
• A history of bronchospasm, asthma, rhinitis, angioedema or urticaria asso-
ciated with taking acetylsalicylic acid (ASA) or other non-steroidal anti-in-
flammatory drugs (NSAIDs); 
• Conditions involving an increased tendency or active bleeding such as 
thrombocytopenia;
• Active, or history of recurrent peptic ulcer/haemorrhage (two or more dis-
tinct episodes of proven ulceration or bleeding);
• History of gastrointestinal bleeding or perforation, related to previous 
NSAIDs therapy;
• Cerebrovascular or other active bleeding; 
• Severe hepatic or renal insufficiency;
• Severe heart failure (NYHA Class IV); 
• Severe dehydration (caused by vomiting, diarrhoea or insufficient fluid 
intake); 
• Pregnancy, in the last trimester

Other Adverse Reactions: The following frequencies are taken as a basis 
when evaluating undesirable effects:
Very common: ≥ 1/10  
Common: ≥1/100 to < 1/10
Uncommon: ≥1/1,000 to < 1/100 
Rare: ≥1/10,000 to < 1/1,000
Very rare: < 1/10,000 
Not known: frequency cannot be estimated from the available data.
The most commonly observed adverse events are gastrointestinal in nature. 
Peptic ulcers, GI perforation or bleeding, sometimes fatal, may occur partic-
ularly in the elderly. Nausea, vomiting, diarrhoea, flatulence, constipation, 
dyspepsia, abdominal pain, melaena, haematemesis, ulcerative stomatitis, 
exacerbation of colitis and Crohn's disease have been reported following ad-
ministration. Less frequently, gastritis has been observed. Particularly the 
risk of gastrointestinal bleeding occurring is dependent on the dose range 
and the duration of use. Very rarely have been reported severe hypersensi-
tivity reactions (including infusion site reactions, anaphylactic shock) and 
serious cutaneous adverse reactions such as bullous reactions including 
Stevens-Johnson syndrome and toxic epidermal necrolysis (Lyell’s syn-
drome), erythema multiforme and alopecia. Exacerbation of infection-relat-
ed inflammations (e.g. development of necrotising fasciitis) coinciding with 
the use of non-steroidal anti-inflammatory drugs has been described. This is 
possibly associated with the mechanism of action of the non-steroidal an-
ti-inflammatory drugs. Photosensitivity, allergic vasculitis and in exceptional 
cases, severe skin infections and soft-tissue complications may occur 
during a varicella infection Oedema, hypertension and cardiac failure have 
been reported in association with NSAID treatment. Clinical studies suggest 
that use of ibuprofen, particularly at a high dose (2400 mg/day) may be as-
sociated with a small increased risk of arterial thrombotic events (for exam-
ple myocardial infarction or stroke) 

DRUG INTERACTIONS
Other NSAIDs, including COX-2 inhibitors and salicylates: As a result of syn-
ergist effects, the concurrent administration uses of two or more NSAIDs 
may increase the risk of gastrointestinal ulcers and bleeding. Co-administra-
tion of ibuprofen with other NSAIDs should therefore be avoided Concomi-
tant administration of ibuprofen and acetylsalicylic acid is not generally rec-
ommended because of the potential of increased adverse effects. Experi-
mental data suggest that ibuprofen may competitively inhibit the effect of 
low dose acetylsalicylic acid on platelet aggregation when they are dosed 
concomitantly. Although there are uncertainties regarding extrapolation of 
these data to the clinical situation, the possibility that regular, long-term use 
of ibuprofen may reduce the cardioprotective effect of low-dose acetylsali-
cylic acid cannot be excluded. No clinically relevant effect is considered to 
be likely for occasional ibuprofen. Lithium: Co-administration of ibuprofen 
with lithium-containing medicinal products can increase the serum level of 

QUALITATIVE AND QUANTITATIVE DESCRIPTION
Each 100mL vial contains
Ibuprofen...............600mg 

DESCRIPTION
Ibuprofen is indicated in adults for the short-term symptomatic treatment of 
acute moderate pain, when administration by intravenous route is clinically 
justified, when other routes of administration are not possible.

CLINICAL PHARMACOLOGY
Pharmacodynamics 
Pharmacotherapeutic group: Anti-inflammatory and antirheumatic products, 
non-steroids. Propionic acid derivatives. Ibuprofen is a non-steroidal anti-in-
flammatory drug that, in conventional animal-experiment inflammation 
models, has proven to be effective, probably through prostaglandin synthe-
sis inhibition. In humans, ibuprofen has an antipyretic effect, reduces inflam-
matory-related pain and swelling. Furthermore, ibuprofen reversibly inhibits 
ADP- and collagen-induced platelet aggregation. Experimental data suggest 
that ibuprofen may competitively inhibit the effect of low dose acetylsalicylic 
acid on platelet aggregation when they are dosed concomitantly. Some 
pharmacodynamic studies show that when single doses of ibuprofen 400 
mg were taken within 8 h before or within 30 min after immediate release 
acetylsalicylic acid dosing (81 mg), a decreased effect of acetylsalicylic acid 
on the formation of thromboxane or platelet aggregation occurred. Although 
there are uncertainties regarding extrapolation of these data to the clinical 
situation, the possibility that regular, long-term use of ibuprofen may reduce 
the cardioprotective effect of low-dose acetylsalicylic acid cannot be exclud-
ed. No clinically relevant effect is considered to be likely for occasional ibu-
profen use.

Pharmacokinetics
Absorption: Ibuprofen Exifin is administered intravenously, therefore there is 
no absorption process and bioavailability of ibuprofen is 100%. After intrave-
nous administration of ibuprofen in humans, the maximum concentration 
(Cmax) of S- enantiomer (active) and R-enantiomer is reached at approxi-
mately 40 minutes, with a rate of infusion of 30 minutes. Distribution: The es-
timated volume of distribution is 0.11 to 0.21 L / kg. Ibuprofen is extensively 
bound to plasma proteins, primarily albumin.  Biotransformation: Ibuprofen 
is metabolised in the liver into two inactive metabolites, and these together 
with unmetabolized ibuprofen, are excreted by the kidney either as such or 
as conjugates. After an oral application, ibuprofen is already partly absorbed 
in the stomach and then completely in the small intestine. Following hepatic 
metabolisation (hydroxylation, carboxylation), the pharmacologically inac-
tive metabolites are completely eliminated, mainly renally (90 %), but also 
with the bile. Elimination: Excretion by the kidney is rapid and complete. The 
elimination half-life is about 2 hours. Linearity / non-linearity: Ibuprofen 
shows linearity in the area under the curve of plasma concentration-time 
after a single administration of ibuprofen (in a range of 200 800 mg). Phar-
macokinetic/pharmacodynamic relationship (s). There is a correlation be-
tween plasma levels of ibuprofen, its pharmacodynamic properties and 
overall safety profile. Ibuprofen pharmacokinetics is stereoselective after in-
travenous and oral administration. The mechanism of action and pharmacol-

ogy of intravenous ibuprofen do not differ from the mechanism of oral ibu-
profen. Renal impairment: For patients with mild renal impairment, increased 
unbound (S)-ibuprofen, higher AUC values for (S)-ibuprofen and increased 
enantiomeric AUC (S/R) ratios have been reported compared with healthy 
controls. In end-stage renal disease patients receiving dialysis the mean free 
fraction of ibuprofen was about 3% compared with about 1% in healthy vol-
unteers. Severe impairment of renal function may result in accumulation of 
ibuprofen metabolites. The significance of this effect is unknown. The me-
tabolites can be removed by haemodialysis). Hepatic impairment: In cirrhot-
ic patients with moderate hepatic impairment (Child Pugh's score 6-10) 
treated with racemic ibuprofen an average 2-fold prolongation of the half-life 
was observed and the enantiomeric AUC ratio (S/R) was significantly lower 
compared to healthy controls, suggesting an impairment of metabolic inver-
sion of (R)-ibuprofen to the active (S)-enantiomer.
 
INDICATIONS AND USAGE
Ibuprofen Exifin is indicated in adults for the short-term symptomatic treat-
ment of acute moderate pain when administration by intravenous route is 
clinically justified when other routes of administration are not possible.

DOSAGE AND ADMINISTRATION 
Posology: Undesirable effects may be minimised by using the lowest effec-
tive dose for the shortest duration necessary to control symptoms. Use 
should be limited to situations where oral administration is inappropriate. Pa-
tients must switch to oral treatment as soon as this is possible. This medici-
nal product is indicated for short-term acute treatment only and should not 
be used for more than 3 days. Adequate hydration of the patient should be 
maintained to minimize the risk of possible adverse reactions at renal level.
Adults: One dose of 600 mg. If clinically justified, another 600 mg dose can 
be administered after 6 to 8 hours depending on the intensity of the condi-
tion and response to treatment. The maximum total daily dose is 1200 mg.
Elderly patients: Like with all non-steroidal anti-inflammatory drugs (N-
SAIDs), precautions should be taken when treating elderly patients as they, 
are generally more prone to adverse effects and are more likely to have 
renal, hepatic and cardiovascular dysfunction and to be using concomitant 
medications. Specifically, it is recommended to administer the lowest effec-
tive dose for the shortest duration necessary to control symptoms for this 
population. Treatment should be reviewed at regular intervals and discontin-
ued if no benefit is seen or intolerance occurs. Renal insufficiency: Precau-
tions should be taken when NSAIDs are used in patients with renal insuffi-
ciency. In patients with mild or moderate renal impairment the initial dose 
should be reduced and be kept as low as possible for the shortest duration 
necessary to control symptoms and renal function monitored. This medici-
nal product is contraindicated in patients with severe renal insufficiency. He-
patic insufficiency: Precautions should be taken when NSAIDs are used in 
this population although differences in the pharmacokinetic profile have not 
been observed. Patients with mild or moderate hepatic insufficiency should 
start the treatment with reduced doses, the dose should be kept as low as 
possible for the shortest duration necessary and they should be carefully 
monitored. This medicinal product is contraindicated in patients with severe 
hepatic insufficiency. Paediatric population: This medicinal product should 
not be used in children and adolescents. The use of Ibuprofen Exifin has not 
been studied in children and adolescents. Therefore, the safety and efficacy 
have not been established. Method of administration: For intravenous use. 
Ibuprofen Exifin should only be administered by qualified healthcare profes-
sionals in an environment where appropriate equipment is available (during 
treatment). The solution should be administered as an intravenous infusion 
over 30 minutes.

CONTRAINDICATIONS
• Hypersensitivity to the active substance, to other NSAIDs or to any of the 
excipients 

lithium. Checking the serum lithium level is necessary. Cardiac glycosides 
(Digoxin): NSAIDs may exacerbate cardiac failure, reduce glomerular filtra-
tion rate and increase plasma levels of cardiac glycosides. Monitoring of 
serum digoxin is recommended. Phenytoin: Plasmatic levels of phenytoin 
may be increased in the concomitant treatment with ibuprofen and therefore 
the risk of toxicity may increase. Antihypertensive (Diuretics, ACE inhibitors, 
beta-receptor blocking medicines and angiotensin-II antagonists): Diuretics 
and ACE-inhibitors may increase the nephrotoxicity of NSAIDs. NSAIDs can 
reduce the effect of diuretics and other antihypertensive drugs, including 
ACE-inhibitors and beta-blockers. In patients with reduced kidney function 
(e.g. dehydrated patients or elderly patients with reduced kidney function) 
the concomitant use of an ACE inhibitor and angiotensin-II antagonists with 
a cyclo-oxygenase-inhibiting medicinal product can lead to further impair-
ment of kidney function, and up to acute renal failure. This is usually revers-
ible. Such combinations should therefore, only be used with caution, espe-
cially in elderly patients. Patients have to be instructed to drink sufficient 
liquid. Renal function should be measured after the start of concomitant 
therapy, and periodically thereafter. The concomitant administration of ibu-
profen and ACE-inhibitors may lead to hyperkalaemia. Potassium sparing di-
uretics: Concomitant use may cause hyperkalaemia (check of serum potas-
sium is recommended). Captopril: Experimental studies indicate that ibupro-
fen counteracts the effect of captopril of increased sodium excretion. Corti-
costeroids: Increased risk of gastrointestinal ulceration or bleeding.
Anti-platelet agents (e.g. clopidogrel and ticlopidine) and selective serotonin 
reuptake inhibitors (SSRIs): Increased risk of gastrointestinal bleeding. 
NSAIDs should not be combined with ticlopidine due to the risk of an addi-
tive effect in the inhibition of platelet function. Methotrexate: NSAIDs inhibit 
the tubular secretion of methotrexate and certain metabolic interactions may 
occur resulting in decreased clearance of methotrexate. The administration 
of ibuprofen within 24 hours before or after administration of methotrexate 
may lead to an elevated concentration of methotrexate and an increase in its 
toxic effect. Therefore, concomitant use of NSAIDs and high doses of metho-
trexate should be avoided. Also, the potential risk of interactions in low dose 
treatment with methotrexate should be considered, especially in patients 
with impaired renal function. In combined treatment, renal function should 
be monitored. Ciclosporin: The risk of a kidney-damage by ciclosporin is in-
creased by the concomitant administration of certain non-steroidal anti-in-
flammatory drugs. This effect cannot be ruled out for a combination of ciclo-
sporin and ibuprofen either. Anti-coagulants: NSAIDs may enhance the 
effect of anti-coagulants, such as warfarin. In case of simultaneous treat-
ment, monitoring of the coagulation state is recommended. Sulphonylureas: 
NSAIDs can increase the hypoglycaemic effect of sulphonylureas. In the 
case of simultaneous treatment, monitoring of blood glucose levels is rec-
ommended. Tacrolimus:  Elevated risk of nephrotoxicity. Zidovudine:  There 
is evidence of an increased risk of hemarthrosis and haematomas in HIV 
positive haemophilia patients receiving concurrent treatment with zidovu-
dine and ibuprofen. There may be an increased risk of haematoxicity during 
concomitant use of zidovudine and NSAIDs. Probenecid and sulfinpyrazone:
Medicinal products that contain probenecid or sulfinpyrazone may delay the 
excretion of ibuprofen. Quinolone antibiotics: Animal data indicate that 
NSAIDs can increase the risk of convulsions associated with quinolone anti-
biotics. Patients taking NSAIDs and quinolones may have an increased risk 
of developing convulsions. CYP2C9 Inhibitors: Concomitant administration 
of ibuprofen with CYP2C9 inhibitors may increase the exposure to ibuprofen 
(CYP2C9 substrate). In a study with voriconazole and fluconazole (CYP2C9 
inhibitors), an increased S(+)-ibuprofen exposure by approximately 80 
to100% has been shown. Reduction of the ibuprofen dose should be con-
sidered when potent CYP2C9 inhibitors are administered concomitantly, 
particularly when high-dose ibuprofen is administered with either 
voriconazole or fluconazole. Mifepristone: If NSAIDs are used within 8-12 
days after the mifepristone administration, they may decrease the effect of 
mifepristone. Alcohol: The use of ibuprofen in individuals with chronic alco-

hol consumption (14-20 drinks/week or more) should be avoided due to  in-
creased risk of significant GI adverse effects, including bleeding. Aminogly-
cosides: NSAIDs may decrease the excretion of aminoglycosides and in-
crease their toxicity. Herbal extracts: Ginkgo biloba may potentiate the risk of 
bleeding with NSAIDs.

USE IN SPECIFIC POPULATIONS
Fertility, pregnancy and lactation
Pregnancy: Inhibition of prostaglandin synthesis may adversely affect the 
pregnancy and/or the embryo/foetal development. Data from epidemiologi-
cal studies suggest an increased risk of miscarriage and of cardiac malfor-
mation and gastroschisis after use of a prostaglandin synthesis inhibitor in 
early pregnancy. The absolute risk for cardiovascular malformation was in-
creased from less than 1%, up to approximately 1.5%. The risk is believed to 
increase with dose and duration of therapy. In animals, administration of a 
prostaglandin synthesis inhibitor has been shown to result in increased pre- 
and post-implantation loss and embryo-foetal lethality. In addition, increased 
incidences of various malformations, including cardiovascular, have been 
reported in animals given a prostaglandin synthesis inhibitor during the or-
ganogenetic period. From the 20th week of pregnancy onward, ibuprofen 
use may cause oligohydramnios resulting from foetal renal dysfunction. This 
may occur shortly after treatment initiation and is usually reversible upon 
discontinuation. In addition, there have been reports of ductus arteriosus 
constriction following treatment in the second trimester, most of which re-
solved after treatment cessation. Therefore, during the first and second tri-
mester of pregnancy, ibuprofen should not be given unless clearly neces-
sary. If ibuprofen is used by a woman attempting to conceive or during the 
first and second trimester of pregnancy, the dose should be kept as low and 
duration of treatment as short as possible. Although IV ibuprofen is only indi-
cated for up to 3 days treatment, antenatal monitoring for oligohydramnios 
and ductus arteriosus constriction should be considered after exposure to 
ibuprofen for several days from gestational week 20 onward. Ibuprofen 
should be discontinued if oligohydramnios or ductus arteriosus constriction 
are found. During the third trimester of pregnancy, all prostaglandin synthe-
sis inhibitors: - may expose the foetus to: 
• cardiopulmonary toxicity (premature constriction/ closure of the ductus ar-
teriosus and pulmonary hypertension);
• renal dysfunction (see above);
 - may expose the mother and the neonate, at the end of the pregnancy, to: 
• possible prolongation of bleeding time, an anti-aggregating effect which 
may occur even at very low doses; 
• inhibition of uterine contractions resulting in delayed or prolonged labour. 
Consequently, ibuprofen use is contraindicated during the third trimester of 
pregnancy.
Breast-feeding: Ibuprofen and its metabolites can pass in low concentra-
tions into the breast milk. No harmful effects to infants are known to date, so 
for short-term treatment with lower doses interruption of breast-feeding 
would generally not be necessary, however it is recommended to interrupt 
breast feeding when using higher doses than 1200 mg daily or longer peri-
ods due to the potential to inhibit prostaglandin synthesis in the neonate. 
Fertility: The use of ibuprofen may impair female fertility and is not recom-
mended in women attempting to conceive. In women who have difficulties 
conceiving or who are undergoing investigation of infertility, withdrawal of 
ibuprofen should be considered.

