the epithelium of the organ via 
the existing natural orifi ces.

PROVEDYE® can also be administered orally after dilution.

CONTRAINDICATIONS :
Do not administrate PROVEDYE® :
- in case of known hypersensitivity to the methylene blue or to any other thiazine dyes,
- in case of treatment with Selective serotonin reuptake inhibitors (SSRIs), bupropion, buspirone, clomipramine, mirtazapine 

and venlafaxine,
- in case of Pregnancy or breastfeeding PROVEDYE® should be avoided,
-   in case of Glucose-6-Phosphate Dehydrogenase defi ciency.
In case of moderate or severe renal disease patients must be closely monitored.

SPECIAL PRECAUTIONS FOR USE  
(to keep in the operative theatre)

PROVEDYE® 0.5% 2ml - Sterile solution. 
Preparation for local or oral administration. 
Do not inject PROVEDYE® in intravenous, subcutaneous, intrathecal, intra-amniotic or intraocular injection. 
PROVEDYE® may be diluted in water (for oral use only). PROVEDYE® may be diluted in sodium chloride (NaCl) 0.9% solution 
and must be used immediately after dilution. PROVEDYE® could be diluted until 0.01%. 
Additional information on the way in which PROVEDYE® can be administered is provided in the Instructions for use. 
Use immediately after opening. Any unused product or waste material should be disposed of in accordance with local 
requirements.

0,5%

Methylene blue

USE OF PROVEDYE® METHOD OF ADMINISTRATION FIS-
TULA

LEAK-
AGE

DELIN-
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•  Ureterovesical fi stula detection
•  Vesicovaginal fi stula detection

•  Colo-vesical fi stula detection
•  Rectouretrhal fi stula detection

  Via an urinary catheter
  Into the vagina during a cystoscopy

(200mL of diluted Methylene Blue)
  Via an urinary catheter
  Via an urethral catheter

X

•  Ureter leakage detection
•  Vesicourethral anastomosis detection 

  Via a urinary catheter 
(5mL of diluted Methylene Blue in normal 
saline solution)

X

•  Identifi cation of the processus patent vagi-
nalis (PPV) and prevention of hydrocele

•  Localization aid of tunical and urethral tears 
in corpora cavernosa

  In hydrocele (between tunica vaginalis and 
albugina) 
(0.6-6mL of Methylene Blue)

  Into the corpora cavernosa via the urethral 
meatus

X
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•  Anal fi stula detection
•  Colo-vesical fi stula detection
•  Rectouretrhal fi stula detection
•  Oesophagial fi stula detection

  Via an external catheter
  Via an urinary catheter
  Via an urethral catheter
  Via oral administration 

(4mL of Methylene Blue in 30mL of water)

X

•  Colon leakage detection

•  Gastric leakage detection
•  Bile leakage detection 

•  Pancreatic leakage detection
•  Esophagus and lung leakage detection

  Via a rectal catheter 
(1000mL of normal saline solution contain-
ing 20mL of Methylene Blue)

  Via a nasogastric tube
  Via a catheter 

(4mL of Methylene Blue in 20 mL of normal 
saline solution)

  Local administration and via oesophageal 
catheter 
(4-40mL of Methylene Blue diluted in 20-
1000mL of water or normal saline solution)

X
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WARNINGS :
Do not inject PROVEDYE® intravenously, subcutaneously, intrathecally, intra-amniotically or intraocularly. 
Do not use PROVEDYE® if the solution is colourless.
Do not use a damaged ampoule of Provedye®.
PROVEDYE® is for single use only: discard any remaining solution after opening.
In case of re-use of PROVEDYE®, there is a risk to loss sterility due to potential contamination of the sterile 
solution (it is considered as a decrease of technical performance). 
PROVEDYE® should be disposed of in clinical waste.

PRECAUTIONS :
PROVEDYE® must be used by a healthcare professional.
The wearing of gloves is recommended for users.
PROVEDYE® must be used immediately after opening or dilution.

ADVERSE EFFECTS :
- Gastrointestinal : nausea, vomiting, diarrhea, abdominal pain, blue colour of faeces and saliva.
- Hematologic : hemolysis (in glucose-6-phosphate dehydrogenase defi ciency, or high doses), methemoglobinemia (after 

high doses), hyperbilirubinemia.
- Cardiovascular : hypertension, hypotension, arrhythmia, chest pain.
- Body as a whole : profuse sweating.
- Dermal : rash (blue macules, severe burning pain), skin discoloration, urticarial.
- Nervous system : headaches, dizziness, mental confusion, anxiety, tremor, fever, aphasia, agitation.
- Administration site : thrombophlebitis, (resulting from high doses, if not adequately diluted – not more than 350 mg of 

methylene blue should be diluted in each 500 mL of infusion fl uid), necrosis (if extravasation occurs).
- Renal : blue colour of urine.
- Respiratory, thoracic and mediastinal : dyspnea, tachypnea, hypoxia.
- Ophtalmologic: mydriasis.
- Immune : anaphylactic reaction.
- Oral administration may cause gastrointestinal disturbances and dysuria.
- Use of methylene blue for endoscopic tattoo has been associated with vascular necrosis, mucosal ulceration, mural 

necrosis, extramural fat necrosis and infl ammatory changes in the colon.

STORAGE :
Do not refrigerate PROVEDYE® under 8°C or freeze.
Keep the ampoule in the original package to protect it from light.

CONDITIONING :
2ml ampoules, in packs of 5 or 20 ampoules.

PUBLICATION DATE : 
Last revision : 09-2016.

Provepharm S.A.S. 22 Rue Marc Donadille 13013 Marseille, France
www.provepharm.com

SPECIAL PRECAUTIONS FOR USE  
(to keep in the operative theatre)

PROVEDYE® 0.5% 2ml - Sterile solution. 
Preparation for local or oral administration. 
Do not inject PROVEDYE® in intravenous, subcutaneous, intrathecal, intra-amniotic or intraocular injection. 
PROVEDYE® may be diluted in water (for oral use only). PROVEDYE® may be diluted in sodium chloride (NaCl) 0.9% solution 
and must be used immediately after dilution. PROVEDYE® could be diluted until 0.01%. 
Additional information on the way in which PROVEDYE® can be administered is provided in the Instructions for use. 
Use immediately after opening. Any unused product or waste material should be disposed of in accordance with local 
requirements.

USE OF PROVEDYE® METHOD OF ADMINISTRATION FIS-
TULA

LEAK-
AGE

DELIN-
EATION

GE
NE

RA
L 

SU
RG

ER
Y •  Delineation of cysts   Directly into the cyst 

(0.2mL of Methylene Blue)
X

BR
EA

ST
 

SU
RG

ER
Y •  Visualisation aid during transaxillar en-

doscopy 
•  Visualization aid for nipple discharge

  At the infra-mammary fold 
(1-2mL of Methylene Blue)

  Directly into the breast duct 
(2-6mL of Methylene Blue)

X

EN
DO

CR
IN

E 
SU

RG
ER

Y •  Identifi cation of the parathyroid glands, re-
current nerves and inferior thyroid arteries

  Local administration 
(1mL of Methylene Blue)

X

EN
T 

SU
RG

ER
Y •  Preauricular sinuses (PAS) and branchial 

sinuses fi stula (BSF) detection
•  Tracheoesophageal/Esophagorespiratory 

fi stulae detection

  (2-6mL of Methylene Blue)

  Via an endotracheal tube during a bron-
choscopy

X

•  Stain of temporalis fascia graft   Directly into the graft 
(2mL of Methylene Blue) X
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SPECIAL  PRECAUTIONS  FOR  USE  
(to keep in the operative theatre)

PROVEDYE® 0.5% 2ml ‐ Sterile solution. 
Preparation for local or oral administration. 
Do not inject PROVEDYE® in Intravenous, subcutaneous, intrathecal, intra‐amniotic or 
intraocular injection. 
PROVEDYE® may be diluted in water (for oral use only). PROVEDYE® may be diluted in 
sodium chloride (NaCl) 0.9% solution and must be used immediately after dilution. 
PROVEDYE® could be diluted until 0.01%. 
Additional information on the way in which PROVEDYE® can be administered is provided in 
the Instructions for use. 
Use immediately after opening. Any unused product or waste material should be disposed 
of in accordance with local requirements.

COMPOSITION :

Each ampoule of PROVEDYE® contains 10mg of Methylene Blue 
(Proveblue®) diluted in 2ml of water solution for injection.

INDICATIONS :

Visualization aid for surgical procedures such as :

‐ Delineation of tissues and operative pieces,

‐ Seal test for sutures, detection of leaks, 

‐ Fistula detection.

METHOD OF ADMINISTRATION AND  DOSAGE :

A preoperative assessment is recommended before using PROVEDYE®. 

PROVEDYE® may be diluted in water (for oral use only) and in sodium 
chloride (NaCl) 0.9% solution and must be used immediately after dilution.
The PROVEDYE® dilution and volume to be administrated depends on the 
destination and size of the area to be coloured. PROVEDYE® could be 
diluted until 0.01%. 
PROVEDYE® may be placed in contact with the anatomic structure after 
dilution.
PROVEDYE® can also be injected in the light of certain organs, or placed in 
contact with the epithelium of the organ via the existing natural orifices. 

PROVEDYE® can also be administered orally after dilution.

CONTRAINDICATIONS :

Do not administrate PROVEDYE® : 
‐ in case of known hypersensitivity to the methylene blue or to any other 

thiazine dyes, 
‐ in case of treatment with Selective serotonin reuptake inhibitors 

(SSRIs), bupropion, buspirone, clomipramine, mirtazapine and 
venlafaxine, 

‐ in case of Pregnancy or breastfeeding PROVEDYE® should be avoided, 
‐ in case of Glucose‐6‐Phosphate Dehydrogenase deficiency. 
In case of moderate or severe renal disease patients must be closely 
monitored.

METHYLENE BLUE
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WARNINGS :
 

Do not inject PROVEDYE® intravenously, subcutaneously, intrathecally, intra‐
amniotically or intraocularly. 
Do not use PROVEDYE® if the solution is colourless. 
Do not use a damaged ampoule of Provedye®. 
PROVEDYE® is for single use only: discard any remaining solution after opening; 
In case of re‐use of PROVEDYE®, there is a risk of decrease of technical 
performance such as contamination. 
PROVEDYE® should be disposed of in clinical waste. 

PRECAUTIONS :

PROVEDYE® must be used by a healthcare professional. 
The wearing of gloves is recommended for users. 
PROVEDYE® must be used immediately after opening or dilution. 

ADVERSE EFFECTS :

‐ Gastrointestinal : nausea, vomiting, diarrhea, abdominal pain, blue colour of 
faeces and saliva. 

‐ Hematologic : hemolysis (in glucose‐6‐phosphate dehydrogenase deficiency, 
or high doses), methemoglobinemia (after high doses), hyperbilirubinemia. 

‐ Cardiovascular : hypertension, hypotension, arrhythmia, chest pain. 
‐ Body as a whole : profuse sweating. 
‐ Dermal : rash (blue macules, severe burning pain), skin discoloration, 

urticarial. 
‐ Nervous system : headaches, dizziness, mental confusion, anxiety, tremor, 

fever, aphasia, agitation. 
‐ Administration site : thrombophlebitis, (resulting from high doses, if not 

adequately diluted – not more than 350 mg of methylene blue should be 
diluted in each 500 mL of infusion fluid), necrosis (if extravasation occurs).

‐ Renal : blue colour of urine. 
‐ Respiratory, thoracic and mediastinal : dyspnea, tachypnea, hypoxia. Eye: 

mydriasis.
‐ Immune : anaphylactic reaction.
‐ Oral administration may cause gastrointestinal disturbances and dysuria.
‐ Use of methylene blue for endoscopic tattoo has been associated with 

vascular necrosis, mucosal ulceration, mural necrosis, extramural fat necrosis 
and inflammatory changes in the colon.

STORAGE :

Do not refrigerate PROVEDYE® under 8°C or freeze. 
Keep the ampoule in the original package to protect it from light. 

CONDITIONING :

2ml ampoules, in packs of 5 or 20 ampoules.

PUBLICATION DATE :
Last revision : 05‐2016.

SPECIAL  PRECAUTIONS  FOR  USE  
(to keep in the operative theatre)

PROVEDYE® 0.5% 2ml ‐ Sterile solution. 
Preparation for local or oral administration. 
Do not inject PROVEDYE® in Intravenous, subcutaneous, intrathecal, intra‐amniotic or 
intraocular injection. 
PROVEDYE® may be diluted in water (for oral use only). PROVEDYE® may be diluted in 
sodium chloride (NaCl) 0.9% solution and must be used immediately after dilution. 
PROVEDYE® could be diluted until 0.01%. 
Additional information on the way in which PROVEDYE® can be administered is provided in 
the Instructions for use. 
Use immediately after opening. Any unused product or waste material should be disposed 
of in accordance with local requirements.
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CENEXI for PROVEPHARM
Article 28046153

METHYLENE BLUE PROVEDYE FR
5 ampoules 2 ml

Leaflet (page 1/2)
148 mm x 630 mm (unfolded)

148 mm x 315 mm (folded)
Packaging line : FB320
Version 1 - 09.12.2015

Mise en conformité

1  C O L O U R

B l a c k
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CENEXI for PROVEPHARM
Article 28046153

METHYLENE BLUE PROVEDYE FR
5 ampoules 2 ml

Leaflet (page 2/2)
148 mm x 630 mm (unfolded)

148 mm x 315 mm (folded)
Packaging line : FB320
Version 1 - 09.12.2015

Mise en conformité

1  C O L O U R

B l a c k
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0.5%

Composition: 
Each ampoule of PROVEDYE® contains 10mg of 
Methylene Blue (Proveblue®) diluted in 2ml of water 
solution for injection. 
Indications: 
Visualization aid for surgical procedures such as the 
delineation of tissues and operative pieces, seal test for 
sutures, detection of leaks, fistula detection. 
Contraindications
Do not administrate PROVEDYE®: 
In case of known hypersensitivity to the methylene 

blue or to any other thiazine dyes 
In case of treatment with Selective serotonin reuptake 

inhibitors (SSRIs), bupropion, buspirone, clomipramine, 
mirtazapine and venlafaxine 
In case of Pregnancy or breastfeeding PROVEDYE® 

should be avoided 
In case of Glucose-6-Phosphate Dehydrogenase 

deficiency 
In case of moderate or severe renal disease patients 
must be closely monitored. 
Method of administration and dosage 
A preoperative assessment is recommended before 
using PROVEDYE®. PROVEDYE® may be diluted in water 
(for oral use only) and in sodium chloride (NaCl) 0.9% 
solution and must be used immediately after dilution. 
The PROVEDYE® dilution and volume to be 
administrated depends on the destination and size of 
the area to be coloured. PROVEDYE® could be diluted 
until 0.01%. PROVEDYE® may be placed in contact with 
the anatomic structure after dilution. PROVEDYE® can 
also be injected in the light of certain organs, or placed 
in contact with the epithelium of the organ via the 
existing natural orifices.
Adverse effects

•Gastrointestinal: nausea, vomiting, diarrhea, 
abdominal pain, blue colour of faeces and saliva 
•Hematologic: hemolysis (in glucose-6-phosphate
dehydrogenase deficiency or high doses),
methemoglobinemia (after high doses),
hyperbilirubinemia 
•Cardiovascular: hypertension, hypotension, 
arrhythmia, chest pain 
•Body as a whole: profuse sweating 
•Dermal: rash (blue macules, severe burning pain), skin 
discoloration, urticarial 

• Nervous system: headaches, dizziness, mental 
confusion, anxiety, tremor, fever, aphasia, agitation 
• Administration site: thrombophlebitis, (resulting from 
high doses, if not adequately diluted – not more than 
350 mg of methylene blue should be diluted in each 500 
mL of infusion fluid), necrosis (if extravasation occurs). 
•Renal: blue colour of urine 
• Respiratory, thoracic and mediastinal: dyspnea, 

tachypnea, hypoxia 
Eye: mydriasis 

•Immune: anaphylactic reaction
•Oral administration may cause gastrointestinal
disturbances and dysuria 
•Use of methylene blue for endoscopic tattoo has been 
associated with vascular necrosis, mucosal ulceration, 
mural necrosis, extramural fat necrosis and 
inflammatory changes in the colon. 
Warnings
•Do not inject PROVEDYE® intravenously, subcutaneously,
intrathecally and intra-amniotically
•Do not use PROVEDYE® if the solution is colourless
•Do not use a damaged ampoule of Provedye®

•PROVEDYE® is for single use only: discard any remaining
solution after opening
•In case of re-use of PROVEDYE®, there is a risk of 
decrease of technical performance such as 
contamination
•PROVEDYE® should be disposed of in clinical waste 
Precautions