OVERDOSAGE
Symptoms: Central nervous system disturbances include headache, confu-
sion, nystagmus, tinnitus, dizziness, light-headedness, unconsciousness, 
convulsions (mainly in children) and ataxia, as well as abdominal pain, 
nausea and vomiting, may occur as symptoms of an overdose. In addition, 
gastrointestinal bleeding, as well as functional disturbances of the liver and 
kidneys, is possible. There may furthermore be hypotension, hyperkalae-

mia, hypothermia, respiratory depression and cyanosis. In serious poison-
ing, metabolic acidosis may occur. Treatment: Treatment is symptomatic and 
there is no specific antidote. The therapeutic possibilities for treatment of in-
toxication are dictated by the extent, level and clinical symptoms according 
to the common intensive care practices. Special warnings and precautions 
for use: Undesirable effects may be minimised by using the lowest effective 
dose for the shortest possible time necessary to control symptoms. Con-
comitant use of Ibuprofen Exifin with NSAIDs, including cyclooxygenase-2 
selective inhibitors (Coxib), should be avoided. The frequency of the ad-
verse reactions to NSAIDs is increased in elderly patients, especially gastro-
intestinal bleeding and perforation which may be fatal. Gastrointestinal risks: 
GI bleeding, ulceration or perforation, which can be fatal, have been report-
ed during treatment with all NSAIDs with or without warning symptoms or a 
previous history of serious GI events. The risk of GI bleeding, ulceration or 
perforation is higher with increasing NSAID doses, in patients with a history 
of ulcer, particularly if complicated with haemorrhage or perforation and in 
the elderly. These patients should commence treatment on the lowest dose 
available. Combination therapy with protective agents (e.g. misoprostol or 
proton pump inhibitors) should be considered for these patients, and also 
for patients requiring concomitant low dose acetylsalicylic acid (ASA), or 
other drugs likely to increase the gastrointestinal risk). Patients with a history 
of GI toxicity, particularly in the elderly, should report any unusual abdominal 
symptoms (especially GI bleeding) particularly in the initial stages of treat-
ment. Caution should be advised in patients receiving concomitant medica-
tions which could increase the risk of ulceration or bleeding, such as oral 
corticosteroids, anticoagulants such as warfarin, selective serotonin-re-
uptake inhibitors or anti-platelet agents such as acetylsalicylic acid (ASA) 
When GI bleeding or ulceration occurs in patients receiving Ibuprofen B. 
Braun, treatment should be withdrawn NSAIDs should be given with care to 
patients with a history of gastrointestinal disease (ulcerative colitis, Crohn's 
disease) as these conditions may be exacerbated. Cardiovascular and cere-
brovascular effects: Clinical studies suggest that use of ibuprofen, particular-
ly at a high dose (2400 mg/day) may be associated with a small increased 
risk of arterial thrombotic events (for example myocardial infarction or 
stroke). Overall, epidemiological studies do not suggest that low dose ibu-
profen (e.g. ≤ 1200 mg/day) is associated with an increased risk of arterial 
thrombotic events Patients with uncontrolled hypertension, congestive heart 
failure (NYHA II-III), established ischaemic heart disease, peripheral arterial 
disease, and/or cerebrovascular disease should only be treated with ibupro-
fen after careful consideration and high doses (2400 mg/day) should be 
avoided. Careful consideration should also be exercised before initiating 
long-term treatment of patients with risk factors for cardiovascular events 
(e.g. hypertension, hyperlipidaemia, diabetes mellitus, smoking), particular-
ly if high doses of ibuprofen (2400 mg/day) are required. Severe skin reac-
tions: Serious skin reactions, some of them fatal, including exfoliative derma-
titis, Stevens-Johnson syndrome, and toxic epidermal necrolysis have been 
reported very rarely in association with the use of NSAIDs (s). Patients 
appear to be at highest risk for these reactions early in the course of therapy, 
the onset of the reaction occurring in the majority of cases within the first 
month of treatment. Acute generalised exanthematous pustulosis (AGEP) 
has been reported in relation to ibuprofen-containing products. Ibuprofen 
should be discontinued at the first appearance of signs and symptoms of 
severe skin reactions, such as skin rash, mucosal lesions, or any other sign 
of hypersensitivity. Hepatic or renal insufficiency: Ibuprofen should be used 
with caution in patients with a history of liver or kidney disease and especial-
ly during simultaneous treatment with diuretics, as the inhibition of prosta-
glandins can cause fluid retention and renal function impairment. Ibuprofen 
should be administered in these patients, at the lowest dose possible, and 
patient´s renal function should be regularly monitored. In case of dehydra-
tion, ensure sufficient fluid intake. Use special caution in dehydrated pa-
tients, for example due to diarrhoea, such as dehydration could be a trigger 
factor for the development of kidney failure. Regular use of analgesics, espe-

cially when combining of different analgesic substances, can lead to kidney 
damage with the risk of renal insufficiency (analgesic nephropathy). This risk 
is higher in the elderly and patients with renal insufficiency, heart failure, liver 
dysfunction, those taking diuretics or ACE inhibitors. After discontinuing 
NSAID therapy, patient´s pre-treatment condition is usually restored. As with 
other NSAIDs, ibuprofen can cause mild transient increases in some liver 
function parameters as well as significant increases in transaminases. If 
there is a significant increase in these parameters, treatment should be dis-
continued.

Anaphylactoid Reactions
As standard practice during intravenous infusion, close patient monitoring is 
recommended, especially at the beginning of the infusion to detect any ana-
phylactic reaction caused by the active substance or the excipients. Severe 
acute hypersensitivity reactions (e.g. anaphylactic shock) are very rarely ob-
served. At the first signs of a hypersensitivity reaction following the adminis-
tration of Ibuprofen B. Braun, therapy must be stopped and symptomatic 
treatment must be established. Medically required measures, in line with the 
symptoms, must be initiated by specialist personnel. Respiratory disorders: 
Caution is required if this medicinal product is administered to patients suf-
fering from, or with a previous history of, bronchial asthma, chronic rhinitis or 
allergic diseases since NSAIDs have been reported to cause broncho-
spasm, urticaria or angioedema in such patients. Haematological Effects: 
Ibuprofen may temporarily inhibit the blood-platelet function (thrombocyte 
aggregation), increasing the bleeding time and the risk of haemorrhage. Ibu-
profen should only be used with particular caution in patients receiving ASA 
to inhibit platelet aggregation Patients with coagulation disorders or those 
undergoing surgery should therefore be monitored. Special medical vigi-
lance is required for use in patients immediately after undergoing major sur-
gery. During prolonged ibuprofen administration, regular checking of liver 
values, kidney function, and blood counts is required. Ibuprofen should be 
used only after strict assessment of the benefit / risk in patients with congeni-
tal disorder of porphyrin metabolism (e.g. acute intermittent porphyria). 
Through concomitant consumption of alcohol, active substance-related un-
desirable effects, particularly those that concern the gastrointestinal tract or 
the central nervous system, may be increased on use of NSAIDs. Caution is 
required in patients with certain conditions, which may be made worse:
• In patients who react allergically to other substances, as an increased risk 
of hypersensitivity reactions occurring also exists for them on use of this me-
dicinal product.
• In patients who suffer from hay fever, nasal polyps or chronic obstructive 
respiratory disorders, as an increased risk exists for them of allergic reaction 
occurring. These may present as asthma attacks (so-called analgesic 
asthma), Quincke´s oedema or urticaria.

Aseptic Meningitis
Some cases of aseptic meningitis have been reported with the use of ibupro-
fen in patients with systemic lupus erythematosus (SLE). Although it is more 
likely to occur in patients with SLE and related connective tissue diseases, it 
has also been reported income patients who do not have any underlying 
chronic disease. This therefore, should be considered when administering 
this treatment.

Ophthalmological Effects: Blurred or diminished vision, scotomata, and 
changes in colour vision have been reported with oral ibuprofen. Discontin-
ue ibuprofen if the patient develops such complaints, and refer the patient 
for an ophthalmologic examination that includes central visual fields and 
colour vision testing. Others Prolonged use of painkillers may cause head-
ache that must not be treated with increased doses of the medicinal product. 
Exceptionally, varicella can cause serious cutaneous and soft tissues infec-
tious complications. To date, the contributing role of NSAIDs in the worsen-
ing of these infections cannot be ruled out. Thus, it is advisable to avoid use 

of Ibuprofen B. Braun in caseof varicella. Masking of symptoms of underlying 
infections: Ibuprofen can mask symptoms of infection, which may lead to 
delayed initiation of appropriate treatment and thereby worsening the out-
come of the infection. This has been observed in bacterial community ac-
quired pneumonia and bacterial complications to varicella. When ibuprofen 
is administered for fever or pain relief in relation to infection, monitoring of in-
fection is advised. In non-hospital settings, the patient should consult a 
doctor if symptoms persist or worsen.

Interference with laboratory tests:
• bleeding time (may be extended for 1 day after discontinuation of therapy)
• blood glucose concentration (may decrease)
• creatinine clearance (may decrease)
• haematocrit or haemoglobin (may decrease)
• blood levels of urea nitrogen and serum creatinine and potassium (may in-
crease)
• with liver function tests: increased transaminase values
Precautions regarding excipients: 
This medicinal product contains 360 mg sodium per bottle, equivalent to 
18.0 % of the WHO recommended maximum daily intake of 2 g sodium for 
an adult.

INSTRUCTIONS:
Do not store at a temperature above 30ºC. Protect from sunlight

PRESENTATION: 
Exifin 600mg/100ml infusion is available in clear label glass vial with vial 
hanger in a carton.

I.V. INFUSION
600mg/100mL

( I b u p r o f e n )



• A history of bronchospasm, asthma, rhinitis, angioedema or urticaria asso-
ciated with taking acetylsalicylic acid (ASA) or other non-steroidal anti-in-
flammatory drugs (NSAIDs); 
• Conditions involving an increased tendency or active bleeding such as 
thrombocytopenia;
• Active, or history of recurrent peptic ulcer/haemorrhage (two or more dis-
tinct episodes of proven ulceration or bleeding);
• History of gastrointestinal bleeding or perforation, related to previous 
NSAIDs therapy;
• Cerebrovascular or other active bleeding; 
• Severe hepatic or renal insufficiency;
• Severe heart failure (NYHA Class IV); 
• Severe dehydration (caused by vomiting, diarrhoea or insufficient fluid 
intake); 
• Pregnancy, in the last trimester

Other Adverse Reactions: The following frequencies are taken as a basis 
when evaluating undesirable effects:
Very common: ≥ 1/10  
Common: ≥1/100 to < 1/10
Uncommon: ≥1/1,000 to < 1/100 
Rare: ≥1/10,000 to < 1/1,000
Very rare: < 1/10,000 
Not known: frequency cannot be estimated from the available data.
The most commonly observed adverse events are gastrointestinal in nature. 
Peptic ulcers, GI perforation or bleeding, sometimes fatal, may occur partic-
ularly in the elderly. Nausea, vomiting, diarrhoea, flatulence, constipation, 
dyspepsia, abdominal pain, melaena, haematemesis, ulcerative stomatitis, 
exacerbation of colitis and Crohn's disease have been reported following ad-
ministration. Less frequently, gastritis has been observed. Particularly the 
risk of gastrointestinal bleeding occurring is dependent on the dose range 
and the duration of use. Very rarely have been reported severe hypersensi-
tivity reactions (including infusion site reactions, anaphylactic shock) and 
serious cutaneous adverse reactions such as bullous reactions including 
Stevens-Johnson syndrome and toxic epidermal necrolysis (Lyell’s syn-
drome), erythema multiforme and alopecia. Exacerbation of infection-relat-
ed inflammations (e.g. development of necrotising fasciitis) coinciding with 
the use of non-steroidal anti-inflammatory drugs has been described. This is 
possibly associated with the mechanism of action of the non-steroidal an-
ti-inflammatory drugs. Photosensitivity, allergic vasculitis and in exceptional 
cases, severe skin infections and soft-tissue complications may occur 
during a varicella infection Oedema, hypertension and cardiac failure have 
been reported in association with NSAID treatment. Clinical studies suggest 
that use of ibuprofen, particularly at a high dose (2400 mg/day) may be as-
sociated with a small increased risk of arterial thrombotic events (for exam-
ple myocardial infarction or stroke) 

DRUG INTERACTIONS
Other NSAIDs, including COX-2 inhibitors and salicylates: As a result of syn-
ergist effects, the concurrent administration uses of two or more NSAIDs 
may increase the risk of gastrointestinal ulcers and bleeding. Co-administra-
tion of ibuprofen with other NSAIDs should therefore be avoided Concomi-
tant administration of ibuprofen and acetylsalicylic acid is not generally rec-
ommended because of the potential of increased adverse effects. Experi-
mental data suggest that ibuprofen may competitively inhibit the effect of 
low dose acetylsalicylic acid on platelet aggregation when they are dosed 
concomitantly. Although there are uncertainties regarding extrapolation of 
these data to the clinical situation, the possibility that regular, long-term use 
of ibuprofen may reduce the cardioprotective effect of low-dose acetylsali-
cylic acid cannot be excluded. No clinically relevant effect is considered to 
be likely for occasional ibuprofen. Lithium: Co-administration of ibuprofen 
with lithium-containing medicinal products can increase the serum level of 

QUALITATIVE AND QUANTITATIVE DESCRIPTION
Each 100mL vial contains
Ibuprofen...............600mg 

DESCRIPTION
Ibuprofen is indicated in adults for the short-term symptomatic treatment of 
acute moderate pain, when administration by intravenous route is clinically 
justified, when other routes of administration are not possible.

CLINICAL PHARMACOLOGY
Pharmacodynamics 
Pharmacotherapeutic group: Anti-inflammatory and antirheumatic products, 
non-steroids. Propionic acid derivatives. Ibuprofen is a non-steroidal anti-in-
flammatory drug that, in conventional animal-experiment inflammation 
models, has proven to be effective, probably through prostaglandin synthe-
sis inhibition. In humans, ibuprofen has an antipyretic effect, reduces inflam-
matory-related pain and swelling. Furthermore, ibuprofen reversibly inhibits 
ADP- and collagen-induced platelet aggregation. Experimental data suggest 
that ibuprofen may competitively inhibit the effect of low dose acetylsalicylic 
acid on platelet aggregation when they are dosed concomitantly. Some 
pharmacodynamic studies show that when single doses of ibuprofen 400 
mg were taken within 8 h before or within 30 min after immediate release 
acetylsalicylic acid dosing (81 mg), a decreased effect of acetylsalicylic acid 
on the formation of thromboxane or platelet aggregation occurred. Although 
there are uncertainties regarding extrapolation of these data to the clinical 
situation, the possibility that regular, long-term use of ibuprofen may reduce 
the cardioprotective effect of low-dose acetylsalicylic acid cannot be exclud-
ed. No clinically relevant effect is considered to be likely for occasional ibu-
profen use.

Pharmacokinetics
Absorption: Ibuprofen Exifin is administered intravenously, therefore there is 
no absorption process and bioavailability of ibuprofen is 100%. After intrave-
nous administration of ibuprofen in humans, the maximum concentration 
(Cmax) of S- enantiomer (active) and R-enantiomer is reached at approxi-
mately 40 minutes, with a rate of infusion of 30 minutes. Distribution: The es-
timated volume of distribution is 0.11 to 0.21 L / kg. Ibuprofen is extensively 
bound to plasma proteins, primarily albumin.  Biotransformation: Ibuprofen 
is metabolised in the liver into two inactive metabolites, and these together 
with unmetabolized ibuprofen, are excreted by the kidney either as such or 
as conjugates. After an oral application, ibuprofen is already partly absorbed 
in the stomach and then completely in the small intestine. Following hepatic 
metabolisation (hydroxylation, carboxylation), the pharmacologically inac-
tive metabolites are completely eliminated, mainly renally (90 %), but also 
with the bile. Elimination: Excretion by the kidney is rapid and complete. The 
elimination half-life is about 2 hours. Linearity / non-linearity: Ibuprofen 
shows linearity in the area under the curve of plasma concentration-time 
after a single administration of ibuprofen (in a range of 200 800 mg). Phar-
macokinetic/pharmacodynamic relationship (s). There is a correlation be-
tween plasma levels of ibuprofen, its pharmacodynamic properties and 
overall safety profile. Ibuprofen pharmacokinetics is stereoselective after in-
travenous and oral administration. The mechanism of action and pharmacol-

ogy of intravenous ibuprofen do not differ from the mechanism of oral ibu-
profen. Renal impairment: For patients with mild renal impairment, increased 
unbound (S)-ibuprofen, higher AUC values for (S)-ibuprofen and increased 
enantiomeric AUC (S/R) ratios have been reported compared with healthy 
controls. In end-stage renal disease patients receiving dialysis the mean free 
fraction of ibuprofen was about 3% compared with about 1% in healthy vol-
unteers. Severe impairment of renal function may result in accumulation of 
ibuprofen metabolites. The significance of this effect is unknown. The me-
tabolites can be removed by haemodialysis). Hepatic impairment: In cirrhot-
ic patients with moderate hepatic impairment (Child Pugh's score 6-10) 
treated with racemic ibuprofen an average 2-fold prolongation of the half-life 
was observed and the enantiomeric AUC ratio (S/R) was significantly lower 
compared to healthy controls, suggesting an impairment of metabolic inver-
sion of (R)-ibuprofen to the active (S)-enantiomer.
 
INDICATIONS AND USAGE
Ibuprofen Exifin is indicated in adults for the short-term symptomatic treat-
ment of acute moderate pain when administration by intravenous route is 
clinically justified when other routes of administration are not possible.

DOSAGE AND ADMINISTRATION 
Posology: Undesirable effects may be minimised by using the lowest effec-
tive dose for the shortest duration necessary to control symptoms. Use 
should be limited to situations where oral administration is inappropriate. Pa-
tients must switch to oral treatment as soon as this is possible. This medici-
nal product is indicated for short-term acute treatment only and should not 
be used for more than 3 days. Adequate hydration of the patient should be 
maintained to minimize the risk of possible adverse reactions at renal level.
Adults: One dose of 600 mg. If clinically justified, another 600 mg dose can 
be administered after 6 to 8 hours depending on the intensity of the condi-
tion and response to treatment. The maximum total daily dose is 1200 mg.
Elderly patients: Like with all non-steroidal anti-inflammatory drugs (N-
SAIDs), precautions should be taken when treating elderly patients as they, 
are generally more prone to adverse effects and are more likely to have 
renal, hepatic and cardiovascular dysfunction and to be using concomitant 
medications. Specifically, it is recommended to administer the lowest effec-
tive dose for the shortest duration necessary to control symptoms for this 
population. Treatment should be reviewed at regular intervals and discontin-
ued if no benefit is seen or intolerance occurs. Renal insufficiency: Precau-
tions should be taken when NSAIDs are used in patients with renal insuffi-
ciency. In patients with mild or moderate renal impairment the initial dose 
should be reduced and be kept as low as possible for the shortest duration 
necessary to control symptoms and renal function monitored. This medici-
nal product is contraindicated in patients with severe renal insufficiency. He-
patic insufficiency: Precautions should be taken when NSAIDs are used in 
this population although differences in the pharmacokinetic profile have not 
been observed. Patients with mild or moderate hepatic insufficiency should 
start the treatment with reduced doses, the dose should be kept as low as 
possible for the shortest duration necessary and they should be carefully 
monitored. This medicinal product is contraindicated in patients with severe 
hepatic insufficiency. Paediatric population: This medicinal product should 
not be used in children and adolescents. The use of Ibuprofen Exifin has not 
been studied in children and adolescents. Therefore, the safety and efficacy 
have not been established. Method of administration: For intravenous use. 
Ibuprofen Exifin should only be administered by qualified healthcare profes-
sionals in an environment where appropriate equipment is available (during 
treatment). The solution should be administered as an intravenous infusion 
over 30 minutes.