•PROVEDYE® must be used by a healthcare professional. 
•The wearing of gloves is recommended for users.
•PROVEDYE® must be used immediately after opening
or dilution.
Storage
•Do not refrigerate PROVEDYE® under 8°C or freeze 
•Keep the ampoule in the original package to protect it
from light.
Conditioning: 
2ml ampoules, in packs of 5 or 20 ampoules.
Publication date
Last revision: 08-2015
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Provepharm S.A.S ; 22 Rue Marc Donadille 13013 
Marseille, France www.provepharm.com

0.5%

Composition: 
Each ampoule of PROVEDYE® contains 10mg of 
Methylene Blue (Proveblue®) diluted in 2ml of water 
solution for injection. 
Indications: 
Visualization aid for surgical procedures such as the 
delineation of tissues and operative pieces, Seal test for 
sutures, detection of leaks, fistula detection. 
Contraindications
Do not administrate PROVEDYE®: 
- In case of known hypersensitivity to the methylene 
blue or to any other thiazine dyes; 
- In case of treatment with Selective serotonin reuptake
inhibitors (SSRIs), bupropion, buspirone, clomipramine, 
mirtazapine and venlafaxine; 
- In case of Pregnancy or breastfeeding PROVEDYE® 
should be avoided; 
- In case of Glucose-6-Phosphate Dehydrogenase 
deficiency. 
In case of moderate or severe renal disease patients 
must be closely monitored. 
Method of administration and dosage
A preoperative assessment is recommended before 
using PROVEDYE®. PROVEDYE® may be diluted in water 
(for oral use only) and in sodium chloride (NaCl) 0.9%
solution and must be used immediately after dilution. 
The PROVEDYE® dilution and volume to be 
administrated depends on the destination and size of 
the area to be coloured. PROVEDYE® could be diluted 
until 0.01%. PROVEDYE® may be placed in contact with 
the anatomic structure after dilution. PROVEDYE® can 
also be injected in the light of certain organs, or placed 
in contact with the epithelium of the epithelium of the 
organ via the existing natural orifices. PROVEDYE® can 
also be administered orally after dilution . 
Adverse effects
•Gastrointestinal: nausea, vomiting, diarrhea, 
abdominal pain, blue colour of faeces and saliva. 
•Hematologic: hemolysis (in glucose-6-phosphate 
dehydrogenase deficiency, or high doses),
methemoglobinemia (after high doses),
hyperbilirubinemia. 
•Cardiovascular: hypertension, hypotension, 
arrhythmia, chest pain. 
•Body as a whole: profuse sweating. 
•Dermal: rash (blue macules, severe burning pain), skin 
discoloration, urticarial. 

• Nervous system: headaches, dizziness, mental 
confusion, anxiety, tremor, fever, aphasia, agitation. 

• Respiratory, thoracic and mediastinal: dyspnea, 
tachypnea, hypoxia. Eye: mydriasis. 
•Immune: anaphylactic reaction
•Oral administration may cause gastrointestinal
disturbances and dysuria. 
•Use of methylene blue for endoscopic tattoo has been 
associated with vascular necrosis, mucosal ulceration, 
mural necrosis, extramural fat necrosis and 
inflammatory changes in the colon. 
Warnings
•Do not inject PROVEDYE® intravenously, subcutaneously,
intrathecally and intra-amniotically
•Do not use PROVEDYE® if the solution is colourless;
•Do not use a damaged ampoule of Provedye®;
•PROVEDYE® is for single use only: discard any remaining
solution after opening;
•In case of re-use of PROVEDYE®, there is a risk of 
decrease of technical performance such as 
contamination
•PROVEDYE® should be disposed of in clinical waste. 

Precautions
•PROVEDYE® must be used by a healthcare professional. 
•The wearing of gloves is recommended for users.
•PROVEDYE® must be used immediately after opening
or dilution 
Storage
•Do not refrigerate PROVEDYE® under 8°C or freeze. 
•Keep the ampoule in the original package to protect it 
from light.
Conditioning: 
2ml ampoules, in packs of 5 or 20 ampoules 
Publication date
Last revision: 08-2015 
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Provepharm S.A.S ; 22 Rue Marc Donadille 13013 
Marseille, France www.provepharm.com

SPECIAL PRECAUTIONS FOR USE (to keep in the operative theatre) 
PROVEDYE® 0.5% 2ml – Sterile solution 
Preparation for Local or Oral administration. 
Do not inject PROVEDYE® in Intravenous, subcutaneous, intrathecal and intra-amniotic injection 
PROVEDYE® may be diluted water (for oral use only). PROVEDYE® may be diluted in sodium chloride (NaCl) 0.9% 
solution and must be used immediately after dilution. PROVEDYE® could be diluted until 0.01%.
Additional information on the way in which PROVEDYE® can be administered is provided in the Instructions for use. 
Use immediately after opening. Any unused product or waste material should be disposed of in accordance with local 
requirements. 
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SPECIAL PRECAUTIONS FOR USE (to keep in the operative theatre) 
PROVEDYE® 0.5% 2ml – Sterile solution 
Preparation for Local or Oral administration. 
Do not inject PROVEDYE® in Intravenous, subcutaneous, intrathecal and intra-amniotic injection 
PROVEDYE® may be diluted in water (for oral use only). PROVEDYE® may be diluted in sodium chloride (NaCl) 0.9% 
solution and must be used immediately after dilution. PROVEDYE® could be diluted until 0.01%. 
Additional information on the way in which PROVEDYE® can be administered is provided in the Instructions for use. 
Use immediately after opening. Any unused product or waste material should be disposed of in accordance with local 
requirements. 
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• Administration site: thrombophlebitis, (resulting from 
high doses, if not adequately diluted – not more than 
350 mg of methylene blue should be diluted in each 500 
mL of infusion fluid), necrosis (if extravasation occurs). 
Renal: blue colour of urine •
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PROVEDYE™0.5% Leaflet

Composition:
Each ampoule of PROVEDYE™ contains 10 mg of 
methylene blue (Proveblue®) diluted in 2 ml of water 
solution for injection.
Indications:
Visualization aid for surgical procedures such as the 
delineation of tissues and operative pieces, seal test 
for sutures, detection of leaks, fistula detection.
Contraindications
Do not administrate PROVEDYE™:
- In case of known hypersensitivity to methylene blue
or to any other thiazine dyes;
- In case of treatment with selective serotonin
reuptake inhibitors (SSRI), bupropion, buspirone, 
clomipramine, mirtazapine and venlafaxine;
- In case of pregnancy or breastfeeding,
PROVEDYE™ should be avoided;
- In the case of Glucose-6-Phosphate Dehydrogenase
deficiency.

In the case of moderate or severe renal disease the 
patient must be closely monitored.

Method of administration and dosage
A preoperative assessment is recommended before 

using PROVEDYE™.
PROVEDYE™ may be diluted in water (for oral use 
only) and in sodium chloride (NaCl) 0.9% solution 
and must be used immediately after dilution.
The PROVEDYE™ dilution and volume to be 
administered depends on the destination and size of 
the area to be coloured. PROVEDYE™ could be 
diluted until 0.01%.
PROVEDYE™ may be placed in contact with the 
anatomic structure after dilution.
PROVEDYE™ can also be injected in the light 
of certain organs, or placed in contact with the 
epithelium of the organ via the existing natural 
orifices.
PROVEDYE™ can also be administered orally after 
dilution.

Adverse effects
- Gastrointestinal: nausea, vomiting, diarrhea,
abdominal pain, blue colour of faeces and saliva. 
- Hematology: hemolysis (in glucose-6-
phosphate dehydrogenase deficiency, or high 
doses), methemoglobinemia (after high doses), 
hyperbilirubinemia. 
- Cardiovascular: hypertension, hypotension, 
arrhythmia, chest pain. 
- Body as a whole: profuse sweating
- Dermal: rash (blue macules, severe burning pain),
skin discoloration, urticaria.
- Nervous system: headaches, dizziness, mental 
confusion, anxiety, tremor, fever, aphasia, agitation. 
- Injection site : thrombophlebitis (resulting from high
doses, if not adequatly diluted - not more than 350 mg 
of methylene blue should be diluted in each 500 ml of 
fluid infusion), necrosis (if extravasation occurs).

PROVEDYE™0,5% kennisgeving

Samenstelling: 
Elke ampul PROVEDYE™ bevat 10 mg 
methyleenblauw (Proveblue®) verdund in 2 ml 
wateroplossing voor injectie.

Indicaties:
Visualisatiehulp tijdens chirurgische ingrepen zoals 
het afbakenen van te opereren weefsels en onderdelen, 
testen van hechtingen, lekdetectie en fisteldetectie.

Contra-indicaties
PROVEDYE™ niet toedienen: 
- in geval van gekende overgevoeligheid voor 
methyleenblauw of andere thiazinekleurstoffen; 
- in geval van behandeling met selectieve serotonine-
heropnameremmers (SSRI), bupropion, buspirone, 
clomipramine, mirtazapine en venlafaxine; 
- in geval van zwangerschap of borstvoeding moet 
PROVEDYE™ worden vermeden; 
- in het geval van Glucose-6-fosfaatdehydrogenase-
deficiëntie.

In het geval van matige of ernstige nierziekte moet de 
patiënt nauwlettend worden bewaakt.

Methode van toediening en dosering
Een preoperatieve beoordeling wordt aangeraden 
alvorens PROVEDYE™ te gebruiken. 
PROVEDYE™ kan worden verdund met water 
(uitsluitend voor oraal gebruik) of met een 
oplossing van 0,9% natriumchloride (NaCl) en dient 
onmiddellijk na verdunning te worden gebruikt. 
De verdunning van PROVEDYE™ en het toe te 
dienen volume zijn afhankelijk van de plaats van 
bestemming en de afmeting van het aan te kleuren 
gebied. PROVEDYE™ kan tot 0,01% worden 
verdund.
PROVEDYE™ mag in contact komen met de 
anatomische structuur na verdunning. 
PROVEDYE™ kan ook worden geïnjecteerd in het 
licht van bepaalde organen of in contact worden 
gebracht met het epitheel van het orgaan via de 
bestaande lichaamsopeningen. 
PROVEDYE™ kan verdund ook oraal worden 
toegediend.

Bijwerkingen
Gastro-intestinaal: misselijkheid, braken, diarree, 
buikpijn, blauwe verkleuring van stoelgang en 
speeksel. 
Hematologisch: hemolyse (glucose-6-
fosfaatdehydrogenase-deficiëntie of hoge 
doses), methemoglobinemie (na hoge doses), 
hyperbilirubinemie. 
Cardiovasculair: hypertensie, hypotensie, aritmie, 
borstpijn. 
Volledig lichaam: overmatig zweten. 
Dermatologisch: huiduitslag, (blauwe huidvlekken, 
ernstig gevoel van verbranding), huidverkleuring, 
urticaria.

28043662

PROVEDYE™ 0.5% Notice

Composition: 
Chaque ampoule de PROVEDYE™contient 10mg de 
Bleu de Méthylène (Proveblue®) dilué dans 2ml de 
solution d’eau pour injection. 

Indications: 
Aide à la visualisation lors de procédures 
chirurgicales telles que la délimitation des tissus et 
des pièces opératoires, le test d’étanchéité des sutures, 
la détection des fuites et  la détection des fistules. 

Contre-indications
Ne pas administrer PROVEDYE™: 
- En cas d’hypersensibilité connue au bleu de 
méthylène ou à d’autres colorants thiaziniques; 
- En cas de traitement avec des inhibiteurs sélectifs 
de la recapture de la sérotonine (ISRS), bupropion, 
buspirone, clomipramine, mirtazapine et venlafaxine; 
- En cas de grossesse ou d’allaitement PROVEDYE™ 
doit être évité ; 
- En cas de déficit en Glucose-6-Phosphate 
Déshydrogénase. 
En cas de maladie rénale modérée ou sévère le patient 
doit être étroitement suivi. 
Mode d’administration et dosage 

Un bilan préopératoire est recommandé avant 
d’utiliser PROVEDYE™. 
PROVEDYE™ peut être dilué dans de l’eau 
(voie orale uniquement) ou dans une solution de 
chlorure de sodium 0.9% (NaCl) et doit être utilisé 
immédiatement aprés dilution.  
La dilution de PROVEDYE™ et le volume à 
administrer dépendent de la localisation et de la taille 
de la zone à colorer. PROVEDYE™ peut être dilué 
jusqu’à 0.01%.
PROVEDYE™ peut être déposé en contact avec la 
structure anatomique après dilution. 
PROVEDYE™ peut aussi être injecté dans la 
lumière de certains organes, ou mis en contact avec 
l’épithélium de l’organe via les orifices naturels 
existants. 
PROVEDYE™ peut aussi être administré oralement 
après dilution. 

Effets indésirables 
- Gastro-intestinal: nausées, vomissements, diarrhées, 

douleurs abdominales, coloration bleue des selles et 
de la salive. 

- Hématologie: hémolyse (déficit en glucose-6-
phosphate déshydrogénase, ou doses élevées), 
méthémoglobinémie (après de fortes doses), hyper 
bilirubinémie. 

- Cardiovasculaire: hypertension, hypotension, 
arythmie, douleurs thoraciques. 

- Organisme entier : sudation excessive. 
- Dermatologie : éruption cutanée (macules bleues, 

grave sensation de brûlure), décoloration de la peau, 
urticaire. 

- Système nerveux: maux de tête, étourdissements, 
confusion mentale, anxiété, tremblements, fièvre, 
aphasie, agitation. 

PROVEDYE™0,5 % Packungsbeilage

Zusammensetzung: 
Jede Ampulle PROVEDYE™ enthält 10 mg 
Methylenblau (Proveblue®), welches zur Injektion in 
2 ml Wasser gelöst wurde. 

Indikationen: 
Visualisierungshilfe bei chirurgischen Eingriffen, wie 
Abgrenzung der Operationsgewebe und -bereiche, 
Überprüfung der Nahtdichte, Leckage-Erkennung und 
Erkennung von Fisteln. 

Kontraindikationen 
PROVEDYE™ darf nicht angewendet werden:
- Im Falle einer bekannten Überempfindlichkeit auf 
Methylenblau oder andere Thiazinfarbstoffe; 
- Bei der Behandlung mit selektiven Serotonin- 
Wiederaufnahmehemmern (SSRIs), Bupropion, 
Buspiron, Clomipramin, Mirtazapin und Venlafaxin; 
- Während Schwangerschaft oder Stillzeit sollte 
PROVEDYE™ nicht verwendet werden; 
- Bei einem Glucose-6-phosphat-Dehydrogenase-
Mangel. 

Im Fall einer mittelschweren oder schweren
Nierenerkrankung muss der Patient genau überwacht werden. 

Art der Anwendung und Dosierung 
Eine präoperative Einschätzung sollte vor der 
Anwendung von Provedye erfolgen. 
PROVEDYE™ kann mit  Wasser (nur zur  oralen 
Anwendung) oder physiologischer Kochsalzlösung 
(NaCl) 0,9 % verdünnt werden und muss unmittelbar 
nach der Verdünnung verbraucht werden. 
Die Provedye Verdünnung und das zu verwendende 
Volumen richtet sich nach der Lage und der Größe des 
anzufärbenden Bereichs. Provedye kann bis zu 0,01% 
verdünnt werden.
PROVEDYE™ kann nach der Verdünnung in Kontakt 
mit dem zu färbenden Gewebe gebracht werden. 
PROVEDYE™ kann auch direkt in bestimmte 
Organe injiziert werden, oder über die vorhandenen 
natürlichen Öffnungen mit dem Epithel des Organs in 
Kontakt gebracht werden. 
PROVEDYE™ kann auch verdünnt oral verabreicht 
werden. 

Unerwünschte Nebenwirkungen 
- Gastrointestinaltrakt: Übelkeit, Erbrechen, Durchfall, 

Bauchschmerzen, Blaufärbung von Stuhl und 
Speichel. 

- Hämatologie: Hämolyse (Glucose-6-phosphat-
Dehydrogenase-Mangel oder hohe Dosen), 
Methämoglobinämie (nach hohen Dosen), 
Hyperbilirubinämie. 

- Kardiovaskularsystem: Hypertonie, Hypotonie, 
Herzrhythmusstörungen, Schmerzen in der Brust. 

- Ganzer Körper: Übermäßiges Schwitzen 
- Dermatologie: Hautausschlag (blaue Flecken, 

schweres brennendes Gefühl), Hautverfärbungen, 
Urtikaria.

- Nervensystem: Kopfschmerzen, Schwindelgefühl, 
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Zenuwstelsel: hoofdpijn, duizeligheid, mentale 
verwardheid, angst, trillen, koorts, afasie, agitatie. 
Op de plaats van de injectie: tromboflebitis 
(resulterend uit hoge doses, indien niet 
voldoende verdund, er mag niet meer dan 350 mg 
methyleenblauw worden verdund in 500 ml vloeibare 
infusie), necrose (in geval van extravasatie). 
Nieren: blauwe verkleuring van de urine. 
Ademhaling: aandoeningen van de thorax en 
mediastinum: dyspneu, tachypneu, hypoxie. 
Oftalmologisch: mydriasis. 
Immunologisch: anafylactische reactie 
Orale toediening kan gastro-intestinale verstoring en 
dysurie veroorzaken. 
Het gebruik van methyleenblauw voor endoscopische 
tatoeëring werd in verband gebracht met vasculaire 
necrose, verzwering van de slijmvliezen, pariëtale 
necrose, extra-pariëtale necrose van het vetweefsel en 
inflammatoire wijzigingen van de darmen.