CONTRAINDICATIONS
• Hypersensitivity to the active substance, to other NSAIDs or to any of the 
excipients 

lithium. Checking the serum lithium level is necessary. Cardiac glycosides 
(Digoxin): NSAIDs may exacerbate cardiac failure, reduce glomerular filtra-
tion rate and increase plasma levels of cardiac glycosides. Monitoring of 
serum digoxin is recommended. Phenytoin: Plasmatic levels of phenytoin 
may be increased in the concomitant treatment with ibuprofen and therefore 
the risk of toxicity may increase. Antihypertensive (Diuretics, ACE inhibitors, 
beta-receptor blocking medicines and angiotensin-II antagonists): Diuretics 
and ACE-inhibitors may increase the nephrotoxicity of NSAIDs. NSAIDs can 
reduce the effect of diuretics and other antihypertensive drugs, including 
ACE-inhibitors and beta-blockers. In patients with reduced kidney function 
(e.g. dehydrated patients or elderly patients with reduced kidney function) 
the concomitant use of an ACE inhibitor and angiotensin-II antagonists with 
a cyclo-oxygenase-inhibiting medicinal product can lead to further impair-
ment of kidney function, and up to acute renal failure. This is usually revers-
ible. Such combinations should therefore, only be used with caution, espe-
cially in elderly patients. Patients have to be instructed to drink sufficient 
liquid. Renal function should be measured after the start of concomitant 
therapy, and periodically thereafter. The concomitant administration of ibu-
profen and ACE-inhibitors may lead to hyperkalaemia. Potassium sparing di-
uretics: Concomitant use may cause hyperkalaemia (check of serum potas-
sium is recommended). Captopril: Experimental studies indicate that ibupro-
fen counteracts the effect of captopril of increased sodium excretion. Corti-
costeroids: Increased risk of gastrointestinal ulceration or bleeding.
Anti-platelet agents (e.g. clopidogrel and ticlopidine) and selective serotonin 
reuptake inhibitors (SSRIs): Increased risk of gastrointestinal bleeding. 
NSAIDs should not be combined with ticlopidine due to the risk of an addi-
tive effect in the inhibition of platelet function. Methotrexate: NSAIDs inhibit 
the tubular secretion of methotrexate and certain metabolic interactions may 
occur resulting in decreased clearance of methotrexate. The administration 
of ibuprofen within 24 hours before or after administration of methotrexate 
may lead to an elevated concentration of methotrexate and an increase in its 
toxic effect. Therefore, concomitant use of NSAIDs and high doses of metho-
trexate should be avoided. Also, the potential risk of interactions in low dose 
treatment with methotrexate should be considered, especially in patients 
with impaired renal function. In combined treatment, renal function should 
be monitored. Ciclosporin: The risk of a kidney-damage by ciclosporin is in-
creased by the concomitant administration of certain non-steroidal anti-in-
flammatory drugs. This effect cannot be ruled out for a combination of ciclo-
sporin and ibuprofen either. Anti-coagulants: NSAIDs may enhance the 
effect of anti-coagulants, such as warfarin. In case of simultaneous treat-
ment, monitoring of the coagulation state is recommended. Sulphonylureas: 
NSAIDs can increase the hypoglycaemic effect of sulphonylureas. In the 
case of simultaneous treatment, monitoring of blood glucose levels is rec-
ommended. Tacrolimus:  Elevated risk of nephrotoxicity. Zidovudine:  There 
is evidence of an increased risk of hemarthrosis and haematomas in HIV 
positive haemophilia patients receiving concurrent treatment with zidovu-
dine and ibuprofen. There may be an increased risk of haematoxicity during 
concomitant use of zidovudine and NSAIDs. Probenecid and sulfinpyrazone:
Medicinal products that contain probenecid or sulfinpyrazone may delay the 
excretion of ibuprofen. Quinolone antibiotics: Animal data indicate that 
NSAIDs can increase the risk of convulsions associated with quinolone anti-
biotics. Patients taking NSAIDs and quinolones may have an increased risk 
of developing convulsions. CYP2C9 Inhibitors: Concomitant administration 
of ibuprofen with CYP2C9 inhibitors may increase the exposure to ibuprofen 
(CYP2C9 substrate). In a study with voriconazole and fluconazole (CYP2C9 
inhibitors), an increased S(+)-ibuprofen exposure by approximately 80 
to100% has been shown. Reduction of the ibuprofen dose should be con-
sidered when potent CYP2C9 inhibitors are administered concomitantly, 
particularly when high-dose ibuprofen is administered with either 
voriconazole or fluconazole. Mifepristone: If NSAIDs are used within 8-12 
days after the mifepristone administration, they may decrease the effect of 
mifepristone. Alcohol: The use of ibuprofen in individuals with chronic alco-

hol consumption (14-20 drinks/week or more) should be avoided due to  in-
creased risk of significant GI adverse effects, including bleeding. Aminogly-
cosides: NSAIDs may decrease the excretion of aminoglycosides and in-
crease their toxicity. Herbal extracts: Ginkgo biloba may potentiate the risk of 
bleeding with NSAIDs.

USE IN SPECIFIC POPULATIONS
Fertility, pregnancy and lactation
Pregnancy: Inhibition of prostaglandin synthesis may adversely affect the 
pregnancy and/or the embryo/foetal development. Data from epidemiologi-
cal studies suggest an increased risk of miscarriage and of cardiac malfor-
mation and gastroschisis after use of a prostaglandin synthesis inhibitor in 
early pregnancy. The absolute risk for cardiovascular malformation was in-
creased from less than 1%, up to approximately 1.5%. The risk is believed to 
increase with dose and duration of therapy. In animals, administration of a 
prostaglandin synthesis inhibitor has been shown to result in increased pre- 
and post-implantation loss and embryo-foetal lethality. In addition, increased 
incidences of various malformations, including cardiovascular, have been 
reported in animals given a prostaglandin synthesis inhibitor during the or-
ganogenetic period. From the 20th week of pregnancy onward, ibuprofen 
use may cause oligohydramnios resulting from foetal renal dysfunction. This 
may occur shortly after treatment initiation and is usually reversible upon 
discontinuation. In addition, there have been reports of ductus arteriosus 
constriction following treatment in the second trimester, most of which re-
solved after treatment cessation. Therefore, during the first and second tri-
mester of pregnancy, ibuprofen should not be given unless clearly neces-
sary. If ibuprofen is used by a woman attempting to conceive or during the 
first and second trimester of pregnancy, the dose should be kept as low and 
duration of treatment as short as possible. Although IV ibuprofen is only indi-
cated for up to 3 days treatment, antenatal monitoring for oligohydramnios 
and ductus arteriosus constriction should be considered after exposure to 
ibuprofen for several days from gestational week 20 onward. Ibuprofen 
should be discontinued if oligohydramnios or ductus arteriosus constriction 
are found. During the third trimester of pregnancy, all prostaglandin synthe-
sis inhibitors: - may expose the foetus to: 
• cardiopulmonary toxicity (premature constriction/ closure of the ductus ar-
teriosus and pulmonary hypertension);
• renal dysfunction (see above);
 - may expose the mother and the neonate, at the end of the pregnancy, to: 
• possible prolongation of bleeding time, an anti-aggregating effect which 
may occur even at very low doses; 
• inhibition of uterine contractions resulting in delayed or prolonged labour. 
Consequently, ibuprofen use is contraindicated during the third trimester of 
pregnancy.
Breast-feeding: Ibuprofen and its metabolites can pass in low concentra-
tions into the breast milk. No harmful effects to infants are known to date, so 
for short-term treatment with lower doses interruption of breast-feeding 
would generally not be necessary, however it is recommended to interrupt 
breast feeding when using higher doses than 1200 mg daily or longer peri-
ods due to the potential to inhibit prostaglandin synthesis in the neonate. 
Fertility: The use of ibuprofen may impair female fertility and is not recom-
mended in women attempting to conceive. In women who have difficulties 
conceiving or who are undergoing investigation of infertility, withdrawal of 
ibuprofen should be considered.

OVERDOSAGE
Symptoms: Central nervous system disturbances include headache, confu-
sion, nystagmus, tinnitus, dizziness, light-headedness, unconsciousness, 
convulsions (mainly in children) and ataxia, as well as abdominal pain, 
nausea and vomiting, may occur as symptoms of an overdose. In addition, 
gastrointestinal bleeding, as well as functional disturbances of the liver and 
kidneys, is possible. There may furthermore be hypotension, hyperkalae-

mia, hypothermia, respiratory depression and cyanosis. In serious poison-
ing, metabolic acidosis may occur. Treatment: Treatment is symptomatic and 
there is no specific antidote. The therapeutic possibilities for treatment of in-
toxication are dictated by the extent, level and clinical symptoms according 
to the common intensive care practices. Special warnings and precautions 
for use: Undesirable effects may be minimised by using the lowest effective 
dose for the shortest possible time necessary to control symptoms. Con-
comitant use of Ibuprofen Exifin with NSAIDs, including cyclooxygenase-2 
selective inhibitors (Coxib), should be avoided. The frequency of the ad-
verse reactions to NSAIDs is increased in elderly patients, especially gastro-
intestinal bleeding and perforation which may be fatal. Gastrointestinal risks: 
GI bleeding, ulceration or perforation, which can be fatal, have been report-
ed during treatment with all NSAIDs with or without warning symptoms or a 
previous history of serious GI events. The risk of GI bleeding, ulceration or 
perforation is higher with increasing NSAID doses, in patients with a history 
of ulcer, particularly if complicated with haemorrhage or perforation and in 
the elderly. These patients should commence treatment on the lowest dose 
available. Combination therapy with protective agents (e.g. misoprostol or 
proton pump inhibitors) should be considered for these patients, and also 
for patients requiring concomitant low dose acetylsalicylic acid (ASA), or 
other drugs likely to increase the gastrointestinal risk). Patients with a history 
of GI toxicity, particularly in the elderly, should report any unusual abdominal 
symptoms (especially GI bleeding) particularly in the initial stages of treat-
ment. Caution should be advised in patients receiving concomitant medica-
tions which could increase the risk of ulceration or bleeding, such as oral 
corticosteroids, anticoagulants such as warfarin, selective serotonin-re-
uptake inhibitors or anti-platelet agents such as acetylsalicylic acid (ASA) 
When GI bleeding or ulceration occurs in patients receiving Ibuprofen B. 
Braun, treatment should be withdrawn NSAIDs should be given with care to 
patients with a history of gastrointestinal disease (ulcerative colitis, Crohn's 
disease) as these conditions may be exacerbated. Cardiovascular and cere-
brovascular effects: Clinical studies suggest that use of ibuprofen, particular-
ly at a high dose (2400 mg/day) may be associated with a small increased 
risk of arterial thrombotic events (for example myocardial infarction or 
stroke). Overall, epidemiological studies do not suggest that low dose ibu-
profen (e.g. ≤ 1200 mg/day) is associated with an increased risk of arterial 
thrombotic events Patients with uncontrolled hypertension, congestive heart 
failure (NYHA II-III), established ischaemic heart disease, peripheral arterial 
disease, and/or cerebrovascular disease should only be treated with ibupro-
fen after careful consideration and high doses (2400 mg/day) should be 
avoided. Careful consideration should also be exercised before initiating 
long-term treatment of patients with risk factors for cardiovascular events 
(e.g. hypertension, hyperlipidaemia, diabetes mellitus, smoking), particular-
ly if high doses of ibuprofen (2400 mg/day) are required. Severe skin reac-
tions: Serious skin reactions, some of them fatal, including exfoliative derma-
titis, Stevens-Johnson syndrome, and toxic epidermal necrolysis have been 
reported very rarely in association with the use of NSAIDs (s). Patients 
appear to be at highest risk for these reactions early in the course of therapy, 
the onset of the reaction occurring in the majority of cases within the first 
month of treatment. Acute generalised exanthematous pustulosis (AGEP) 
has been reported in relation to ibuprofen-containing products. Ibuprofen 
should be discontinued at the first appearance of signs and symptoms of 
severe skin reactions, such as skin rash, mucosal lesions, or any other sign 
of hypersensitivity. Hepatic or renal insufficiency: Ibuprofen should be used 
with caution in patients with a history of liver or kidney disease and especial-
ly during simultaneous treatment with diuretics, as the inhibition of prosta-
glandins can cause fluid retention and renal function impairment. Ibuprofen 
should be administered in these patients, at the lowest dose possible, and 
patient´s renal function should be regularly monitored. In case of dehydra-
tion, ensure sufficient fluid intake. Use special caution in dehydrated pa-
tients, for example due to diarrhoea, such as dehydration could be a trigger 
factor for the development of kidney failure. Regular use of analgesics, espe-

cially when combining of different analgesic substances, can lead to kidney 
damage with the risk of renal insufficiency (analgesic nephropathy). This risk 
is higher in the elderly and patients with renal insufficiency, heart failure, liver 
dysfunction, those taking diuretics or ACE inhibitors. After discontinuing 
NSAID therapy, patient´s pre-treatment condition is usually restored. As with 
other NSAIDs, ibuprofen can cause mild transient increases in some liver 
function parameters as well as significant increases in transaminases. If 
there is a significant increase in these parameters, treatment should be dis-
continued.

Anaphylactoid Reactions
As standard practice during intravenous infusion, close patient monitoring is 
recommended, especially at the beginning of the infusion to detect any ana-
phylactic reaction caused by the active substance or the excipients. Severe 
acute hypersensitivity reactions (e.g. anaphylactic shock) are very rarely ob-
served. At the first signs of a hypersensitivity reaction following the adminis-
tration of Ibuprofen B. Braun, therapy must be stopped and symptomatic 
treatment must be established. Medically required measures, in line with the 
symptoms, must be initiated by specialist personnel. Respiratory disorders: 
Caution is required if this medicinal product is administered to patients suf-
fering from, or with a previous history of, bronchial asthma, chronic rhinitis or 
allergic diseases since NSAIDs have been reported to cause broncho-
spasm, urticaria or angioedema in such patients. Haematological Effects: 
Ibuprofen may temporarily inhibit the blood-platelet function (thrombocyte 
aggregation), increasing the bleeding time and the risk of haemorrhage. Ibu-
profen should only be used with particular caution in patients receiving ASA 
to inhibit platelet aggregation Patients with coagulation disorders or those 
undergoing surgery should therefore be monitored. Special medical vigi-
lance is required for use in patients immediately after undergoing major sur-
gery. During prolonged ibuprofen administration, regular checking of liver 
values, kidney function, and blood counts is required. Ibuprofen should be 
used only after strict assessment of the benefit / risk in patients with congeni-
tal disorder of porphyrin metabolism (e.g. acute intermittent porphyria). 
Through concomitant consumption of alcohol, active substance-related un-
desirable effects, particularly those that concern the gastrointestinal tract or 
the central nervous system, may be increased on use of NSAIDs. Caution is 
required in patients with certain conditions, which may be made worse:
• In patients who react allergically to other substances, as an increased risk 
of hypersensitivity reactions occurring also exists for them on use of this me-
dicinal product.
• In patients who suffer from hay fever, nasal polyps or chronic obstructive 
respiratory disorders, as an increased risk exists for them of allergic reaction 
occurring. These may present as asthma attacks (so-called analgesic 
asthma), Quincke´s oedema or urticaria.

Aseptic Meningitis
Some cases of aseptic meningitis have been reported with the use of ibupro-
fen in patients with systemic lupus erythematosus (SLE). Although it is more 
likely to occur in patients with SLE and related connective tissue diseases, it 
has also been reported income patients who do not have any underlying 
chronic disease. This therefore, should be considered when administering 
this treatment.

Ophthalmological Effects: Blurred or diminished vision, scotomata, and 
changes in colour vision have been reported with oral ibuprofen. Discontin-
ue ibuprofen if the patient develops such complaints, and refer the patient 
for an ophthalmologic examination that includes central visual fields and 
colour vision testing. Others Prolonged use of painkillers may cause head-
ache that must not be treated with increased doses of the medicinal product. 
Exceptionally, varicella can cause serious cutaneous and soft tissues infec-
tious complications. To date, the contributing role of NSAIDs in the worsen-
ing of these infections cannot be ruled out. Thus, it is advisable to avoid use 

of Ibuprofen B. Braun in caseof varicella. Masking of symptoms of underlying 
infections: Ibuprofen can mask symptoms of infection, which may lead to 
delayed initiation of appropriate treatment and thereby worsening the out-
come of the infection. This has been observed in bacterial community ac-
quired pneumonia and bacterial complications to varicella. When ibuprofen 
is administered for fever or pain relief in relation to infection, monitoring of in-
fection is advised. In non-hospital settings, the patient should consult a 
doctor if symptoms persist or worsen.

Interference with laboratory tests:
• bleeding time (may be extended for 1 day after discontinuation of therapy)
• blood glucose concentration (may decrease)
• creatinine clearance (may decrease)
• haematocrit or haemoglobin (may decrease)
• blood levels of urea nitrogen and serum creatinine and potassium (may in-
crease)
• with liver function tests: increased transaminase values
Precautions regarding excipients: 
This medicinal product contains 360 mg sodium per bottle, equivalent to 
18.0 % of the WHO recommended maximum daily intake of 2 g sodium for 
an adult.

INSTRUCTIONS:
Do not store at a temperature above 30ºC. Protect from sunlight

PRESENTATION: 
Exifin 600mg/100ml infusion is available in clear label glass vial with vial 
hanger in a carton.