Waarschuwingen
PROVEDYE™ niet intraveneus, subcutaan, 
intrathecaal of intra-amniotisch injecteren. 
PROVEDYE™ niet gebruiken als de oplossing 
kleurloos is; 
Een beschadigde ampul PROVEDYE™ niet 
gebruiken. 
PROVEDYE™ is voor eenmalig gebruik: gooi alle 
overblijvende oplossing weg na het openen. 
PROVEDYE™ moet worden verwijderd samen met 
klinisch afval. 
Volg het risicobeheerplan voor de locatie. 
Buiten bereik houden van kinderen.

Gebruiksindicaties
PROVEDYE™ moet worden gebruikt door een 
professionele gezondheidszorgverlener. 
Het dragen van handschoenen is aanbevolen voor 
gebruikers. 
PROVEDYE™ moet onmiddellijk na het openen of 
verdunnen worden gebruikt.

Opslag
Koel PROVEDYE™ niet af tot onder 8 °C of 
vriestemperaturen. 
Houd de ampul in de oorspronkelijke verpakking en 
beschermd het tegen licht.

Verpakking:
Ampullen van 2 ml, in een doos van 5 of 20 ampullen.  

Datum van publicatie:
Laatste revisie: 10 2014

Provepharm S.A.S. 22 Rue Marc Donadille 13013 
Marseille, Frankrijk www.provepharm.com

- Renal: blue color of the urine. 
- Respiratory, thoracic and mediastinal disorders: 
dyspnea, tachypnea, hypoxia. 
- Ophthalmology: eye mydriasis. 
- Immune: anaphylactic reaction
- Oral administration may cause gastrointestinal 
disturbances and dysuria. 
- Use of methylene blue for endoscopic tattoo has
been associated with vascular necrosis, mucosal 
ulceration, mural necrosis, extramural fat necrosis and 
inflammatory changes in the colon.

Warnings
Do not inject PROVEDYE™ intravenously, 
subcutaneously, intrathecally and intra-amniotically.
Do not use PROVEDYE™ if the solution is 
colourless;
Do not use a damaged ampoule of PROVEDYE™.
PROVEDYE™ is for single use only: discard any 
remaining solution after opening. 
PROVEDYE™ should be disposed of in clinical 
waste.
In case of re-use of PROVEDYE™, there is a 
risk of decrease of technical performance such as 
contamination.
Follow the risk management plan for the operative 
theatre.
Keep out of reach of children.

Precautions for use
PROVEDYE™ must be used by a healthcare 
professional.
The wearing of gloves is recommended for users.
PROVEDYE™ must be used immediately after 

opening or dilution.

Storage
Do not refrigerate PROVEDYE™ under 8°C or 
freeze. 
Keep the ampoule in the original packaging to protect 
it from light.

Packaging:
2ml ampoules, in packs of 5 or 20 ampoules.

Publication date:
Last revision: 10 2014

Provepharm S.A.S. 22 Rue Marc Donadille 13013 
Marseille, France www.provepharm.com

PRECAUTIONS PARTICULIERES D’UTILISATION (à conserver dans la salle d’opérations) 

PROVEDYE™ 0.5% 2ml – Solution stérile 

Préparation pour injection locale.
Ne pas injecter PROVEDYE TM  en injection intraveineuse, sous-cutanée, intrathécale ou intra-amniotique. 
PROVEDYE™ peut être dilué dans de l’eau (voie orale uniquement) ou dans une solution de chlorure de 
sodium 0.9% (NaCl) et doit être utilisé immédiatement aprés dilution.
PROVEDYE™ peut être dilué jusqu’à 0.01%.
Des informations supplémentaires sur la façon dont PROVEDYE ™ peut être administré sont fournies dans la 
notice d’utilisation. 
Utiliser immédiatement après ouverture. Tout produit non utilisé ou déchet devraient être éliminés 
conformément aux exigences locales.

SPECIALE GEBRUIKSINDICATIES (te bewaren op gebruikslocatie)

PROVEDYE™ 0,5% 2 ml – Steriele oplossing

Voorbereiding op lokale injectie
Injecteer PROVEDYE® niet in een intraveneuze, subcutane, intrathecale of intra-amniotische injectie. 
PROVEDYE™kan worden verdund met water (uitsluitend voor oraal gebruik) of met een oplossing van 0,9% 
natriumchloride (NaCl) en dient onmiddellijk na verdunning te worden gebruikt.
PROVEDYE™ kan tot 0,01% worden verdund.
Aanvullende informatie over de manier waarop PROVEDYE™ kan worden toegediend, wordt gegeven in de 
gebruiksinstructies.
Onmiddellijk na het openen gebruiken. Alle ongebruikte product of afval moet weggegooid worden volgens de 
lokale vereisten.

SPECIAL PRECAUTIONS FOR USE (to be kept in the operating theatre)

PROVEDYE™ 0.5% 2ml – Sterile solution

Preparation for local administration
Do not inject PROVEDYE™ in an intravenous, subcutaneous, intrathecal or intra-amniotic injection. 
PROVEDYE™ may be diluted in water (for oral use only) or in sodium chloride (NaCl) 0.9% solution and must 
be used immediately after dilution.
PROVEDYE TM could be diluted until 0.01%.
Additional information on the way in which PROVEDYE™ can be administered is provided in the instructions 
for use.
Use immediately after opening. Any unused product or waste should be disposed of in accordance with local 
requirements.

- Au site d’injection: thrombophlébite (résultant de 
fortes doses, si pas correctement dilué - pas plus de 
350 mg de bleu de méthylène ne doivent être dilués 
dans 500 ml de liquide de perfusion), nécrose (si 
extravasation). 

- Rénal: coloration bleue de l’urine. 
- Troubles respiratoires, thoraciques et médiastinaux : 

dyspnée, tachypnée, hypoxie. 
- Ophtalmologie : mydriase. 
- Immunologie : réaction anaphylactique 
- L’administration orale peut provoquer des troubles 

gastro-intestinaux et une dysurie. 
- L’utilisation du bleu de méthylène pour le tatouage 

endoscopique a été associée à une nécrose 
vasculaire, une ulcération des muqueuses, une 
nécrose pariétale, une nécrose extra-pariétale 
adipeuse et des modifications inflammatoires du 
côlon. 

Mises en garde 
Ne pas injecter PROVEDYE™ par voie intraveineuse, 
sous-cutanée, intrathécale et intra-amniotique. 
Ne pas utiliser PROVEDYE™ si la solution est 
incolore ; 
Ne pas utiliser une ampoule endommagée de 
PROVEDYE™. 
PROVEDYE™ est à usage unique seulement : Jeter 
toute solution restante après ouverture. 
PROVEDYE™ doit être éliminé dans les déchets 
hospitaliers. 
Suivre le plan de gestion des risques pour la salle 
opératoire. 
Tenir hors de portée des enfants. 
Précautions d’emploi 
PROVEDYE™ doit être utilisé par un professionnel 
de santé. 

Le port des gants est recommandé pour les utilisateurs. 
PROVEDYE™ doit être utilisé immédiatement après 
ouverture ou dilution. 

Stockage 
Ne pas réfrigérer PROVEDYE™ en dessous de 8°C 
ou congeler. 
Conserver l’ampoule dans son emballage d’origine 
pour la protéger de la lumière. 

Conditionnement: 
Ampoules de 2ml, en boite de 5 ou 20 ampoules. 

Date de publication : 
Dernière révision : 10 2014

Provepharm S.A.S. 22 Rue Marc Donadille 13013 
Marseille, France www.provepharm.com

Verwirrtheit, Angstzustände, Zittern, Fieber, 
Aphasie, Unruhe. 

- An der Injektionsstelle: Thrombophlebitis 
(resultierend aus hohen Dosen, bei falscher 
Verdünnung - es sollten nicht mehr als 350 mg 
Methylenblau in 500 ml Infusionslösung gelöst 
werden), Nekrose (bei Extravasation). 

- Nieren: Blaufärbung des Urins. 
- Atemwegs-, Brustraum- und 

Mediastinumerkrankungen: Atembeschwerden, 
Kurzatmigkeit, Hypoxie. 