• A history of bronchospasm, asthma, rhinitis, angioedema or urticaria asso-
ciated with taking acetylsalicylic acid (ASA) or other non-steroidal anti-in-
flammatory drugs (NSAIDs); 
• Conditions involving an increased tendency or active bleeding such as 
thrombocytopenia;
• Active, or history of recurrent peptic ulcer/haemorrhage (two or more dis-
tinct episodes of proven ulceration or bleeding);
• History of gastrointestinal bleeding or perforation, related to previous 
NSAIDs therapy;
• Cerebrovascular or other active bleeding; 
• Severe hepatic or renal insufficiency;
• Severe heart failure (NYHA Class IV); 
• Severe dehydration (caused by vomiting, diarrhoea or insufficient fluid 
intake); 
• Pregnancy, in the last trimester

Other Adverse Reactions: The following frequencies are taken as a basis 
when evaluating undesirable effects:
Very common: ≥ 1/10  
Common: ≥1/100 to < 1/10
Uncommon: ≥1/1,000 to < 1/100 
Rare: ≥1/10,000 to < 1/1,000
Very rare: < 1/10,000 
Not known: frequency cannot be estimated from the available data.
The most commonly observed adverse events are gastrointestinal in nature. 
Peptic ulcers, GI perforation or bleeding, sometimes fatal, may occur partic-
ularly in the elderly. Nausea, vomiting, diarrhoea, flatulence, constipation, 
dyspepsia, abdominal pain, melaena, haematemesis, ulcerative stomatitis, 
exacerbation of colitis and Crohn's disease have been reported following ad-
ministration. Less frequently, gastritis has been observed. Particularly the 
risk of gastrointestinal bleeding occurring is dependent on the dose range 
and the duration of use. Very rarely have been reported severe hypersensi-
tivity reactions (including infusion site reactions, anaphylactic shock) and 
serious cutaneous adverse reactions such as bullous reactions including 
Stevens-Johnson syndrome and toxic epidermal necrolysis (Lyell’s syn-
drome), erythema multiforme and alopecia. Exacerbation of infection-relat-
ed inflammations (e.g. development of necrotising fasciitis) coinciding with 
the use of non-steroidal anti-inflammatory drugs has been described. This is 
possibly associated with the mechanism of action of the non-steroidal an-
ti-inflammatory drugs. Photosensitivity, allergic vasculitis and in exceptional 
cases, severe skin infections and soft-tissue complications may occur 
during a varicella infection Oedema, hypertension and cardiac failure have 
been reported in association with NSAID treatment. Clinical studies suggest 
that use of ibuprofen, particularly at a high dose (2400 mg/day) may be as-
sociated with a small increased risk of arterial thrombotic events (for exam-
ple myocardial infarction or stroke) 

DRUG INTERACTIONS
Other NSAIDs, including COX-2 inhibitors and salicylates: As a result of syn-
ergist effects, the concurrent administration uses of two or more NSAIDs 
may increase the risk of gastrointestinal ulcers and bleeding. Co-administra-
tion of ibuprofen with other NSAIDs should therefore be avoided Concomi-
tant administration of ibuprofen and acetylsalicylic acid is not generally rec-
ommended because of the potential of increased adverse effects. Experi-
mental data suggest that ibuprofen may competitively inhibit the effect of 
low dose acetylsalicylic acid on platelet aggregation when they are dosed 
concomitantly. Although there are uncertainties regarding extrapolation of 
these data to the clinical situation, the possibility that regular, long-term use 
of ibuprofen may reduce the cardioprotective effect of low-dose acetylsali-
cylic acid cannot be excluded. No clinically relevant effect is considered to 
be likely for occasional ibuprofen. Lithium: Co-administration of ibuprofen 
with lithium-containing medicinal products can increase the serum level of 

QUALITATIVE AND QUANTITATIVE DESCRIPTION
Each 100mL vial contains
Ibuprofen...............600mg 

DESCRIPTION
Ibuprofen is indicated in adults for the short-term symptomatic treatment of 
acute moderate pain, when administration by intravenous route is clinically 
justified, when other routes of administration are not possible.

CLINICAL PHARMACOLOGY
Pharmacodynamics 
Pharmacotherapeutic group: Anti-inflammatory and antirheumatic products, 
non-steroids. Propionic acid derivatives. Ibuprofen is a non-steroidal anti-in-
flammatory drug that, in conventional animal-experiment inflammation 
models, has proven to be effective, probably through prostaglandin synthe-
sis inhibition. In humans, ibuprofen has an antipyretic effect, reduces inflam-
matory-related pain and swelling. Furthermore, ibuprofen reversibly inhibits 
ADP- and collagen-induced platelet aggregation. Experimental data suggest 
that ibuprofen may competitively inhibit the effect of low dose acetylsalicylic 
acid on platelet aggregation when they are dosed concomitantly. Some 
pharmacodynamic studies show that when single doses of ibuprofen 400 
mg were taken within 8 h before or within 30 min after immediate release 
acetylsalicylic acid dosing (81 mg), a decreased effect of acetylsalicylic acid 
on the formation of thromboxane or platelet aggregation occurred. Although 
there are uncertainties regarding extrapolation of these data to the clinical 
situation, the possibility that regular, long-term use of ibuprofen may reduce 
the cardioprotective effect of low-dose acetylsalicylic acid cannot be exclud-
ed. No clinically relevant effect is considered to be likely for occasional ibu-
profen use.

Pharmacokinetics
Absorption: Ibuprofen Exifin is administered intravenously, therefore there is 
no absorption process and bioavailability of ibuprofen is 100%. After intrave-
nous administration of ibuprofen in humans, the maximum concentration 
(Cmax) of S- enantiomer (active) and R-enantiomer is reached at approxi-
mately 40 minutes, with a rate of infusion of 30 minutes. Distribution: The es-
timated volume of distribution is 0.11 to 0.21 L / kg. Ibuprofen is extensively 
bound to plasma proteins, primarily albumin.  Biotransformation: Ibuprofen 
is metabolised in the liver into two inactive metabolites, and these together 
with unmetabolized ibuprofen, are excreted by the kidney either as such or 
as conjugates. After an oral application, ibuprofen is already partly absorbed 
in the stomach and then completely in the small intestine. Following hepatic 
metabolisation (hydroxylation, carboxylation), the pharmacologically inac-
tive metabolites are completely eliminated, mainly renally (90 %), but also 
with the bile. Elimination: Excretion by the kidney is rapid and complete. The 
elimination half-life is about 2 hours. Linearity / non-linearity: Ibuprofen 
shows linearity in the area under the curve of plasma concentration-time 
after a single administration of ibuprofen (in a range of 200 800 mg). Phar-
macokinetic/pharmacodynamic relationship (s). There is a correlation be-
tween plasma levels of ibuprofen, its pharmacodynamic properties and 
overall safety profile. Ibuprofen pharmacokinetics is stereoselective after in-
travenous and oral administration. The mechanism of action and pharmacol-

ogy of intravenous ibuprofen do not differ from the mechanism of oral ibu-
profen. Renal impairment: For patients with mild renal impairment, increased 
unbound (S)-ibuprofen, higher AUC values for (S)-ibuprofen and increased 
enantiomeric AUC (S/R) ratios have been reported compared with healthy 
controls. In end-stage renal disease patients receiving dialysis the mean free 
fraction of ibuprofen was about 3% compared with about 1% in healthy vol-
unteers. Severe impairment of renal function may result in accumulation of 
ibuprofen metabolites. The significance of this effect is unknown. The me-
tabolites can be removed by haemodialysis). Hepatic impairment: In cirrhot-
ic patients with moderate hepatic impairment (Child Pugh's score 6-10) 
treated with racemic ibuprofen an average 2-fold prolongation of the half-life 
was observed and the enantiomeric AUC ratio (S/R) was significantly lower 
compared to healthy controls, suggesting an impairment of metabolic inver-
sion of (R)-ibuprofen to the active (S)-enantiomer.
 
INDICATIONS AND USAGE
Ibuprofen Exifin is indicated in adults for the short-term symptomatic treat-
ment of acute moderate pain when administration by intravenous route is 
clinically justified when other routes of administration are not possible.

DOSAGE AND ADMINISTRATION 
Posology: Undesirable effects may be minimised by using the lowest effec-
tive dose for the shortest duration necessary to control symptoms. Use 
should be limited to situations where oral administration is inappropriate. Pa-
tients must switch to oral treatment as soon as this is possible. This medici-
nal product is indicated for short-term acute treatment only and should not 
be used for more than 3 days. Adequate hydration of the patient should be 
maintained to minimize the risk of possible adverse reactions at renal level.
Adults: One dose of 600 mg. If clinically justified, another 600 mg dose can 
be administered after 6 to 8 hours depending on the intensity of the condi-
tion and response to treatment. The maximum total daily dose is 1200 mg.
Elderly patients: Like with all non-steroidal anti-inflammatory drugs (N-
SAIDs), precautions should be taken when treating elderly patients as they, 
are generally more prone to adverse effects and are more likely to have 
renal, hepatic and cardiovascular dysfunction and to be using concomitant 
medications. Specifically, it is recommended to administer the lowest effec-
tive dose for the shortest duration necessary to control symptoms for this 
population. Treatment should be reviewed at regular intervals and discontin-
ued if no benefit is seen or intolerance occurs. Renal insufficiency: Precau-
tions should be taken when NSAIDs are used in patients with renal insuffi-
ciency. In patients with mild or moderate renal impairment the initial dose 
should be reduced and be kept as low as possible for the shortest duration 
necessary to control symptoms and renal function monitored. This medici-
nal product is contraindicated in patients with severe renal insufficiency. He-
patic insufficiency: Precautions should be taken when NSAIDs are used in 
this population although differences in the pharmacokinetic profile have not 
been observed. Patients with mild or moderate hepatic insufficiency should 
start the treatment with reduced doses, the dose should be kept as low as 
possible for the shortest duration necessary and they should be carefully 
monitored. This medicinal product is contraindicated in patients with severe 
hepatic insufficiency. Paediatric population: This medicinal product should 
not be used in children and adolescents. The use of Ibuprofen Exifin has not 
been studied in children and adolescents. Therefore, the safety and efficacy 
have not been established. Method of administration: For intravenous use. 
Ibuprofen Exifin should only be administered by qualified healthcare profes-
sionals in an environment where appropriate equipment is available (during 
treatment). The solution should be administered as an intravenous infusion 
over 30 minutes.

CONTRAINDICATIONS
• Hypersensitivity to the active substance, to other NSAIDs or to any of the 
excipients 

lithium. Checking the serum lithium level is necessary. Cardiac glycosides 
(Digoxin): NSAIDs may exacerbate cardiac failure, reduce glomerular filtra-
tion rate and increase plasma levels of cardiac glycosides. Monitoring of 
serum digoxin is recommended. Phenytoin: Plasmatic levels of phenytoin 
may be increased in the concomitant treatment with ibuprofen and therefore 
the risk of toxicity may increase. Antihypertensive (Diuretics, ACE inhibitors, 
beta-receptor blocking medicines and angiotensin-II antagonists): Diuretics 
and ACE-inhibitors may increase the nephrotoxicity of NSAIDs. NSAIDs can 
reduce the effect of diuretics and other antihypertensive drugs, including 
ACE-inhibitors and beta-blockers. In patients with reduced kidney function 
(e.g. dehydrated patients or elderly patients with reduced kidney function) 
the concomitant use of an ACE inhibitor and angiotensin-II antagonists with 
a cyclo-oxygenase-inhibiting medicinal product can lead to further impair-
ment of kidney function, and up to acute renal failure. This is usually revers-
ible. Such combinations should therefore, only be used with caution, espe-
cially in elderly patients. Patients have to be instructed to drink sufficient 
liquid. Renal function should be measured after the start of concomitant 
therapy, and periodically thereafter. The concomitant administration of ibu-
profen and ACE-inhibitors may lead to hyperkalaemia. Potassium sparing di-
uretics: Concomitant use may cause hyperkalaemia (check of serum potas-
sium is recommended). Captopril: Experimental studies indicate that ibupro-
fen counteracts the effect of captopril of increased sodium excretion. Corti-
costeroids: Increased risk of gastrointestinal ulceration or bleeding.
Anti-platelet agents (e.g. clopidogrel and ticlopidine) and selective serotonin 
reuptake inhibitors (SSRIs): Increased risk of gastrointestinal bleeding. 
NSAIDs should not be combined with ticlopidine due to the risk of an addi-
tive effect in the inhibition of platelet function. Methotrexate: NSAIDs inhibit 
the tubular secretion of methotrexate and certain metabolic interactions may 
occur resulting in decreased clearance of methotrexate. The administration 
of ibuprofen within 24 hours before or after administration of methotrexate 
may lead to an elevated concentration of methotrexate and an increase in its 
toxic effect. Therefore, concomitant use of NSAIDs and high doses of metho-
trexate should be avoided. Also, the potential risk of interactions in low dose 
treatment with methotrexate should be considered, especially in patients 
with impaired renal function. In combined treatment, renal function should 
be monitored. Ciclosporin: The risk of a kidney-damage by ciclosporin is in-
creased by the concomitant administration of certain non-steroidal anti-in-
flammatory drugs. This effect cannot be ruled out for a combination of ciclo-
sporin and ibuprofen either. Anti-coagulants: NSAIDs may enhance the 
effect of anti-coagulants, such as warfarin. In case of simultaneous treat-
ment, monitoring of the coagulation state is recommended. Sulphonylureas: 
NSAIDs can increase the hypoglycaemic effect of sulphonylureas. In the 
case of simultaneous treatment, monitoring of blood glucose levels is rec-
ommended. Tacrolimus:  Elevated risk of nephrotoxicity. Zidovudine:  There 
is evidence of an increased risk of hemarthrosis and haematomas in HIV 
positive haemophilia patients receiving concurrent treatment with zidovu-
dine and ibuprofen. There may be an increased risk of haematoxicity during 
concomitant use of zidovudine and NSAIDs. Probenecid and sulfinpyrazone:
Medicinal products that contain probenecid or sulfinpyrazone may delay the 
excretion of ibuprofen. Quinolone antibiotics: Animal data indicate that 
NSAIDs can increase the risk of convulsions associated with quinolone anti-
biotics. Patients taking NSAIDs and quinolones may have an increased risk 
of developing convulsions. CYP2C9 Inhibitors: Concomitant administration 
of ibuprofen with CYP2C9 inhibitors may increase the exposure to ibuprofen 
(CYP2C9 substrate). In a study with voriconazole and fluconazole (CYP2C9 
inhibitors), an increased S(+)-ibuprofen exposure by approximately 80 
to100% has been shown. Reduction of the ibuprofen dose should be con-
sidered when potent CYP2C9 inhibitors are administered concomitantly, 
particularly when high-dose ibuprofen is administered with either 
voriconazole or fluconazole. Mifepristone: If NSAIDs are used within 8-12 
days after the mifepristone administration, they may decrease the effect of 
mifepristone. Alcohol: The use of ibuprofen in individuals with chronic alco-

hol consumption (14-20 drinks/week or more) should be avoided due to  in-
creased risk of significant GI adverse effects, including bleeding. Aminogly-
cosides: NSAIDs may decrease the excretion of aminoglycosides and in-
crease their toxicity. Herbal extracts: Ginkgo biloba may potentiate the risk of 
bleeding with NSAIDs.

USE IN SPECIFIC POPULATIONS
Fertility, pregnancy and lactation
Pregnancy: Inhibition of prostaglandin synthesis may adversely affect the 
pregnancy and/or the embryo/foetal development. Data from epidemiologi-
cal studies suggest an increased risk of miscarriage and of cardiac malfor-
mation and gastroschisis after use of a prostaglandin synthesis inhibitor in 
early pregnancy. The absolute risk for cardiovascular malformation was in-
creased from less than 1%, up to approximately 1.5%. The risk is believed to 
increase with dose and duration of therapy. In animals, administration of a 
prostaglandin synthesis inhibitor has been shown to result in increased pre- 
and post-implantation loss and embryo-foetal lethality. In addition, increased 
incidences of various malformations, including cardiovascular, have been 
reported in animals given a prostaglandin synthesis inhibitor during the or-
ganogenetic period. From the 20th week of pregnancy onward, ibuprofen 
use may cause oligohydramnios resulting from foetal renal dysfunction. This 
may occur shortly after treatment initiation and is usually reversible upon 
discontinuation. In addition, there have been reports of ductus arteriosus 
constriction following treatment in the second trimester, most of which re-
solved after treatment cessation. Therefore, during the first and second tri-
mester of pregnancy, ibuprofen should not be given unless clearly neces-
sary. If ibuprofen is used by a woman attempting to conceive or during the 
first and second trimester of pregnancy, the dose should be kept as low and 
duration of treatment as short as possible. Although IV ibuprofen is only indi-
cated for up to 3 days treatment, antenatal monitoring for oligohydramnios 
and ductus arteriosus constriction should be considered after exposure to 
ibuprofen for several days from gestational week 20 onward. Ibuprofen 
should be discontinued if oligohydramnios or ductus arteriosus constriction 
are found. During the third trimester of pregnancy, all prostaglandin synthe-
sis inhibitors: - may expose the foetus to: 
• cardiopulmonary toxicity (premature constriction/ closure of the ductus ar-
teriosus and pulmonary hypertension);
• renal dysfunction (see above);
 - may expose the mother and the neonate, at the end of the pregnancy, to: 
• possible prolongation of bleeding time, an anti-aggregating effect which 
may occur even at very low doses; 
• inhibition of uterine contractions resulting in delayed or prolonged labour. 
Consequently, ibuprofen use is contraindicated during the third trimester of 
pregnancy.
Breast-feeding: Ibuprofen and its metabolites can pass in low concentra-
tions into the breast milk. No harmful effects to infants are known to date, so 
for short-term treatment with lower doses interruption of breast-feeding 
would generally not be necessary, however it is recommended to interrupt 
breast feeding when using higher doses than 1200 mg daily or longer peri-
ods due to the potential to inhibit prostaglandin synthesis in the neonate. 
Fertility: The use of ibuprofen may impair female fertility and is not recom-
mended in women attempting to conceive. In women who have difficulties 
conceiving or who are undergoing investigation of infertility, withdrawal of 
ibuprofen should be considered.