- Ophthalmologie: Mydriasis. 
- Immunologie: anaphylaktische Reaktion 
- Die orale Verabreichung kann Magen-Darm-

Störungen und Dysurie verursachen. 
- Die Verwendung von Methylenblau für das 

endoskopische tätowieren wurde mit Gefäßnekrose, 
Geschwürbildung der Schleimhäute, parietaler 
Nekrose, extra-parietaler Fettgewebsnekrose  und 
entzündlichen Veränderungen des Dickdarms in 
Verbindung gebracht. 

Warnungen
PROVEDYE™ nicht intravenös, subkutan, intrathekal 
oder intra-amniotisch injizieren. 
Verwenden Sie PROVEDYE™ nicht wenn die 
Lösung farblos ist. 
Verwenden Sie keine beschädigten PROVEDYE™ 
Ampullen. 
PROVEDYE™ ist nur zur einmaligen Anwendung 
bestimmt: Verbleibende Lösung nach dem Öffnen 
entsorgen. 
PROVEDYE™ sollte im klinischen Abfall entsorgt 
werden. 
Folgen Sie dem Risikomanagementplan für den 

Operationssaal. 
Außer Reichweite von Kindern halten. 

Vorsichtsmaßnahmen für die Anwendung 
PROVEDYE™ muss von einem/r Arzt/Ärztin 
verwendet werden. 
Benutzern wird das Tragen von Handschuhen 
empfohlen. 
PROVEDYE™ muss sofort nach dem Öffnen oder der 
Verdünnung verwendet werden. 

Lagerung 
PROVEDYE™ nicht unter 8° C kühlen oder 
einfrieren. 
Bewahren Sie die Ampullen in der 
Originalverpackung auf, um sie vor Licht zu schützen. 

Verpackung: 
Ampullen zu 2 ml, in einer Schachtel mit 5 oder 20 
Ampullen. 
Datum der Veröffentlichung: 
Letzte Änderung: 10 2014

22 Rue Marc Donadille 13013 Marseille, France 
www.provepharm.com

BESONDERE VORSICHTSMAßNAHMEN FÜR DIE ANWENDUNG (zur Aufbewahrung im Operationssaal) 

PROVEDYE™ 0,5% 2 ml - Sterile Lösung 

Zubereitung zur lokalen Injektion.
PROVEDYE™ nicht intravenös, subkutan, intrathekal oder intra-amniotisch injizieren.
PROVEDYE™ kann mit  Wasser (nur zur  oralen Anwendung) oder physiologischer Kochsalzlösung (NaCl) 
0,9 % verdünnt werden und muss unmittelbar nach der Verdünnung verbraucht werden.
Provedye kann bis zu 0,01% verdünnt werden.
Weitere Informationen über die Verabreichungsweise von PROVEDYE™ können der Gebrauchsanweisung 
entnommen werden.
Unmittelbar nach dem Öffnen oder der Verdünnung verwenden. Nicht verwendete Reste oder Abfallmaterial ist 
entsprechend den lokalen Anforderungen zu entsorgen.

8°C

8°C

8°C

8°C

8°C

8°C

8°C
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0.5%

Composition: 
Each ampoule of PROVEDYE® contains 10mg of 
Methylene Blue (Proveblue®) diluted in 2ml of water 
solution for injection. 
Indications: 
Visualization aid for surgical procedures such as the 
delineation of tissues and operative pieces, Seal test for 
sutures, detection of leaks, fistula detection. 
Contraindications
Do not administrate PROVEDYE®: 
- In case of known hypersensitivity to the methylene 
blue or to any other thiazine dyes; 
- In case of treatment with Selective serotonin reuptake
inhibitors (SSRIs), bupropion, buspirone, clomipramine, 
mirtazapine and venlafaxine; 
- In case of Pregnancy or breastfeeding PROVEDYE®
should be avoided; 
- In case of Glucose-6-Phosphate Dehydrogenase 
deficiency. 
In case of moderate or severe renal disease patients 
must be closely monitored. 
Method of administration and dosage 
A preoperative assessment is recommended before 
using PROVEDYE®. PROVEDYE® water (for oral use only).
PROVEDYE® may be diluted in sodium chloride (NaCl) 
0.9% solution and must be used immediately after 
dilution. 
The PROVEDYE® dilution and volume to be
administrated depends on the destination and size of 
the area to be coloured. PROVEDYE® could be diluted 
until 0.01%. PROVEDYE® may be placed in contact with 
the anatomic structure after dilution.  PROVEDYE® can
also be injected in the light of certain organs, or placed 
in contact with the epithelium of the epithelium of the 
organ via the existing natural orifices.  PROVEDYE® can
also be administered orally after dilution . 
Adverse effects
•Gastrointestinal: nausea, vomiting, diarrhea, 
abdominal pain, blue colour of faeces and saliva.
•Hematologic: hemolysis (in glucose-6-phosphate 
dehydrogenase deficiency, or high doses), 
methemoglobinemia (after high doses), 
hyperbilirubinemia. 
•Cardiovascular: hypertension, hypotension,
arrhythmia, chest pain. 
•Body as a whole: profuse sweating.
•Dermal: rash (blue macules, severe burning pain), skin 
discoloration, urticarial.

• Nervous system: headaches, dizziness, mental
confusion, anxiety, tremor, fever, aphasia, agitation.
• Injection site: thrombophlebitis, (resulting from high 
doses, if not adequately diluted – not more than 350 mg 
of methylene blue should be diluted in each 500 mL of 
infusion fluid), necrosis (if extravasation occurs). Renal: 
blue colour of urine 
• Respiratory, thoracic and mediastinal: dyspnea, 
tachypnea, hypoxia. Eye: mydriasis. 
•Immune: anaphylactic reaction
•Oral administration may cause gastrointestinal
disturbances and dysuria. 
•Use of methylene blue for endoscopic tattoo has been 
associated with vascular necrosis, mucosal ulceration,
mural necrosis, extramural fat necrosis and 
inflammatory changes in the colon. 
Warnings 
•Do not inject Provedye® intravenously, subcutaneously,
intrathecally and intra-amniotically
•Do not use Provedye® if the solution is colourless;
•Do not use a damaged ampoule of Provedye®;
•Provedye® is for single use only: discard any remaining
solution after opening;
•In case of re-use of Provedye®, there is a risk of 
decrease of technical performance such as 
contamination
•Provedye® should be disposed of in clinical waste.
•Follow the Risk management Plan for operative 
theatre;
•Keep out of reach of children.
Precautions
•PROVEDYE® must be used by a healthcare professional.
•The wearing of gloves is recommended for users.
•PROVEDYE® must be used immediately after opening
or dilution

Storage 
•Do not refrigerate PROVEDYE® under 8°C or freeze.
•Keep the ampoule in the original package to protect it 
from light.
Conditioning: 
2ml ampoules, in packs of 5 or 20 ampoules 
Publication date 
Last revision: 10-2014 

0086   
8°C 

Provepharm S.A.S ; 22 Rue Marc Donadille 13013 
Marseille, France www.provepharm.com

0.5%

Composition: 
Each ampoule of PROVEDYE® contains 10mg of 
Methylene Blue (Proveblue®) diluted in 2ml of water 
solution for injection. 
Indications: 
Visualization aid for surgical procedures such as the 
delineation of tissues and operative pieces, Seal test for
sutures, detection of leaks, fistula detection. 
Contraindications
Do not administrate PROVEDYE®:
- In case of known hypersensitivity to the methylene 
blue or to any other thiazine dyes; 
- In case of treatment with Selective serotonin reuptake
inhibitors (SSRIs), bupropion, buspirone, clomipramine, 
mirtazapine and venlafaxine; 
- In case of Pregnancy or breastfeeding PROVEDYE®
should be avoided; 
- In case of Glucose-6-Phosphate Dehydrogenase 
deficiency. 
In case of moderate or severe renal disease patients
must be closely monitored. 
Method of administration and dosage 
A preoperative assessment is recommended before
using PROVEDYE®. PROVEDYE® may be diluted in a
Glucose 5% solution or in a sterile water solution water
(for oral use only). PROVEDYE® may be diluted in sodium 
chloride (NaCl) 0.9% solution and must be used 
immediately after dilution. 
The PROVEDYE® dilution and volume to be 
administrated depends on the destination and size of
the area to be coloured. PROVEDYE® could be diluted 
between until 0.01%. and 0.5%. PROVEDYE® may be 
placed in contact with the anatomic structure after
dilution.  PROVEDYE® can also be injected in the light of
certain organs, or placed in contact with the epithelium 
of the epithelium of the organ via the existing natural 
orifices.  PROVEDYE® can also be administered orally 
after dilution . 
Adverse effects
•Gastrointestinal: nausea, vomiting, diarrhea, 
abdominal pain, blue colour of faeces and saliva. 
•Hematologic: hemolysis (in glucose-6-phosphate
dehydrogenase deficiency, or high doses), 
methemoglobinemia (after high doses),
hyperbilirubinemia. 
•Cardiovascular: hypertension, hypotension, 
arrhythmia, chest pain.
•Body as a whole: profuse sweating. 
•Dermal: rash (blue macules, severe burning pain), skin 
discoloration, urticarial. 