OVERDOSAGE
Symptoms: Central nervous system disturbances include headache, confu-
sion, nystagmus, tinnitus, dizziness, light-headedness, unconsciousness, 
convulsions (mainly in children) and ataxia, as well as abdominal pain, 
nausea and vomiting, may occur as symptoms of an overdose. In addition, 
gastrointestinal bleeding, as well as functional disturbances of the liver and 
kidneys, is possible. There may furthermore be hypotension, hyperkalae-

mia, hypothermia, respiratory depression and cyanosis. In serious poison-
ing, metabolic acidosis may occur. Treatment: Treatment is symptomatic and 
there is no specific antidote. The therapeutic possibilities for treatment of in-
toxication are dictated by the extent, level and clinical symptoms according 
to the common intensive care practices. Special warnings and precautions 
for use: Undesirable effects may be minimised by using the lowest effective 
dose for the shortest possible time necessary to control symptoms. Con-
comitant use of Ibuprofen Exifin with NSAIDs, including cyclooxygenase-2 
selective inhibitors (Coxib), should be avoided. The frequency of the ad-
verse reactions to NSAIDs is increased in elderly patients, especially gastro-
intestinal bleeding and perforation which may be fatal. Gastrointestinal risks: 
GI bleeding, ulceration or perforation, which can be fatal, have been report-
ed during treatment with all NSAIDs with or without warning symptoms or a 
previous history of serious GI events. The risk of GI bleeding, ulceration or 
perforation is higher with increasing NSAID doses, in patients with a history 
of ulcer, particularly if complicated with haemorrhage or perforation and in 
the elderly. These patients should commence treatment on the lowest dose 
available. Combination therapy with protective agents (e.g. misoprostol or 
proton pump inhibitors) should be considered for these patients, and also 
for patients requiring concomitant low dose acetylsalicylic acid (ASA), or 
other drugs likely to increase the gastrointestinal risk). Patients with a history 
of GI toxicity, particularly in the elderly, should report any unusual abdominal 
symptoms (especially GI bleeding) particularly in the initial stages of treat-
ment. Caution should be advised in patients receiving concomitant medica-
tions which could increase the risk of ulceration or bleeding, such as oral 
corticosteroids, anticoagulants such as warfarin, selective serotonin-re-
uptake inhibitors or anti-platelet agents such as acetylsalicylic acid (ASA) 
When GI bleeding or ulceration occurs in patients receiving Ibuprofen B. 
Braun, treatment should be withdrawn NSAIDs should be given with care to 
patients with a history of gastrointestinal disease (ulcerative colitis, Crohn's 
disease) as these conditions may be exacerbated. Cardiovascular and cere-
brovascular effects: Clinical studies suggest that use of ibuprofen, particular-
ly at a high dose (2400 mg/day) may be associated with a small increased 
risk of arterial thrombotic events (for example myocardial infarction or 
stroke). Overall, epidemiological studies do not suggest that low dose ibu-
profen (e.g. ≤ 1200 mg/day) is associated with an increased risk of arterial 
thrombotic events Patients with uncontrolled hypertension, congestive heart 
failure (NYHA II-III), established ischaemic heart disease, peripheral arterial 
disease, and/or cerebrovascular disease should only be treated with ibupro-
fen after careful consideration and high doses (2400 mg/day) should be 
avoided. Careful consideration should also be exercised before initiating 
long-term treatment of patients with risk factors for cardiovascular events 
(e.g. hypertension, hyperlipidaemia, diabetes mellitus, smoking), particular-
ly if high doses of ibuprofen (2400 mg/day) are required. Severe skin reac-
tions: Serious skin reactions, some of them fatal, including exfoliative derma-
titis, Stevens-Johnson syndrome, and toxic epidermal necrolysis have been 
reported very rarely in association with the use of NSAIDs (s). Patients 
appear to be at highest risk for these reactions early in the course of therapy, 
the onset of the reaction occurring in the majority of cases within the first 
month of treatment. Acute generalised exanthematous pustulosis (AGEP) 
has been reported in relation to ibuprofen-containing products. Ibuprofen 
should be discontinued at the first appearance of signs and symptoms of 
severe skin reactions, such as skin rash, mucosal lesions, or any other sign 
of hypersensitivity. Hepatic or renal insufficiency: Ibuprofen should be used 
with caution in patients with a history of liver or kidney disease and especial-
ly during simultaneous treatment with diuretics, as the inhibition of prosta-
glandins can cause fluid retention and renal function impairment. Ibuprofen 
should be administered in these patients, at the lowest dose possible, and 
patient´s renal function should be regularly monitored. In case of dehydra-
tion, ensure sufficient fluid intake. Use special caution in dehydrated pa-
tients, for example due to diarrhoea, such as dehydration could be a trigger 
factor for the development of kidney failure. Regular use of analgesics, espe-

cially when combining of different analgesic substances, can lead to kidney 
damage with the risk of renal insufficiency (analgesic nephropathy). This risk 
is higher in the elderly and patients with renal insufficiency, heart failure, liver 
dysfunction, those taking diuretics or ACE inhibitors. After discontinuing 
NSAID therapy, patient´s pre-treatment condition is usually restored. As with 
other NSAIDs, ibuprofen can cause mild transient increases in some liver 
function parameters as well as significant increases in transaminases. If 
there is a significant increase in these parameters, treatment should be dis-
continued.

Anaphylactoid Reactions
As standard practice during intravenous infusion, close patient monitoring is 
recommended, especially at the beginning of the infusion to detect any ana-
phylactic reaction caused by the active substance or the excipients. Severe 
acute hypersensitivity reactions (e.g. anaphylactic shock) are very rarely ob-
served. At the first signs of a hypersensitivity reaction following the adminis-
tration of Ibuprofen B. Braun, therapy must be stopped and symptomatic 
treatment must be established. Medically required measures, in line with the 
symptoms, must be initiated by specialist personnel. Respiratory disorders: 
Caution is required if this medicinal product is administered to patients suf-
fering from, or with a previous history of, bronchial asthma, chronic rhinitis or 
allergic diseases since NSAIDs have been reported to cause broncho-
spasm, urticaria or angioedema in such patients. Haematological Effects: 
Ibuprofen may temporarily inhibit the blood-platelet function (thrombocyte 
aggregation), increasing the bleeding time and the risk of haemorrhage. Ibu-
profen should only be used with particular caution in patients receiving ASA 
to inhibit platelet aggregation Patients with coagulation disorders or those 
undergoing surgery should therefore be monitored. Special medical vigi-
lance is required for use in patients immediately after undergoing major sur-
gery. During prolonged ibuprofen administration, regular checking of liver 
values, kidney function, and blood counts is required. Ibuprofen should be 
used only after strict assessment of the benefit / risk in patients with congeni-
tal disorder of porphyrin metabolism (e.g. acute intermittent porphyria). 
Through concomitant consumption of alcohol, active substance-related un-
desirable effects, particularly those that concern the gastrointestinal tract or 
the central nervous system, may be increased on use of NSAIDs. Caution is 
required in patients with certain conditions, which may be made worse:
• In patients who react allergically to other substances, as an increased risk 
of hypersensitivity reactions occurring also exists for them on use of this me-
dicinal product.
• In patients who suffer from hay fever, nasal polyps or chronic obstructive 
respiratory disorders, as an increased risk exists for them of allergic reaction 
occurring. These may present as asthma attacks (so-called analgesic 
asthma), Quincke´s oedema or urticaria.

Aseptic Meningitis
Some cases of aseptic meningitis have been reported with the use of ibupro-
fen in patients with systemic lupus erythematosus (SLE). Although it is more 
likely to occur in patients with SLE and related connective tissue diseases, it 
has also been reported income patients who do not have any underlying 
chronic disease. This therefore, should be considered when administering 
this treatment.

Ophthalmological Effects: Blurred or diminished vision, scotomata, and 
changes in colour vision have been reported with oral ibuprofen. Discontin-
ue ibuprofen if the patient develops such complaints, and refer the patient 
for an ophthalmologic examination that includes central visual fields and 
colour vision testing. Others Prolonged use of painkillers may cause head-
ache that must not be treated with increased doses of the medicinal product. 
Exceptionally, varicella can cause serious cutaneous and soft tissues infec-
tious complications. To date, the contributing role of NSAIDs in the worsen-
ing of these infections cannot be ruled out. Thus, it is advisable to avoid use 

of Ibuprofen B. Braun in caseof varicella. Masking of symptoms of underlying 
infections: Ibuprofen can mask symptoms of infection, which may lead to 
delayed initiation of appropriate treatment and thereby worsening the out-
come of the infection. This has been observed in bacterial community ac-
quired pneumonia and bacterial complications to varicella. When ibuprofen 
is administered for fever or pain relief in relation to infection, monitoring of in-
fection is advised. In non-hospital settings, the patient should consult a 
doctor if symptoms persist or worsen.

Interference with laboratory tests:
• bleeding time (may be extended for 1 day after discontinuation of therapy)
• blood glucose concentration (may decrease)
• creatinine clearance (may decrease)
• haematocrit or haemoglobin (may decrease)
• blood levels of urea nitrogen and serum creatinine and potassium (may in-
crease)
• with liver function tests: increased transaminase values
Precautions regarding excipients: 
This medicinal product contains 360 mg sodium per bottle, equivalent to 
18.0 % of the WHO recommended maximum daily intake of 2 g sodium for 
an adult.

INSTRUCTIONS:
Do not store at a temperature above 30ºC. Protect from sunlight

PRESENTATION: 
Exifin 600mg/100ml infusion is available in clear label glass vial with vial 
hanger in a carton.



• A history of bronchospasm, asthma, rhinitis, angioedema or urticaria asso-
ciated with taking acetylsalicylic acid (ASA) or other non-steroidal anti-in-
flammatory drugs (NSAIDs); 
• Conditions involving an increased tendency or active bleeding such as 
thrombocytopenia;
• Active, or history of recurrent peptic ulcer/haemorrhage (two or more dis-
tinct episodes of proven ulceration or bleeding);
• History of gastrointestinal bleeding or perforation, related to previous 
NSAIDs therapy;
• Cerebrovascular or other active bleeding; 
• Severe hepatic or renal insufficiency;
• Severe heart failure (NYHA Class IV); 
• Severe dehydration (caused by vomiting, diarrhoea or insufficient fluid 
intake); 
• Pregnancy, in the last trimester

Other Adverse Reactions: The following frequencies are taken as a basis 
when evaluating undesirable effects:
Very common: ≥ 1/10  
Common: ≥1/100 to < 1/10
Uncommon: ≥1/1,000 to < 1/100 
Rare: ≥1/10,000 to < 1/1,000
Very rare: < 1/10,000 
Not known: frequency cannot be estimated from the available data.
The most commonly observed adverse events are gastrointestinal in nature. 
Peptic ulcers, GI perforation or bleeding, sometimes fatal, may occur partic-
ularly in the elderly. Nausea, vomiting, diarrhoea, flatulence, constipation, 
dyspepsia, abdominal pain, melaena, haematemesis, ulcerative stomatitis, 
exacerbation of colitis and Crohn's disease have been reported following ad-
ministration. Less frequently, gastritis has been observed. Particularly the 
risk of gastrointestinal bleeding occurring is dependent on the dose range 
and the duration of use. Very rarely have been reported severe hypersensi-
tivity reactions (including infusion site reactions, anaphylactic shock) and 
serious cutaneous adverse reactions such as bullous reactions including 
Stevens-Johnson syndrome and toxic epidermal necrolysis (Lyell’s syn-
drome), erythema multiforme and alopecia. Exacerbation of infection-relat-
ed inflammations (e.g. development of necrotising fasciitis) coinciding with 
the use of non-steroidal anti-inflammatory drugs has been described. This is 
possibly associated with the mechanism of action of the non-steroidal an-
ti-inflammatory drugs. Photosensitivity, allergic vasculitis and in exceptional 
cases, severe skin infections and soft-tissue complications may occur 
during a varicella infection Oedema, hypertension and cardiac failure have 
been reported in association with NSAID treatment. Clinical studies suggest 
that use of ibuprofen, particularly at a high dose (2400 mg/day) may be as-
sociated with a small increased risk of arterial thrombotic events (for exam-
ple myocardial infarction or stroke) 

DRUG INTERACTIONS
Other NSAIDs, including COX-2 inhibitors and salicylates: As a result of syn-
ergist effects, the concurrent administration uses of two or more NSAIDs 
may increase the risk of gastrointestinal ulcers and bleeding. Co-administra-
tion of ibuprofen with other NSAIDs should therefore be avoided Concomi-
tant administration of ibuprofen and acetylsalicylic acid is not generally rec-
ommended because of the potential of increased adverse effects. Experi-
mental data suggest that ibuprofen may competitively inhibit the effect of 
low dose acetylsalicylic acid on platelet aggregation when they are dosed 
concomitantly. Although there are uncertainties regarding extrapolation of 
these data to the clinical situation, the possibility that regular, long-term use 
of ibuprofen may reduce the cardioprotective effect of low-dose acetylsali-
cylic acid cannot be excluded. No clinically relevant effect is considered to 
be likely for occasional ibuprofen. Lithium: Co-administration of ibuprofen 
with lithium-containing medicinal products can increase the serum level of 

QUALITATIVE AND QUANTITATIVE DESCRIPTION
Each 100mL vial contains
Ibuprofen...............600mg 

DESCRIPTION
Ibuprofen is indicated in adults for the short-term symptomatic treatment of 
acute moderate pain, when administration by intravenous route is clinically 
justified, when other routes of administration are not possible.

CLINICAL PHARMACOLOGY
Pharmacodynamics 
Pharmacotherapeutic group: Anti-inflammatory and antirheumatic products, 
non-steroids. Propionic acid derivatives. Ibuprofen is a non-steroidal anti-in-
flammatory drug that, in conventional animal-experiment inflammation 
models, has proven to be effective, probably through prostaglandin synthe-
sis inhibition. In humans, ibuprofen has an antipyretic effect, reduces inflam-
matory-related pain and swelling. Furthermore, ibuprofen reversibly inhibits 
ADP- and collagen-induced platelet aggregation. Experimental data suggest 
that ibuprofen may competitively inhibit the effect of low dose acetylsalicylic 
acid on platelet aggregation when they are dosed concomitantly. Some 
pharmacodynamic studies show that when single doses of ibuprofen 400 
mg were taken within 8 h before or within 30 min after immediate release 
acetylsalicylic acid dosing (81 mg), a decreased effect of acetylsalicylic acid 
on the formation of thromboxane or platelet aggregation occurred. Although 
there are uncertainties regarding extrapolation of these data to the clinical 
situation, the possibility that regular, long-term use of ibuprofen may reduce 
the cardioprotective effect of low-dose acetylsalicylic acid cannot be exclud-
ed. No clinically relevant effect is considered to be likely for occasional ibu-
profen use.

Pharmacokinetics
Absorption: Ibuprofen Exifin is administered intravenously, therefore there is 
no absorption process and bioavailability of ibuprofen is 100%. After intrave-
nous administration of ibuprofen in humans, the maximum concentration 
(Cmax) of S- enantiomer (active) and R-enantiomer is reached at approxi-
mately 40 minutes, with a rate of infusion of 30 minutes. Distribution: The es-
timated volume of distribution is 0.11 to 0.21 L / kg. Ibuprofen is extensively 
bound to plasma proteins, primarily albumin.  Biotransformation: Ibuprofen 
is metabolised in the liver into two inactive metabolites, and these together 
with unmetabolized ibuprofen, are excreted by the kidney either as such or 
as conjugates. After an oral application, ibuprofen is already partly absorbed 
in the stomach and then completely in the small intestine. Following hepatic 
metabolisation (hydroxylation, carboxylation), the pharmacologically inac-
tive metabolites are completely eliminated, mainly renally (90 %), but also 
with the bile. Elimination: Excretion by the kidney is rapid and complete. The 
elimination half-life is about 2 hours. Linearity / non-linearity: Ibuprofen 
shows linearity in the area under the curve of plasma concentration-time 
after a single administration of ibuprofen (in a range of 200 800 mg). Phar-
macokinetic/pharmacodynamic relationship (s). There is a correlation be-
tween plasma levels of ibuprofen, its pharmacodynamic properties and 
overall safety profile. Ibuprofen pharmacokinetics is stereoselective after in-
travenous and oral administration. The mechanism of action and pharmacol-

ogy of intravenous ibuprofen do not differ from the mechanism of oral ibu-
profen. Renal impairment: For patients with mild renal impairment, increased 
unbound (S)-ibuprofen, higher AUC values for (S)-ibuprofen and increased 
enantiomeric AUC (S/R) ratios have been reported compared with healthy 
controls. In end-stage renal disease patients receiving dialysis the mean free 
fraction of ibuprofen was about 3% compared with about 1% in healthy vol-
unteers. Severe impairment of renal function may result in accumulation of 
ibuprofen metabolites. The significance of this effect is unknown. The me-
tabolites can be removed by haemodialysis). Hepatic impairment: In cirrhot-
ic patients with moderate hepatic impairment (Child Pugh's score 6-10) 
treated with racemic ibuprofen an average 2-fold prolongation of the half-life 
was observed and the enantiomeric AUC ratio (S/R) was significantly lower 
compared to healthy controls, suggesting an impairment of metabolic inver-
sion of (R)-ibuprofen to the active (S)-enantiomer.
 
INDICATIONS AND USAGE
Ibuprofen Exifin is indicated in adults for the short-term symptomatic treat-
ment of acute moderate pain when administration by intravenous route is 
clinically justified when other routes of administration are not possible.

DOSAGE AND ADMINISTRATION 
Posology: Undesirable effects may be minimised by using the lowest effec-
tive dose for the shortest duration necessary to control symptoms. Use 
should be limited to situations where oral administration is inappropriate. Pa-
tients must switch to oral treatment as soon as this is possible. This medici-
nal product is indicated for short-term acute treatment only and should not 
be used for more than 3 days. Adequate hydration of the patient should be 
maintained to minimize the risk of possible adverse reactions at renal level.
Adults: One dose of 600 mg. If clinically justified, another 600 mg dose can 
be administered after 6 to 8 hours depending on the intensity of the condi-
tion and response to treatment. The maximum total daily dose is 1200 mg.
Elderly patients: Like with all non-steroidal anti-inflammatory drugs (N-
SAIDs), precautions should be taken when treating elderly patients as they, 
are generally more prone to adverse effects and are more likely to have 
renal, hepatic and cardiovascular dysfunction and to be using concomitant 
medications. Specifically, it is recommended to administer the lowest effec-
tive dose for the shortest duration necessary to control symptoms for this 
population. Treatment should be reviewed at regular intervals and discontin-
ued if no benefit is seen or intolerance occurs. Renal insufficiency: Precau-
tions should be taken when NSAIDs are used in patients with renal insuffi-
ciency. In patients with mild or moderate renal impairment the initial dose 
should be reduced and be kept as low as possible for the shortest duration 
necessary to control symptoms and renal function monitored. This medici-
nal product is contraindicated in patients with severe renal insufficiency. He-
patic insufficiency: Precautions should be taken when NSAIDs are used in 
this population although differences in the pharmacokinetic profile have not 
been observed. Patients with mild or moderate hepatic insufficiency should 
start the treatment with reduced doses, the dose should be kept as low as 
possible for the shortest duration necessary and they should be carefully 
monitored. This medicinal product is contraindicated in patients with severe 
hepatic insufficiency. Paediatric population: This medicinal product should 
not be used in children and adolescents. The use of Ibuprofen Exifin has not 
been studied in children and adolescents. Therefore, the safety and efficacy 
have not been established. Method of administration: For intravenous use. 
Ibuprofen Exifin should only be administered by qualified healthcare profes-
sionals in an environment where appropriate equipment is available (during 
treatment). The solution should be administered as an intravenous infusion 
over 30 minutes.