• Nervous system: headaches, dizziness, mental 
confusion, anxiety, tremor, fever, aphasia, agitation. 
• Injection site: thrombophlebitis, (resulting from high 
doses, if not adequately diluted – not more than 350 mg 
of methylene blue should be diluted in each 500 mL of
infusion fluid), necrosis (if extravasation occurs). Renal: 
blue colour of urine 
• Respiratory, thoracic and mediastinal: dyspnea, 
tachypnea, hypoxia. Eye: mydriasis. 
•Immune: anaphylactic reaction
•Oral administration may cause gastrointestinal
disturbances and dysuria. 
•Use of methylene blue for endoscopic tattoo has been
associated with vascular necrosis, mucosal ulceration, 
mural necrosis, extramural fat necrosis and 
inflammatory changes in the colon. 
Warnings 
•Do not inject Provedye® intravenously, subcutaneously, 
intrathecally and intra-amniotically
•Do not use Provedye® if the solution is colourless;
•Do not use a damaged ampoule of Provedye®;
•Provedye® is for single use only: discard any remaining 
solution after opening;
•In case of re-use of Provedye®, there is a risk of 
decrease of technical performance such as 
contamination
•Provedye® should be disposed of in clinical waste. 
•Follow the Risk management Plan for operative 
theatre;
•Keep out of reach of children.
Precautions
•PROVEDYE® must be used by a healthcare professional.
•The wearing of gloves is recommended for users.
•PROVEDYE® must be used immediately after opening
or dilution 
•PROVEDYE® should not be diluted with sodium chloride
Solution (NaCl).
Storage 
•Do not refrigerate PROVEDYE® under 8°C or freeze.
•Keep the ampoule in the original package to protect it
from light.
Conditioning: 
2ml ampoules, in packs of 5 or 20 ampoules 
Publication date
Last revision: 09 10-2014
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SPECIAL PRECAUTIONS FOR USE (to keep in the operative theatre) 
PROVEDYE® 0.5% 2ml – Sterile solution 
Preparation for Local administration. 
Do not inject PROVEDYE® in Intravenous, subcutaneous, intrathecal and intra-amniotic injection 
PROVEDYE® may be diluted water (for oral use only).
PROVEDYE® may be diluted in sodium chloride (NaCl) 0,9% solution and must be used immediately after dilution.
PROVEDYE® could be diluted until 0.01%.
Additional information on the way in which PROVEDYE® can be administred is provided in the Instructions for use. 
Use immediately after opening. Any unused product or waste material should be disposed of in accordance with local 
requirements. 
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SPECIAL PRECAUTIONS FOR USE (to keep in the operative theatre) 
PROVEDYE® 0.5% 2ml – Sterile solution 
Preparation for Local administration. 
Do not inject PROVEDYE® in Intravenous, subcutaneous, intrathecal and intra-amniotic injection
PROVEDYE® may be diluted in water (for oral use only)in 50 ml glucose 50 mg/ml (5%) solution or in a sterile water 
solution for injection.  
PROVEDYE® may be diluted in sodium chloride (NaCl) 0,9% solution and must be used immediately after dilution must not 
be diluted with sodium chloride (NaCl) solution for injection because it has been demonstrated that chloride reduces the 
solubility of Methylene Blue 0.5%. PROVEDYE® could be diluted between until 0.01% and 0.5%.
Additional information on the way in which PROVEDYE® can be administred is provided in the Instructions for use. 
Use immediately after opening. Any unused product or waste material should be disposed of in accordance with local 
requirements. 
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0.5%

Composition: 
Each ampoule of PROVEDYE® contains 10mg of 
Methylene Blue (Proveblue®) diluted in 2ml of water 
solution for injection. 
Indications: 
Visualization aid for surgical procedures such as the 
delineation of tissues and operative pieces, Seal test for 
sutures, detection of leaks, fistula detection. 
Contraindications
Do not administrate PROVEDYE®: 
- In case of known hypersensitivity to the methylene 
blue or to any other thiazine dyes; 
- In case of treatment with Selective serotonin reuptake
inhibitors (SSRIs), bupropion, buspirone, clomipramine, 
mirtazapine and venlafaxine; 
- In case of Pregnancy or breastfeeding PROVEDYE® 
should be avoided; 
- In case of Glucose-6-Phosphate Dehydrogenase 
deficiency. 
In case of moderate or severe renal disease patients 
must be closely monitored. 
Method of administration and dosage
A preoperative assessment is recommended before 
using PROVEDYE®. PROVEDYE® may be diluted in a 
Glucose 5% solution or in a sterile water solution. The 
PROVEDYE® dilution and volume to be administrated 
depends on the destination and size of the area to be 
coloured. PROVEDYE® could be diluted between 0.01% 
and 0.5%. PROVEDYE® may be placed in contact with 
the anatomic structure after dilution. PROVEDYE® can 
also be injected in the light of certain organs, or placed 
in contact with the epithelium of the epithelium of the 
organ via the existing natural orifices. PROVEDYE® can 
also be administered orally after dilution . 
Adverse effects
•Gastrointestinal: nausea, vomiting, diarrhea, 
abdominal pain, blue colour of faeces and saliva. 
•Hematologic: hemolysis (in glucose-6-phosphate 
dehydrogenase deficiency, or high doses),
methemoglobinemia (after high doses),
hyperbilirubinemia. 
•Cardiovascular: hypertension, hypotension, 
arrhythmia, chest pain. 
•Body as a whole: profuse sweating. 
•Dermal: rash (blue macules, severe burning pain), skin 
discoloration, urticarial. 

• Nervous system: headaches, dizziness, mental 
confusion, anxiety, tremor, fever, aphasia, agitation. 
• Injection site: thrombophlebitis, (resulting from high 
doses, if not adequately diluted – not more than 350 mg
of methylene blue should be diluted in each 500 mL of 
infusion fluid), necrosis (if extravasation occurs). Renal: 
blue colour of urine 
• Respiratory, thoracic and mediastinal: dyspnea, 
tachypnea, hypoxia. Eye: mydriasis. 
•Immune: anaphylactic reaction
•Oral administration may cause gastrointestinal
disturbances and dysuria. 
•Use of methylene blue for endoscopic tattoo has been 
associated with vascular necrosis, mucosal ulceration, 
mural necrosis, extramural fat necrosis and 
inflammatory changes in the colon. 
Warnings
•Do not inject Provedye® intravenously, subcutaneously,
intrathecally and intra-amniotically
•Do not use Provedye® if the solution is colourless;
•Do not use a damaged ampoule of Provedye®;
•Provedye® is for single use only: discard any remaining
solution after opening;
•In case of re-use of Provedye®, there is a risk of 
decrease of technical performance such as 
contamination
•Provedye® should be disposed of in clinical waste. 
•Follow the Risk management Plan for operative 
theatre;
•Keep out of reach of children.
Precautions
•PROVEDYE® must be used by a healthcare professional. 
•The wearing of gloves is recommended for users.
•PROVEDYE® must be used immediately after opening
or dilution 
•PROVEDYE® should not be diluted with sodium chloride 
Solution (NaCl).
Storage
•Do not refrigerate PROVEDYE® under 8°C or freeze. 
•Keep the ampoule in the original package to protect it 
from light.
Conditioning: 
2ml ampoules, in packs of 5 or 20 ampoules 
Publication date
Last revision: 09-2014 
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0.5%