CONTRAINDICATIONS
• Hypersensitivity to the active substance, to other NSAIDs or to any of the 
excipients 

lithium. Checking the serum lithium level is necessary. Cardiac glycosides 
(Digoxin): NSAIDs may exacerbate cardiac failure, reduce glomerular filtra-
tion rate and increase plasma levels of cardiac glycosides. Monitoring of 
serum digoxin is recommended. Phenytoin: Plasmatic levels of phenytoin 
may be increased in the concomitant treatment with ibuprofen and therefore 
the risk of toxicity may increase. Antihypertensive (Diuretics, ACE inhibitors, 
beta-receptor blocking medicines and angiotensin-II antagonists): Diuretics 
and ACE-inhibitors may increase the nephrotoxicity of NSAIDs. NSAIDs can 
reduce the effect of diuretics and other antihypertensive drugs, including 
ACE-inhibitors and beta-blockers. In patients with reduced kidney function 
(e.g. dehydrated patients or elderly patients with reduced kidney function) 
the concomitant use of an ACE inhibitor and angiotensin-II antagonists with 
a cyclo-oxygenase-inhibiting medicinal product can lead to further impair-
ment of kidney function, and up to acute renal failure. This is usually revers-
ible. Such combinations should therefore, only be used with caution, espe-
cially in elderly patients. Patients have to be instructed to drink sufficient 
liquid. Renal function should be measured after the start of concomitant 
therapy, and periodically thereafter. The concomitant administration of ibu-
profen and ACE-inhibitors may lead to hyperkalaemia. Potassium sparing di-
uretics: Concomitant use may cause hyperkalaemia (check of serum potas-
sium is recommended). Captopril: Experimental studies indicate that ibupro-
fen counteracts the effect of captopril of increased sodium excretion. Corti-
costeroids: Increased risk of gastrointestinal ulceration or bleeding.
Anti-platelet agents (e.g. clopidogrel and ticlopidine) and selective serotonin 
reuptake inhibitors (SSRIs): Increased risk of gastrointestinal bleeding. 
NSAIDs should not be combined with ticlopidine due to the risk of an addi-
tive effect in the inhibition of platelet function. Methotrexate: NSAIDs inhibit 
the tubular secretion of methotrexate and certain metabolic interactions may 
occur resulting in decreased clearance of methotrexate. The administration 
of ibuprofen within 24 hours before or after administration of methotrexate 
may lead to an elevated concentration of methotrexate and an increase in its 
toxic effect. Therefore, concomitant use of NSAIDs and high doses of metho-
trexate should be avoided. Also, the potential risk of interactions in low dose 
treatment with methotrexate should be considered, especially in patients 
with impaired renal function. In combined treatment, renal function should 
be monitored. Ciclosporin: The risk of a kidney-damage by ciclosporin is in-
creased by the concomitant administration of certain non-steroidal anti-in-
flammatory drugs. This effect cannot be ruled out for a combination of ciclo-
sporin and ibuprofen either. Anti-coagulants: NSAIDs may enhance the 
effect of anti-coagulants, such as warfarin. In case of simultaneous treat-
ment, monitoring of the coagulation state is recommended. Sulphonylureas: 
NSAIDs can increase the hypoglycaemic effect of sulphonylureas. In the 
case of simultaneous treatment, monitoring of blood glucose levels is rec-
ommended. Tacrolimus:  Elevated risk of nephrotoxicity. Zidovudine:  There 
is evidence of an increased risk of hemarthrosis and haematomas in HIV 
positive haemophilia patients receiving concurrent treatment with zidovu-
dine and ibuprofen. There may be an increased risk of haematoxicity during 
concomitant use of zidovudine and NSAIDs. Probenecid and sulfinpyrazone:
Medicinal products that contain probenecid or sulfinpyrazone may delay the 
excretion of ibuprofen. Quinolone antibiotics: Animal data indicate that 
NSAIDs can increase the risk of convulsions associated with quinolone anti-
biotics. Patients taking NSAIDs and quinolones may have an increased risk 
of developing convulsions. CYP2C9 Inhibitors: Concomitant administration 
of ibuprofen with CYP2C9 inhibitors may increase the exposure to ibuprofen 
(CYP2C9 substrate). In a study with voriconazole and fluconazole (CYP2C9 
inhibitors), an increased S(+)-ibuprofen exposure by approximately 80 
to100% has been shown. Reduction of the ibuprofen dose should be con-
sidered when potent CYP2C9 inhibitors are administered concomitantly, 
particularly when high-dose ibuprofen is administered with either 
voriconazole or fluconazole. Mifepristone: If NSAIDs are used within 8-12 
days after the mifepristone administration, they may decrease the effect of 
mifepristone. Alcohol: The use of ibuprofen in individuals with chronic alco-

hol consumption (14-20 drinks/week or more) should be avoided due to  in-
creased risk of significant GI adverse effects, including bleeding. Aminogly-
cosides: NSAIDs may decrease the excretion of aminoglycosides and in-
crease their toxicity. Herbal extracts: Ginkgo biloba may potentiate the risk of 
bleeding with NSAIDs.

USE IN SPECIFIC POPULATIONS
Fertility, pregnancy and lactation
Pregnancy: Inhibition of prostaglandin synthesis may adversely affect the 
pregnancy and/or the embryo/foetal development. Data from epidemiologi-
cal studies suggest an increased risk of miscarriage and of cardiac malfor-
mation and gastroschisis after use of a prostaglandin synthesis inhibitor in 
early pregnancy. The absolute risk for cardiovascular malformation was in-
creased from less than 1%, up to approximately 1.5%. The risk is believed to 
increase with dose and duration of therapy. In animals, administration of a 
prostaglandin synthesis inhibitor has been shown to result in increased pre- 
and post-implantation loss and embryo-foetal lethality. In addition, increased 
incidences of various malformations, including cardiovascular, have been 
reported in animals given a prostaglandin synthesis inhibitor during the or-
ganogenetic period. From the 20th week of pregnancy onward, ibuprofen 
use may cause oligohydramnios resulting from foetal renal dysfunction. This 
may occur shortly after treatment initiation and is usually reversible upon 
discontinuation. In addition, there have been reports of ductus arteriosus 
constriction following treatment in the second trimester, most of which re-
solved after treatment cessation. Therefore, during the first and second tri-
mester of pregnancy, ibuprofen should not be given unless clearly neces-
sary. If ibuprofen is used by a woman attempting to conceive or during the 
first and second trimester of pregnancy, the dose should be kept as low and 
duration of treatment as short as possible. Although IV ibuprofen is only indi-
cated for up to 3 days treatment, antenatal monitoring for oligohydramnios 
and ductus arteriosus constriction should be considered after exposure to 
ibuprofen for several days from gestational week 20 onward. Ibuprofen 
should be discontinued if oligohydramnios or ductus arteriosus constriction 
are found. During the third trimester of pregnancy, all prostaglandin synthe-
sis inhibitors: - may expose the foetus to: 
• cardiopulmonary toxicity (premature constriction/ closure of the ductus ar-
teriosus and pulmonary hypertension);
• renal dysfunction (see above);
 - may expose the mother and the neonate, at the end of the pregnancy, to: 
• possible prolongation of bleeding time, an anti-aggregating effect which 
may occur even at very low doses; 
• inhibition of uterine contractions resulting in delayed or prolonged labour. 
Consequently, ibuprofen use is contraindicated during the third trimester of 
pregnancy.
Breast-feeding: Ibuprofen and its metabolites can pass in low concentra-
tions into the breast milk. No harmful effects to infants are known to date, so 
for short-term treatment with lower doses interruption of breast-feeding 
would generally not be necessary, however it is recommended to interrupt 
breast feeding when using higher doses than 1200 mg daily or longer peri-
ods due to the potential to inhibit prostaglandin synthesis in the neonate. 
Fertility: The use of ibuprofen may impair female fertility and is not recom-
mended in women attempting to conceive. In women who have difficulties 
conceiving or who are undergoing investigation of infertility, withdrawal of 
ibuprofen should be considered.

OVERDOSAGE
Symptoms: Central nervous system disturbances include headache, confu-
sion, nystagmus, tinnitus, dizziness, light-headedness, unconsciousness, 
convulsions (mainly in children) and ataxia, as well as abdominal pain, 
nausea and vomiting, may occur as symptoms of an overdose. In addition, 
gastrointestinal bleeding, as well as functional disturbances of the liver and 
kidneys, is possible. There may furthermore be hypotension, hyperkalae-

mia, hypothermia, respiratory depression and cyanosis. In serious poison-
ing, metabolic acidosis may occur. Treatment: Treatment is symptomatic and 
there is no specific antidote. The therapeutic possibilities for treatment of in-
toxication are dictated by the extent, level and clinical symptoms according 
to the common intensive care practices. Special warnings and precautions 
for use: Undesirable effects may be minimised by using the lowest effective 
dose for the shortest possible time necessary to control symptoms. Con-
comitant use of Ibuprofen Exifin with NSAIDs, including cyclooxygenase-2 
selective inhibitors (Coxib), should be avoided. The frequency of the ad-
verse reactions to NSAIDs is increased in elderly patients, especially gastro-
intestinal bleeding and perforation which may be fatal. Gastrointestinal risks: 
GI bleeding, ulceration or perforation, which can be fatal, have been report-
ed during treatment with all NSAIDs with or without warning symptoms or a 
previous history of serious GI events. The risk of GI bleeding, ulceration or 
perforation is higher with increasing NSAID doses, in patients with a history 
of ulcer, particularly if complicated with haemorrhage or perforation and in 
the elderly. These patients should commence treatment on the lowest dose 
available. Combination therapy with protective agents (e.g. misoprostol or 
proton pump inhibitors) should be considered for these patients, and also 
for patients requiring concomitant low dose acetylsalicylic acid (ASA), or 
other drugs likely to increase the gastrointestinal risk). Patients with a history 
of GI toxicity, particularly in the elderly, should report any unusual abdominal 
symptoms (especially GI bleeding) particularly in the initial stages of treat-
ment. Caution should be advised in patients receiving concomitant medica-
tions which could increase the risk of ulceration or bleeding, such as oral 
corticosteroids, anticoagulants such as warfarin, selective serotonin-re-
uptake inhibitors or anti-platelet agents such as acetylsalicylic acid (ASA) 
When GI bleeding or ulceration occurs in patients receiving Ibuprofen B. 
Braun, treatment should be withdrawn NSAIDs should be given with care to 
patients with a history of gastrointestinal disease (ulcerative colitis, Crohn's 
disease) as these conditions may be exacerbated. Cardiovascular and cere-
brovascular effects: Clinical studies suggest that use of ibuprofen, particular-
ly at a high dose (2400 mg/day) may be associated with a small increased 
risk of arterial thrombotic events (for example myocardial infarction or 
stroke). Overall, epidemiological studies do not suggest that low dose ibu-
profen (e.g. ≤ 1200 mg/day) is associated with an increased risk of arterial 
thrombotic events Patients with uncontrolled hypertension, congestive heart 
failure (NYHA II-III), established ischaemic heart disease, peripheral arterial 
disease, and/or cerebrovascular disease should only be treated with ibupro-
fen after careful consideration and high doses (2400 mg/day) should be 
avoided. Careful consideration should also be exercised before initiating 
long-term treatment of patients with risk factors for cardiovascular events 
(e.g. hypertension, hyperlipidaemia, diabetes mellitus, smoking), particular-
ly if high doses of ibuprofen (2400 mg/day) are required. Severe skin reac-
tions: Serious skin reactions, some of them fatal, including exfoliative derma-
titis, Stevens-Johnson syndrome, and toxic epidermal necrolysis have been 
reported very rarely in association with the use of NSAIDs (s). Patients 
appear to be at highest risk for these reactions early in the course of therapy, 
the onset of the reaction occurring in the majority of cases within the first 
month of treatment. Acute generalised exanthematous pustulosis (AGEP) 
has been reported in relation to ibuprofen-containing products. Ibuprofen 
should be discontinued at the first appearance of signs and symptoms of 
severe skin reactions, such as skin rash, mucosal lesions, or any other sign 
of hypersensitivity. Hepatic or renal insufficiency: Ibuprofen should be used 
with caution in patients with a history of liver or kidney disease and especial-
ly during simultaneous treatment with diuretics, as the inhibition of prosta-
glandins can cause fluid retention and renal function impairment. Ibuprofen 
should be administered in these patients, at the lowest dose possible, and 
patient´s renal function should be regularly monitored. In case of dehydra-
tion, ensure sufficient fluid intake. Use special caution in dehydrated pa-
tients, for example due to diarrhoea, such as dehydration could be a trigger 
factor for the development of kidney failure. Regular use of analgesics, espe-

cially when combining of different analgesic substances, can lead to kidney 
damage with the risk of renal insufficiency (analgesic nephropathy). This risk 
is higher in the elderly and patients with renal insufficiency, heart failure, liver 
dysfunction, those taking diuretics or ACE inhibitors. After discontinuing 
NSAID therapy, patient´s pre-treatment condition is usually restored. As with 
other NSAIDs, ibuprofen can cause mild transient increases in some liver 
function parameters as well as significant increases in transaminases. If 
there is a significant increase in these parameters, treatment should be dis-
continued.

Anaphylactoid Reactions
As standard practice during intravenous infusion, close patient monitoring is 
recommended, especially at the beginning of the infusion to detect any ana-
phylactic reaction caused by the active substance or the excipients. Severe 
acute hypersensitivity reactions (e.g. anaphylactic shock) are very rarely ob-
served. At the first signs of a hypersensitivity reaction following the adminis-
tration of Ibuprofen B. Braun, therapy must be stopped and symptomatic 
treatment must be established. Medically required measures, in line with the 
symptoms, must be initiated by specialist personnel. Respiratory disorders: 
Caution is required if this medicinal product is administered to patients suf-
fering from, or with a previous history of, bronchial asthma, chronic rhinitis or 
allergic diseases since NSAIDs have been reported to cause broncho-
spasm, urticaria or angioedema in such patients. Haematological Effects: 
Ibuprofen may temporarily inhibit the blood-platelet function (thrombocyte 
aggregation), increasing the bleeding time and the risk of haemorrhage. Ibu-
profen should only be used with particular caution in patients receiving ASA 
to inhibit platelet aggregation Patients with coagulation disorders or those 
undergoing surgery should therefore be monitored. Special medical vigi-
lance is required for use in patients immediately after undergoing major sur-
gery. During prolonged ibuprofen administration, regular checking of liver 
values, kidney function, and blood counts is required. Ibuprofen should be 
used only after strict assessment of the benefit / risk in patients with congeni-
tal disorder of porphyrin metabolism (e.g. acute intermittent porphyria). 
Through concomitant consumption of alcohol, active substance-related un-
desirable effects, particularly those that concern the gastrointestinal tract or 
the central nervous system, may be increased on use of NSAIDs. Caution is 
required in patients with certain conditions, which may be made worse:
• In patients who react allergically to other substances, as an increased risk 
of hypersensitivity reactions occurring also exists for them on use of this me-
dicinal product.
• In patients who suffer from hay fever, nasal polyps or chronic obstructive 
respiratory disorders, as an increased risk exists for them of allergic reaction 
occurring. These may present as asthma attacks (so-called analgesic 
asthma), Quincke´s oedema or urticaria.

Aseptic Meningitis
Some cases of aseptic meningitis have been reported with the use of ibupro-
fen in patients with systemic lupus erythematosus (SLE). Although it is more 
likely to occur in patients with SLE and related connective tissue diseases, it 
has also been reported income patients who do not have any underlying 
chronic disease. This therefore, should be considered when administering 
this treatment.

Ophthalmological Effects: Blurred or diminished vision, scotomata, and 
changes in colour vision have been reported with oral ibuprofen. Discontin-
ue ibuprofen if the patient develops such complaints, and refer the patient 
for an ophthalmologic examination that includes central visual fields and 
colour vision testing. Others Prolonged use of painkillers may cause head-
ache that must not be treated with increased doses of the medicinal product. 
Exceptionally, varicella can cause serious cutaneous and soft tissues infec-
tious complications. To date, the contributing role of NSAIDs in the worsen-
ing of these infections cannot be ruled out. Thus, it is advisable to avoid use 

of Ibuprofen B. Braun in caseof varicella. Masking of symptoms of underlying 
infections: Ibuprofen can mask symptoms of infection, which may lead to 
delayed initiation of appropriate treatment and thereby worsening the out-
come of the infection. This has been observed in bacterial community ac-
quired pneumonia and bacterial complications to varicella. When ibuprofen 
is administered for fever or pain relief in relation to infection, monitoring of in-
fection is advised. In non-hospital settings, the patient should consult a 
doctor if symptoms persist or worsen.

Interference with laboratory tests:
• bleeding time (may be extended for 1 day after discontinuation of therapy)
• blood glucose concentration (may decrease)
• creatinine clearance (may decrease)
• haematocrit or haemoglobin (may decrease)
• blood levels of urea nitrogen and serum creatinine and potassium (may in-
crease)
• with liver function tests: increased transaminase values
Precautions regarding excipients: 
This medicinal product contains 360 mg sodium per bottle, equivalent to 
18.0 % of the WHO recommended maximum daily intake of 2 g sodium for 
an adult.

INSTRUCTIONS:
Do not store at a temperature above 30ºC. Protect from sunlight

PRESENTATION: 
Exifin 600mg/100ml infusion is available in clear label glass vial with vial 
hanger in a carton.