Composition: 
Each ampoule of PROVEDYE® contains 10mg of
Methylene Blue (Proveblue®) diluted in 2ml of water 
solution for injection. 
Indications: 
Visualization aid for surgical procedures such as the
delineation of tissues and operative pieces, Seal test for 
sutures, detection of leaks, fistula detection. 
Contraindications
Do not administrate PROVEDYE®: 
- In case of known hypersensitivity to the methylene
blue or to any other thiazine dyes; 
- In case of treatment with Selective serotonin reuptake
inhibitors (SSRIs), bupropion, buspirone, clomipramine, 
mirtazapine and venlafaxine; 
- In case of Pregnancy or breastfeeding PROVEDYE® 
should be avoided; 
- In case of Glucose-6-Phosphate Dehydrogenase 
deficiency. 
In case of moderate or severe renal disease patients 
must be closely monitored. 
Method of administration and dosage 
A preoperative assessment is recommended before 
using PROVEDYE®. PROVEDYE® may be diluted in a 
Glucose 5% solution or in a sterile water solution. The 
PROVEDYE® dilution and volume to be administrated 
depends on the destination and size of the area to be
coloured. PROVEDYE® could be diluted between 0.01% 
and 0.5%. PROVEDYE® may be placed in contact with 
the anatomic structure after dilution. PROVEDYE® can
also be injected in the light of certain organs, or placed 
in contact with the epithelium of the epithelium of the
organ via the existing natural orifices. PROVEDYE® can
also be administered orally after dilution . 
Adverse effects
•Gastrointestinal: nausea, vomiting, diarrhea, 
abdominal pain, blue colour of faeces and saliva. 
•Hematologic: hemolysis (in glucose-6-phosphate
dehydrogenase deficiency, or high doses), 
methemoglobinemia (after high doses), 
hyperbilirubinemia. 
•Cardiovascular: hypertension, hypotension, 
arrhythmia, chest pain. 
•Body as a whole: profuse sweating. 
•Dermal: rash (blue macules, severe burning pain), skin 
discoloration, urticarial. 

• Nervous system: headaches, dizziness, mental 
confusion, anxiety, tremor, fever, aphasia, agitation. 
• Injection site: thrombophlebitis, (resulting from high 
doses, if not adequately diluted – not more than 350 mg 
of methylene blue should be diluted in each 500 mL of 
infusion fluid), necrosis (if extravasation occurs). Renal: 
blue colour of urine 
• Respiratory, thoracic and mediastinal: dyspnea, 
tachypnea, hypoxia. Eye: mydriasis. 
•Immune: anaphylactic reaction
•Oral administration may cause gastrointestinal
disturbances and dysuria. 
•Use of methylene blue for endoscopic tattoo has been 
associated with vascular necrosis, mucosal ulceration, 
mural necrosis, extramural fat necrosis and 
inflammatory changes in the colon. 
Warnings 
•Do not inject Provedye® intravenously, subcutaneously, 
intrathecally and intra-amniotically
•Do not use Provedye® if the solution is colourless;
•Do not use a damaged ampoule of Provedye®;
•Provedye® is for single use only: discard any remaining 
solution after opening;
•In case of re-use of Provedye®, there is a risk of
decrease of technical performance such as 
contamination
•Provedye® should be disposed of in clinical waste. 
•Follow the Risk management Plan for operative 
theatre;
•Keep out of reach of children.
Precautions
•PROVEDYE® must be used by a healthcare professional. 
•The wearing of gloves is recommended for users.
•PROVEDYE® must be used immediately after opening
or dilution 
•PROVEDYE® should not be diluted with sodium chloride
Solution (NaCl).
Storage 
•Do not refrigerate PROVEDYE® under 8°C or freeze. 
•Keep the ampoule in the original package to protect it
from light.
Conditioning: 
2ml ampoules, in packs of 5 or 20 ampoules 
Publication date 
Last revision: 09-2014 
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SPECIAL PRECAUTIONS FOR USE (to keep in the operative theatre) 
PROVEDYE® 0.5% 2ml – Sterile solution 
Preparation for Local administration. 
Do not inject PROVEDYE® in Intravenous, subcutaneous, intrathecal and intra-amniotic injection 
PROVEDYE® may be diluted in 50 ml glucose 50 mg/ml (5%) solution or in a sterile water solution for injection. 
PROVEDYE® must not be diluted with sodium chloride (NaCl) solution for injection because it has been demonstrated that 
chloride reduces the solubility of Methylene Blue 0.5%. PROVEDYE® could be diluted between 0.01% and 0.5%.
Additional information on the way in which PROVEDYE® can be administred is provided in the Instructions for use. 
Use immediately after opening. Any unused product or waste material should be disposed of in accordance with local 
requirements. 
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PROVEDYE® must not be diluted with sodium chloride (NaCl) solution for injection because it has been demonstrated that 
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0.5% 

Composition:  

Each ampoule of PROVEDYE® contains 10mg of Methylene Blue (Proveblue®) 

diluted in 2ml of water for injection. 

Indications:  

Visualization aid for surgical procedures such as the delineation of tissues 

and operative pieces, Seal test for sutures, detection of leaks, fistula 

detection. 

Contraindications 

Do not administrate PROVEDYE®:  

- In case of known hypersensitivity to the methylene blue or to any 

other thiazine dyes; 

- In case of treatment with Selective serotonin reuptake inhibitors 

(SSRIs), bupropion, buspirone, clomipramine, mirtazapine and 

venlafaxine; 

- In case of Pregnancy or breastfeeding PROVEDYE® should be 

avoided;

- In case of Glucose-6-Phosphate Dehydrogenase deficiency.

In case of moderate or severe renal disease patients should be closely 

monitored. 

Mode of administration and dosage  

A preoperative assessment is recommended before using PROVEDYE®. 

PROVEDYE® may be diluted in Glucose 5% solution for injection or sterile 

water solution.  

The dilution of PROVEDYE® and the volume to administrate depend of the 

staining destination and the size of the zone to stain.   

PROVEDYE® may be deposited in contact with the anatomic structure after 

dilution.  

PROVEDYE® can also be injected in the light of some organs, or put in 

contact with the epithelium of the organ through natural existing orifice.  

PROVEDYE® can also be administered orally after dilution.  

Side effects 

 Gastrointestinal: nausea, vomiting, diarrhea, abdominal pain, 
blue colour of faeces and saliva. 

 Hematologic: hemolysis (in glucose-6-phosphate dehydrogenase 
deficiency, or high doses), methemoglobinemia (after high 
doses), hyperbilirubinemia.

 Cardiovascular: hypertension, hypotension, arrhythmia, chest 
pain. 

 Body as a whole: profuse sweating. 

 Dermal: rash (blue macules, severe burning pain), skin 
discoloration, urticarial.

 Nervous system: headaches, dizziness, mental confusion, anxiety,
tremor, fever, aphasia, agitation. 

 Injection site: thrombophlebitis, (resulting from high doses, if not 
adequately diluted – not more than 350 mg of methylene blue 
should be diluted in each 500 mL of infusion fluid), necrosis (if 
extravasation occurs). Renal: blue colour of urine

 Respiratory, thoracic and mediastinal: dyspnea, tachypnea, 
hypoxia. Eye: mydriasis. 

 Immune: anaphylactic reaction 

 Oral administration may cause gastrointestinal disturbances and 
dysuria. 

 Use of methylene blue for endoscopic tattoo has been associated 
with vascular necrosis, mucosal ulceration, mural necrosis, 
extramural fat necrosis and inflammatory changes in the colon.

Warnings  

Do not injected PROVEDYE® in Intravenous, subcutaneous, intrathecal and 
intra-amniotic injection 
Do not use PROVEDYE® if the solution is colourless;  
Do not use a damaged ampoule of PROVEDYE®.  

PROVEDYE® is for single use only: Throw any remaining solution after 
opening. 
PROVEDYE® should be eliminate throw hospital waste.  
Follow the Risk management Plan for operative room. 
Keep out of the reach of children 

Precautions 

PROVEDYE® must be used by a healthcare professional.  
Gloves are recommended for users. 
PROVEDYE® must be used immediately after opening or dilution 
PROVEDYE® should not be diluted with NaCl Solution for injection. 

Storage 

Do not refrigerate PROVEDYE® under 8°C or freeze.  
Keep the ampoule in the original package in order to protect from light. 

Conditioning:  

2ml ampoules, in packs of 5 or 20 ampoules 

Publication date  

Last revision: 07-2014 
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SPECIAL PRECAUTIONS FOR USE (to keep in the operative theatre) 

PROVEDYE® 0.5% 2ml – Sterile solution  

Preparation for Local administration.  

Do not inject PROVEDYE® in Intravenous, subcutaneous, intrathecal and intra-amniotic injection 

PROVEDYE® may be diluted in 50 ml glucose 50 mg/ml (5%) solution for injection or water sterile solution.   

PROVEDYE® must not be diluted with sodium chloride (NaCl) solution for injection because it has been demonstrated that chloride reduces 

the solubility of Methylene Blue 0.5%. 

Additional information on how PROVEDYE® can be given is provided in the Instructions for use.  

Use immediately on opening. Any unused product or waste material should be disposed of in accordance with local requirements. 
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