• A history of bronchospasm, asthma, rhinitis, angioedema or urticaria asso-
ciated with taking acetylsalicylic acid (ASA) or other non-steroidal anti-in-
flammatory drugs (NSAIDs); 
• Conditions involving an increased tendency or active bleeding such as 
thrombocytopenia;
• Active, or history of recurrent peptic ulcer/haemorrhage (two or more dis-
tinct episodes of proven ulceration or bleeding);
• History of gastrointestinal bleeding or perforation, related to previous 
NSAIDs therapy;
• Cerebrovascular or other active bleeding; 
• Severe hepatic or renal insufficiency;
• Severe heart failure (NYHA Class IV); 
• Severe dehydration (caused by vomiting, diarrhoea or insufficient fluid 
intake); 
• Pregnancy, in the last trimester

Other Adverse Reactions: The following frequencies are taken as a basis 
when evaluating undesirable effects:
Very common: ≥ 1/10  
Common: ≥1/100 to < 1/10
Uncommon: ≥1/1,000 to < 1/100 
Rare: ≥1/10,000 to < 1/1,000
Very rare: < 1/10,000 
Not known: frequency cannot be estimated from the available data.
The most commonly observed adverse events are gastrointestinal in nature. 
Peptic ulcers, GI perforation or bleeding, sometimes fatal, may occur partic-
ularly in the elderly. Nausea, vomiting, diarrhoea, flatulence, constipation, 
dyspepsia, abdominal pain, melaena, haematemesis, ulcerative stomatitis, 
exacerbation of colitis and Crohn's disease have been reported following ad-
ministration. Less frequently, gastritis has been observed. Particularly the 
risk of gastrointestinal bleeding occurring is dependent on the dose range 
and the duration of use. Very rarely have been reported severe hypersensi-
tivity reactions (including infusion site reactions, anaphylactic shock) and 
serious cutaneous adverse reactions such as bullous reactions including 
Stevens-Johnson syndrome and toxic epidermal necrolysis (Lyell’s syn-
drome), erythema multiforme and alopecia. Exacerbation of infection-relat-
ed inflammations (e.g. development of necrotising fasciitis) coinciding with 
the use of non-steroidal anti-inflammatory drugs has been described. This is 
possibly associated with the mechanism of action of the non-steroidal an-
ti-inflammatory drugs. Photosensitivity, allergic vasculitis and in exceptional 
cases, severe skin infections and soft-tissue complications may occur 
during a varicella infection Oedema, hypertension and cardiac failure have 
been reported in association with NSAID treatment. Clinical studies suggest 
that use of ibuprofen, particularly at a high dose (2400 mg/day) may be as-
sociated with a small increased risk of arterial thrombotic events (for exam-
ple myocardial infarction or stroke) 

DRUG INTERACTIONS
Other NSAIDs, including COX-2 inhibitors and salicylates: As a result of syn-
ergist effects, the concurrent administration uses of two or more NSAIDs 
may increase the risk of gastrointestinal ulcers and bleeding. Co-administra-
tion of ibuprofen with other NSAIDs should therefore be avoided Concomi-
tant administration of ibuprofen and acetylsalicylic acid is not generally rec-
ommended because of the potential of increased adverse effects. Experi-
mental data suggest that ibuprofen may competitively inhibit the effect of 
low dose acetylsalicylic acid on platelet aggregation when they are dosed 
concomitantly. Although there are uncertainties regarding extrapolation of 
these data to the clinical situation, the possibility that regular, long-term use 
of ibuprofen may reduce the cardioprotective effect of low-dose acetylsali-
cylic acid cannot be excluded. No clinically relevant effect is considered to 
be likely for occasional ibuprofen. Lithium: Co-administration of ibuprofen 
with lithium-containing medicinal products can increase the serum level of 

QUALITATIVE AND QUANTITATIVE DESCRIPTION
Each 100mL vial contains
Ibuprofen...............600mg 

DESCRIPTION
Ibuprofen is indicated in adults for the short-term symptomatic treatment of 
acute moderate pain, when administration by intravenous route is clinically 
justified, when other routes of administration are not possible.

CLINICAL PHARMACOLOGY
Pharmacodynamics 
Pharmacotherapeutic group: Anti-inflammatory and antirheumatic products, 
non-steroids. Propionic acid derivatives. Ibuprofen is a non-steroidal anti-in-
flammatory drug that, in conventional animal-experiment inflammation 
models, has proven to be effective, probably through prostaglandin synthe-
sis inhibition. In humans, ibuprofen has an antipyretic effect, reduces inflam-
matory-related pain and swelling. Furthermore, ibuprofen reversibly inhibits 
ADP- and collagen-induced platelet aggregation. Experimental data suggest 
that ibuprofen may competitively inhibit the effect of low dose acetylsalicylic 
acid on platelet aggregation when they are dosed concomitantly. Some 
pharmacodynamic studies show that when single doses of ibuprofen 400 
mg were taken within 8 h before or within 30 min after immediate release 
acetylsalicylic acid dosing (81 mg), a decreased effect of acetylsalicylic acid 
on the formation of thromboxane or platelet aggregation occurred. Although 
there are uncertainties regarding extrapolation of these data to the clinical 
situation, the possibility that regular, long-term use of ibuprofen may reduce 
the cardioprotective effect of low-dose acetylsalicylic acid cannot be exclud-
ed. No clinically relevant effect is considered to be likely for occasional ibu-
profen use.

Pharmacokinetics
Absorption: Ibuprofen Exifin is administered intravenously, therefore there is 
no absorption process and bioavailability of ibuprofen is 100%. After intrave-
nous administration of ibuprofen in humans, the maximum concentration 
(Cmax) of S- enantiomer (active) and R-enantiomer is reached at approxi-
mately 40 minutes, with a rate of infusion of 30 minutes. Distribution: The es-
timated volume of distribution is 0.11 to 0.21 L / kg. Ibuprofen is extensively 
bound to plasma proteins, primarily albumin.  Biotransformation: Ibuprofen 
is metabolised in the liver into two inactive metabolites, and these together 
with unmetabolized ibuprofen, are excreted by the kidney either as such or 
as conjugates. After an oral application, ibuprofen is already partly absorbed 
in the stomach and then completely in the small intestine. Following hepatic 
metabolisation (hydroxylation, carboxylation), the pharmacologically inac-
tive metabolites are completely eliminated, mainly renally (90 %), but also 
with the bile. Elimination: Excretion by the kidney is rapid and complete. The 
elimination half-life is about 2 hours. Linearity / non-linearity: Ibuprofen 
shows linearity in the area under the curve of plasma concentration-time 
after a single administration of ibuprofen (in a range of 200 800 mg). Phar-
macokinetic/pharmacodynamic relationship (s). There is a correlation be-
tween plasma levels of ibuprofen, its pharmacodynamic properties and 
overall safety profile. Ibuprofen pharmacokinetics is stereoselective after in-
travenous and oral administration. The mechanism of action and pharmacol-

ogy of intravenous ibuprofen do not differ from the mechanism of oral ibu-
profen. Renal impairment: For patients with mild renal impairment, increased 
unbound (S)-ibuprofen, higher AUC values for (S)-ibuprofen and increased 
enantiomeric AUC (S/R) ratios have been reported compared with healthy 
controls. In end-stage renal disease patients receiving dialysis the mean free 
fraction of ibuprofen was about 3% compared with about 1% in healthy vol-
unteers. Severe impairment of renal function may result in accumulation of 
ibuprofen metabolites. The significance of this effect is unknown. The me-
tabolites can be removed by haemodialysis). Hepatic impairment: In cirrhot-
ic patients with moderate hepatic impairment (Child Pugh's score 6-10) 
treated with racemic ibuprofen an average 2-fold prolongation of the half-life 
was observed and the enantiomeric AUC ratio (S/R) was significantly lower 
compared to healthy controls, suggesting an impairment of metabolic inver-
sion of (R)-ibuprofen to the active (S)-enantiomer.
 
INDICATIONS AND USAGE
Ibuprofen Exifin is indicated in adults for the short-term symptomatic treat-
ment of acute moderate pain when administration by intravenous route is 
clinically justified when other routes of administration are not possible.

DOSAGE AND ADMINISTRATION 
Posology: Undesirable effects may be minimised by using the lowest effec-
tive dose for the shortest duration necessary to control symptoms. Use 
should be limited to situations where oral administration is inappropriate. Pa-
tients must switch to oral treatment as soon as this is possible. This medici-
nal product is indicated for short-term acute treatment only and should not 
be used for more than 3 days. Adequate hydration of the patient should be 
maintained to minimize the risk of possible adverse reactions at renal level.
Adults: One dose of 600 mg. If clinically justified, another 600 mg dose can 
be administered after 6 to 8 hours depending on the intensity of the condi-
tion and response to treatment. The maximum total daily dose is 1200 mg.
Elderly patients: Like with all non-steroidal anti-inflammatory drugs (N-
SAIDs), precautions should be taken when treating elderly patients as they, 
are generally more prone to adverse effects and are more likely to have 
renal, hepatic and cardiovascular dysfunction and to be using concomitant 
medications. Specifically, it is recommended to administer the lowest effec-
tive dose for the shortest duration necessary to control symptoms for this 
population. Treatment should be reviewed at regular intervals and discontin-
ued if no benefit is seen or intolerance occurs. Renal insufficiency: Precau-
tions should be taken when NSAIDs are used in patients with renal insuffi-
ciency. In patients with mild or moderate renal impairment the initial dose 
should be reduced and be kept as low as possible for the shortest duration 
necessary to control symptoms and renal function monitored. This medici-
nal product is contraindicated in patients with severe renal insufficiency. He-
patic insufficiency: Precautions should be taken when NSAIDs are used in 
this population although differences in the pharmacokinetic profile have not 
been observed. Patients with mild or moderate hepatic insufficiency should 
start the treatment with reduced doses, the dose should be kept as low as 
possible for the shortest duration necessary and they should be carefully 
monitored. This medicinal product is contraindicated in patients with severe 
hepatic insufficiency. Paediatric population: This medicinal product should 
not be used in children and adolescents. The use of Ibuprofen Exifin has not 
been studied in children and adolescents. Therefore, the safety and efficacy 
have not been established. Method of administration: For intravenous use. 
Ibuprofen Exifin should only be administered by qualified healthcare profes-
sionals in an environment where appropriate equipment is available (during 
treatment). The solution should be administered as an intravenous infusion 
over 30 minutes.

CONTRAINDICATIONS
• Hypersensitivity to the active substance, to other NSAIDs or to any of the 
excipients 

lithium. Checking the serum lithium level is necessary. Cardiac glycosides 
(Digoxin): NSAIDs may exacerbate cardiac failure, reduce glomerular filtra-
tion rate and increase plasma levels of cardiac glycosides. Monitoring of 
serum digoxin is recommended. Phenytoin: Plasmatic levels of phenytoin 
may be increased in the concomitant treatment with ibuprofen and therefore 
the risk of toxicity may increase. Antihypertensive (Diuretics, ACE inhibitors, 
beta-receptor blocking medicines and angiotensin-II antagonists): Diuretics 
and ACE-inhibitors may increase the nephrotoxicity of NSAIDs. NSAIDs can 
reduce the effect of diuretics and other antihypertensive drugs, including 
ACE-inhibitors and beta-blockers. In patients with reduced kidney function 
(e.g. dehydrated patients or elderly patients with reduced kidney function) 
the concomitant use of an ACE inhibitor and angiotensin-II antagonists with 
a cyclo-oxygenase-inhibiting medicinal product can lead to further impair-
ment of kidney function, and up to acute renal failure. This is usually revers-
ible. Such combinations should therefore, only be used with caution, espe-
cially in elderly patients. Patients have to be instructed to drink sufficient 
liquid. Renal function should be measured after the start of concomitant 
therapy, and periodically thereafter. The concomitant administration of ibu-
profen and ACE-inhibitors may lead to hyperkalaemia. Potassium sparing di-
uretics: Concomitant use may cause hyperkalaemia (check of serum potas-
sium is recommended). Captopril: Experimental studies indicate that ibupro-
fen counteracts the effect of captopril of increased sodium excretion. Corti-
costeroids: Increased risk of gastrointestinal ulceration or bleeding.
Anti-platelet agents (e.g. clopidogrel and ticlopidine) and selective serotonin 
reuptake inhibitors (SSRIs): Increased risk of gastrointestinal bleeding. 
NSAIDs should not be combined with ticlopidine due to the risk of an addi-
tive effect in the inhibition of platelet function. Methotrexate: NSAIDs inhibit 
the tubular secretion of methotrexate and certain metabolic interactions may 
occur resulting in decreased clearance of methotrexate. The administration 
of ibuprofen within 24 hours before or after administration of methotrexate 
may lead to an elevated concentration of methotrexate and an increase in its 
toxic effect. Therefore, concomitant use of NSAIDs and high doses of metho-
trexate should be avoided. Also, the potential risk of interactions in low dose 
treatment with methotrexate should be considered, especially in patients 
with impaired renal function. In combined treatment, renal function should 
be monitored. Ciclosporin: The risk of a kidney-damage by ciclosporin is in-
creased by the concomitant administration of certain non-steroidal anti-in-
flammatory drugs. This effect cannot be ruled out for a combination of ciclo-
sporin and ibuprofen either. Anti-coagulants: NSAIDs may enhance the 
effect of anti-coagulants, such as warfarin. In case of simultaneous treat-
ment, monitoring of the coagulation state is recommended. Sulphonylureas: 
NSAIDs can increase the hypoglycaemic effect of sulphonylureas. In the 
case of simultaneous treatment, monitoring of blood glucose levels is rec-
ommended. Tacrolimus:  Elevated risk of nephrotoxicity. Zidovudine:  There 
is evidence of an increased risk of hemarthrosis and haematomas in HIV 
positive haemophilia patients receiving concurrent treatment with zidovu-
dine and ibuprofen. There may be an increased risk of haematoxicity during 
concomitant use of zidovudine and NSAIDs. Probenecid and sulfinpyrazone:
Medicinal products that contain probenecid or sulfinpyrazone may delay the 
excretion of ibuprofen. Quinolone antibiotics: Animal data indicate that 
NSAIDs can increase the risk of convulsions associated with quinolone anti-
biotics. Patients taking NSAIDs and quinolones may have an increased risk 
of developing convulsions. CYP2C9 Inhibitors: Concomitant administration 
of ibuprofen with CYP2C9 inhibitors may increase the exposure to ibuprofen 
(CYP2C9 substrate). In a study with voriconazole and fluconazole (CYP2C9 
inhibitors), an increased S(+)-ibuprofen exposure by approximately 80 
to100% has been shown. Reduction of the ibuprofen dose should be con-
sidered when potent CYP2C9 inhibitors are administered concomitantly, 
particularly when high-dose ibuprofen is administered with either 
voriconazole or fluconazole. Mifepristone: If NSAIDs are used within 8-12 
days after the mifepristone administration, they may decrease the effect of 
mifepristone. Alcohol: The use of ibuprofen in individuals with chronic alco-

hol consumption (14-20 drinks/week or more) should be avoided due to  in-
creased risk of significant GI adverse effects, including bleeding. Aminogly-
cosides: NSAIDs may decrease the excretion of aminoglycosides and in-
crease their toxicity. Herbal extracts: Ginkgo biloba may potentiate the risk of 
bleeding with NSAIDs.

USE IN SPECIFIC POPULATIONS
Fertility, pregnancy and lactation
Pregnancy: Inhibition of prostaglandin synthesis may adversely affect the 
pregnancy and/or the embryo/foetal development. Data from epidemiologi-
cal studies suggest an increased risk of miscarriage and of cardiac malfor-
mation and gastroschisis after use of a prostaglandin synthesis inhibitor in 
early pregnancy. The absolute risk for cardiovascular malformation was in-
creased from less than 1%, up to approximately 1.5%. The risk is believed to 
increase with dose and duration of therapy. In animals, administration of a 
prostaglandin synthesis inhibitor has been shown to result in increased pre- 
and post-implantation loss and embryo-foetal lethality. In addition, increased 
incidences of various malformations, including cardiovascular, have been 
reported in animals given a prostaglandin synthesis inhibitor during the or-
ganogenetic period. From the 20th week of pregnancy onward, ibuprofen 
use may cause oligohydramnios resulting from foetal renal dysfunction. This 
may occur shortly after treatment initiation and is usually reversible upon 
discontinuation. In addition, there have been reports of ductus arteriosus 
constriction following treatment in the second trimester, most of which re-
solved after treatment cessation. Therefore, during the first and second tri-
mester of pregnancy, ibuprofen should not be given unless clearly neces-
sary. If ibuprofen is used by a woman attempting to conceive or during the 
first and second trimester of pregnancy, the dose should be kept as low and 
duration of treatment as short as possible. Although IV ibuprofen is only indi-
cated for up to 3 days treatment, antenatal monitoring for oligohydramnios 
and ductus arteriosus constriction should be considered after exposure to 
ibuprofen for several days from gestational week 20 onward. Ibuprofen 
should be discontinued if oligohydramnios or ductus arteriosus constriction 
are found. During the third trimester of pregnancy, all prostaglandin synthe-
sis inhibitors: - may expose the foetus to: 
• cardiopulmonary toxicity (premature constriction/ closure of the ductus ar-
teriosus and pulmonary hypertension);
• renal dysfunction (see above);
 - may expose the mother and the neonate, at the end of the pregnancy, to: 
• possible prolongation of bleeding time, an anti-aggregating effect which 
may occur even at very low doses; 
• inhibition of uterine contractions resulting in delayed or prolonged labour. 
Consequently, ibuprofen use is contraindicated during the third trimester of 
pregnancy.
Breast-feeding: Ibuprofen and its metabolites can pass in low concentra-
tions into the breast milk. No harmful effects to infants are known to date, so 
for short-term treatment with lower doses interruption of breast-feeding 
would generally not be necessary, however it is recommended to interrupt 
breast feeding when using higher doses than 1200 mg daily or longer peri-
ods due to the potential to inhibit prostaglandin synthesis in the neonate. 
Fertility: The use of ibuprofen may impair female fertility and is not recom-
mended in women attempting to conceive. In women who have difficulties 
conceiving or who are undergoing investigation of infertility, withdrawal of 
ibuprofen should be considered.

OVERDOSAGE
Symptoms: Central nervous system disturbances include headache, confu-
sion, nystagmus, tinnitus, dizziness, light-headedness, unconsciousness, 
convulsions (mainly in children) and ataxia, as well as abdominal pain, 
nausea and vomiting, may occur as symptoms of an overdose. In addition, 
gastrointestinal bleeding, as well as functional disturbances of the liver and 
kidneys, is possible. There may furthermore be hypotension, hyperkalae-

mia, hypothermia, respiratory depression and cyanosis. In serious poison-
ing, metabolic acidosis may occur. Treatment: Treatment is symptomatic and 
there is no specific antidote. The therapeutic possibilities for treatment of in-
toxication are dictated by the extent, level and clinical symptoms according 
to the common intensive care practices. Special warnings and precautions 
for use: Undesirable effects may be minimised by using the lowest effective 
dose for the shortest possible time necessary to control symptoms. Con-
comitant use of Ibuprofen Exifin with NSAIDs, including cyclooxygenase-2 
selective inhibitors (Coxib), should be avoided. The frequency of the ad-
verse reactions to NSAIDs is increased in elderly patients, especially gastro-
intestinal bleeding and perforation which may be fatal. Gastrointestinal risks: 
GI bleeding, ulceration or perforation, which can be fatal, have been report-
ed during treatment with all NSAIDs with or without warning symptoms or a 
previous history of serious GI events. The risk of GI bleeding, ulceration or 
perforation is higher with increasing NSAID doses, in patients with a history 
of ulcer, particularly if complicated with haemorrhage or perforation and in 
the elderly. These patients should commence treatment on the lowest dose 
available. Combination therapy with protective agents (e.g. misoprostol or 
proton pump inhibitors) should be considered for these patients, and also 
for patients requiring concomitant low dose acetylsalicylic acid (ASA), or 
other drugs likely to increase the gastrointestinal risk). Patients with a history 
of GI toxicity, particularly in the elderly, should report any unusual abdominal 
symptoms (especially GI bleeding) particularly in the initial stages of treat-
ment. Caution should be advised in patients receiving concomitant medica-
tions which could increase the risk of ulceration or bleeding, such as oral 
corticosteroids, anticoagulants such as warfarin, selective serotonin-re-
uptake inhibitors or anti-platelet agents such as acetylsalicylic acid (ASA) 
When GI bleeding or ulceration occurs in patients receiving Ibuprofen B. 
Braun, treatment should be withdrawn NSAIDs should be given with care to 
patients with a history of gastrointestinal disease (ulcerative colitis, Crohn's 
disease) as these conditions may be exacerbated. Cardiovascular and cere-
brovascular effects: Clinical studies suggest that use of ibuprofen, particular-
ly at a high dose (2400 mg/day) may be associated with a small increased 
risk of arterial thrombotic events (for example myocardial infarction or 
stroke). Overall, epidemiological studies do not suggest that low dose ibu-
profen (e.g. ≤ 1200 mg/day) is associated with an increased risk of arterial 
thrombotic events Patients with uncontrolled hypertension, congestive heart 
failure (NYHA II-III), established ischaemic heart disease, peripheral arterial 
disease, and/or cerebrovascular disease should only be treated with ibupro-
fen after careful consideration and high doses (2400 mg/day) should be 
avoided. Careful consideration should also be exercised before initiating 
long-term treatment of patients with risk factors for cardiovascular events 
(e.g. hypertension, hyperlipidaemia, diabetes mellitus, smoking), particular-
ly if high doses of ibuprofen (2400 mg/day) are required. Severe skin reac-
tions: Serious skin reactions, some of them fatal, including exfoliative derma-
titis, Stevens-Johnson syndrome, and toxic epidermal necrolysis have been 
reported very rarely in association with the use of NSAIDs (s). Patients 
appear to be at highest risk for these reactions early in the course of therapy, 
the onset of the reaction occurring in the majority of cases within the first 
month of treatment. Acute generalised exanthematous pustulosis (AGEP) 
has been reported in relation to ibuprofen-containing products. Ibuprofen 
should be discontinued at the first appearance of signs and symptoms of 
severe skin reactions, such as skin rash, mucosal lesions, or any other sign 
of hypersensitivity. Hepatic or renal insufficiency: Ibuprofen should be used 
with caution in patients with a history of liver or kidney disease and especial-
ly during simultaneous treatment with diuretics, as the inhibition of prosta-
glandins can cause fluid retention and renal function impairment. Ibuprofen 
should be administered in these patients, at the lowest dose possible, and 
patient´s renal function should be regularly monitored. In case of dehydra-
tion, ensure sufficient fluid intake. Use special caution in dehydrated pa-
tients, for example due to diarrhoea, such as dehydration could be a trigger 
factor for the development of kidney failure. Regular use of analgesics, espe-

cially when combining of different analgesic substances, can lead to kidney 
damage with the risk of renal insufficiency (analgesic nephropathy). This risk 
is higher in the elderly and patients with renal insufficiency, heart failure, liver 
dysfunction, those taking diuretics or ACE inhibitors. After discontinuing 
NSAID therapy, patient´s pre-treatment condition is usually restored. As with 
other NSAIDs, ibuprofen can cause mild transient increases in some liver 
function parameters as well as significant increases in transaminases. If 
there is a significant increase in these parameters, treatment should be dis-
continued.

Anaphylactoid Reactions
As standard practice during intravenous infusion, close patient monitoring is 
recommended, especially at the beginning of the infusion to detect any ana-
phylactic reaction caused by the active substance or the excipients. Severe 
acute hypersensitivity reactions (e.g. anaphylactic shock) are very rarely ob-
served. At the first signs of a hypersensitivity reaction following the adminis-
tration of Ibuprofen B. Braun, therapy must be stopped and symptomatic 
treatment must be established. Medically required measures, in line with the 
symptoms, must be initiated by specialist personnel. Respiratory disorders: 
Caution is required if this medicinal product is administered to patients suf-
fering from, or with a previous history of, bronchial asthma, chronic rhinitis or 
allergic diseases since NSAIDs have been reported to cause broncho-
spasm, urticaria or angioedema in such patients. Haematological Effects: 
Ibuprofen may temporarily inhibit the blood-platelet function (thrombocyte 
aggregation), increasing the bleeding time and the risk of haemorrhage. Ibu-
profen should only be used with particular caution in patients receiving ASA 
to inhibit platelet aggregation Patients with coagulation disorders or those 
undergoing surgery should therefore be monitored. Special medical vigi-
lance is required for use in patients immediately after undergoing major sur-
gery. During prolonged ibuprofen administration, regular checking of liver 
values, kidney function, and blood counts is required. Ibuprofen should be 
used only after strict assessment of the benefit / risk in patients with congeni-
tal disorder of porphyrin metabolism (e.g. acute intermittent porphyria). 
Through concomitant consumption of alcohol, active substance-related un-
desirable effects, particularly those that concern the gastrointestinal tract or 
the central nervous system, may be increased on use of NSAIDs. Caution is 
required in patients with certain conditions, which may be made worse:
• In patients who react allergically to other substances, as an increased risk 
of hypersensitivity reactions occurring also exists for them on use of this me-
dicinal product.
• In patients who suffer from hay fever, nasal polyps or chronic obstructive 
respiratory disorders, as an increased risk exists for them of allergic reaction 
occurring. These may present as asthma attacks (so-called analgesic 
asthma), Quincke´s oedema or urticaria.

Aseptic Meningitis
Some cases of aseptic meningitis have been reported with the use of ibupro-
fen in patients with systemic lupus erythematosus (SLE). Although it is more 
likely to occur in patients with SLE and related connective tissue diseases, it 
has also been reported income patients who do not have any underlying 
chronic disease. This therefore, should be considered when administering 
this treatment.

Ophthalmological Effects: Blurred or diminished vision, scotomata, and 
changes in colour vision have been reported with oral ibuprofen. Discontin-
ue ibuprofen if the patient develops such complaints, and refer the patient 
for an ophthalmologic examination that includes central visual fields and 
colour vision testing. Others Prolonged use of painkillers may cause head-
ache that must not be treated with increased doses of the medicinal product. 
Exceptionally, varicella can cause serious cutaneous and soft tissues infec-
tious complications. To date, the contributing role of NSAIDs in the worsen-
ing of these infections cannot be ruled out. Thus, it is advisable to avoid use 

of Ibuprofen B. Braun in caseof varicella. Masking of symptoms of underlying 
infections: Ibuprofen can mask symptoms of infection, which may lead to 
delayed initiation of appropriate treatment and thereby worsening the out-
come of the infection. This has been observed in bacterial community ac-
quired pneumonia and bacterial complications to varicella. When ibuprofen 
is administered for fever or pain relief in relation to infection, monitoring of in-
fection is advised. In non-hospital settings, the patient should consult a 
doctor if symptoms persist or worsen.

Interference with laboratory tests:
• bleeding time (may be extended for 1 day after discontinuation of therapy)
• blood glucose concentration (may decrease)
• creatinine clearance (may decrease)
• haematocrit or haemoglobin (may decrease)
• blood levels of urea nitrogen and serum creatinine and potassium (may in-
crease)
• with liver function tests: increased transaminase values
Precautions regarding excipients: 
This medicinal product contains 360 mg sodium per bottle, equivalent to 
18.0 % of the WHO recommended maximum daily intake of 2 g sodium for 
an adult.

INSTRUCTIONS:
Do not store at a temperature above 30ºC. Protect from sunlight

PRESENTATION: 
Exifin 600mg/100ml infusion is available in clear label glass vial with vial 
hanger in a carton.



• A history of bronchospasm, asthma, rhinitis, angioedema or urticaria asso-
ciated with taking acetylsalicylic acid (ASA) or other non-steroidal anti-in-
flammatory drugs (NSAIDs); 
• Conditions involving an increased tendency or active bleeding such as 
thrombocytopenia;
• Active, or history of recurrent peptic ulcer/haemorrhage (two or more dis-
tinct episodes of proven ulceration or bleeding);
• History of gastrointestinal bleeding or perforation, related to previous 
NSAIDs therapy;
• Cerebrovascular or other active bleeding; 
• Severe hepatic or renal insufficiency;
• Severe heart failure (NYHA Class IV); 
• Severe dehydration (caused by vomiting, diarrhoea or insufficient fluid 
intake); 
• Pregnancy, in the last trimester

Other Adverse Reactions: The following frequencies are taken as a basis 
when evaluating undesirable effects:
Very common: ≥ 1/10  
Common: ≥1/100 to < 1/10
Uncommon: ≥1/1,000 to < 1/100 
Rare: ≥1/10,000 to < 1/1,000
Very rare: < 1/10,000 
Not known: frequency cannot be estimated from the available data.
The most commonly observed adverse events are gastrointestinal in nature. 
Peptic ulcers, GI perforation or bleeding, sometimes fatal, may occur partic-
ularly in the elderly. Nausea, vomiting, diarrhoea, flatulence, constipation, 
dyspepsia, abdominal pain, melaena, haematemesis, ulcerative stomatitis, 
exacerbation of colitis and Crohn's disease have been reported following ad-
ministration. Less frequently, gastritis has been observed. Particularly the 
risk of gastrointestinal bleeding occurring is dependent on the dose range 
and the duration of use. Very rarely have been reported severe hypersensi-
tivity reactions (including infusion site reactions, anaphylactic shock) and 
serious cutaneous adverse reactions such as bullous reactions including 
Stevens-Johnson syndrome and toxic epidermal necrolysis (Lyell’s syn-
drome), erythema multiforme and alopecia. Exacerbation of infection-relat-
ed inflammations (e.g. development of necrotising fasciitis) coinciding with 
the use of non-steroidal anti-inflammatory drugs has been described. This is 
possibly associated with the mechanism of action of the non-steroidal an-
ti-inflammatory drugs. Photosensitivity, allergic vasculitis and in exceptional 
cases, severe skin infections and soft-tissue complications may occur 
during a varicella infection Oedema, hypertension and cardiac failure have 
been reported in association with NSAID treatment. Clinical studies suggest 
that use of ibuprofen, particularly at a high dose (2400 mg/day) may be as-
sociated with a small increased risk of arterial thrombotic events (for exam-
ple myocardial infarction or stroke) 

DRUG INTERACTIONS
Other NSAIDs, including COX-2 inhibitors and salicylates: As a result of syn-
ergist effects, the concurrent administration uses of two or more NSAIDs 
may increase the risk of gastrointestinal ulcers and bleeding. Co-administra-
tion of ibuprofen with other NSAIDs should therefore be avoided Concomi-
tant administration of ibuprofen and acetylsalicylic acid is not generally rec-
ommended because of the potential of increased adverse effects. Experi-
mental data suggest that ibuprofen may competitively inhibit the effect of 
low dose acetylsalicylic acid on platelet aggregation when they are dosed 
concomitantly. Although there are uncertainties regarding extrapolation of 
these data to the clinical situation, the possibility that regular, long-term use 
of ibuprofen may reduce the cardioprotective effect of low-dose acetylsali-
cylic acid cannot be excluded. No clinically relevant effect is considered to 
be likely for occasional ibuprofen. Lithium: Co-administration of ibuprofen 
with lithium-containing medicinal products can increase the serum level of 

QUALITATIVE AND QUANTITATIVE DESCRIPTION
Each 100mL vial contains
Ibuprofen...............600mg 

DESCRIPTION
Ibuprofen is indicated in adults for the short-term symptomatic treatment of 
acute moderate pain, when administration by intravenous route is clinically 
justified, when other routes of administration are not possible.

CLINICAL PHARMACOLOGY
Pharmacodynamics 
Pharmacotherapeutic group: Anti-inflammatory and antirheumatic products, 
non-steroids. Propionic acid derivatives. Ibuprofen is a non-steroidal anti-in-
flammatory drug that, in conventional animal-experiment inflammation 
models, has proven to be effective, probably through prostaglandin synthe-
sis inhibition. In humans, ibuprofen has an antipyretic effect, reduces inflam-
matory-related pain and swelling. Furthermore, ibuprofen reversibly inhibits 
ADP- and collagen-induced platelet aggregation. Experimental data suggest 
that ibuprofen may competitively inhibit the effect of low dose acetylsalicylic 
acid on platelet aggregation when they are dosed concomitantly. Some 
pharmacodynamic studies show that when single doses of ibuprofen 400 
mg were taken within 8 h before or within 30 min after immediate release 
acetylsalicylic acid dosing (81 mg), a decreased effect of acetylsalicylic acid 
on the formation of thromboxane or platelet aggregation occurred. Although 
there are uncertainties regarding extrapolation of these data to the clinical 
situation, the possibility that regular, long-term use of ibuprofen may reduce 
the cardioprotective effect of low-dose acetylsalicylic acid cannot be exclud-
ed. No clinically relevant effect is considered to be likely for occasional ibu-
profen use.

Pharmacokinetics
Absorption: Ibuprofen Exifin is administered intravenously, therefore there is 
no absorption process and bioavailability of ibuprofen is 100%. After intrave-
nous administration of ibuprofen in humans, the maximum concentration 
(Cmax) of S- enantiomer (active) and R-enantiomer is reached at approxi-
mately 40 minutes, with a rate of infusion of 30 minutes. Distribution: The es-
timated volume of distribution is 0.11 to 0.21 L / kg. Ibuprofen is extensively 
bound to plasma proteins, primarily albumin.  Biotransformation: Ibuprofen 
is metabolised in the liver into two inactive metabolites, and these together 
with unmetabolized ibuprofen, are excreted by the kidney either as such or 
as conjugates. After an oral application, ibuprofen is already partly absorbed 
in the stomach and then completely in the small intestine. Following hepatic 
metabolisation (hydroxylation, carboxylation), the pharmacologically inac-
tive metabolites are completely eliminated, mainly renally (90 %), but also 
with the bile. Elimination: Excretion by the kidney is rapid and complete. The 
elimination half-life is about 2 hours. Linearity / non-linearity: Ibuprofen 
shows linearity in the area under the curve of plasma concentration-time 
after a single administration of ibuprofen (in a range of 200 800 mg). Phar-
macokinetic/pharmacodynamic relationship (s). There is a correlation be-
tween plasma levels of ibuprofen, its pharmacodynamic properties and 
overall safety profile. Ibuprofen pharmacokinetics is stereoselective after in-
travenous and oral administration. The mechanism of action and pharmacol-

ogy of intravenous ibuprofen do not differ from the mechanism of oral ibu-
profen. Renal impairment: For patients with mild renal impairment, increased 
unbound (S)-ibuprofen, higher AUC values for (S)-ibuprofen and increased 
enantiomeric AUC (S/R) ratios have been reported compared with healthy 
controls. In end-stage renal disease patients receiving dialysis the mean free 
fraction of ibuprofen was about 3% compared with about 1% in healthy vol-
unteers. Severe impairment of renal function may result in accumulation of 
ibuprofen metabolites. The significance of this effect is unknown. The me-
tabolites can be removed by haemodialysis). Hepatic impairment: In cirrhot-
ic patients with moderate hepatic impairment (Child Pugh's score 6-10) 
treated with racemic ibuprofen an average 2-fold prolongation of the half-life 
was observed and the enantiomeric AUC ratio (S/R) was significantly lower 
compared to healthy controls, suggesting an impairment of metabolic inver-
sion of (R)-ibuprofen to the active (S)-enantiomer.
 
INDICATIONS AND USAGE
Ibuprofen Exifin is indicated in adults for the short-term symptomatic treat-
ment of acute moderate pain when administration by intravenous route is 
clinically justified when other routes of administration are not possible.

DOSAGE AND ADMINISTRATION 
Posology: Undesirable effects may be minimised by using the lowest effec-
tive dose for the shortest duration necessary to control symptoms. Use 
should be limited to situations where oral administration is inappropriate. Pa-
tients must switch to oral treatment as soon as this is possible. This medici-
nal product is indicated for short-term acute treatment only and should not 
be used for more than 3 days. Adequate hydration of the patient should be 
maintained to minimize the risk of possible adverse reactions at renal level.
Adults: One dose of 600 mg. If clinically justified, another 600 mg dose can 
be administered after 6 to 8 hours depending on the intensity of the condi-
tion and response to treatment. The maximum total daily dose is 1200 mg.
Elderly patients: Like with all non-steroidal anti-inflammatory drugs (N-
SAIDs), precautions should be taken when treating elderly patients as they, 
are generally more prone to adverse effects and are more likely to have 
renal, hepatic and cardiovascular dysfunction and to be using concomitant 
medications. Specifically, it is recommended to administer the lowest effec-
tive dose for the shortest duration necessary to control symptoms for this 
population. Treatment should be reviewed at regular intervals and discontin-
ued if no benefit is seen or intolerance occurs. Renal insufficiency: Precau-
tions should be taken when NSAIDs are used in patients with renal insuffi-
ciency. In patients with mild or moderate renal impairment the initial dose 
should be reduced and be kept as low as possible for the shortest duration 
necessary to control symptoms and renal function monitored. This medici-
nal product is contraindicated in patients with severe renal insufficiency. He-
patic insufficiency: Precautions should be taken when NSAIDs are used in 
this population although differences in the pharmacokinetic profile have not 
been observed. Patients with mild or moderate hepatic insufficiency should 
start the treatment with reduced doses, the dose should be kept as low as 
possible for the shortest duration necessary and they should be carefully 
monitored. This medicinal product is contraindicated in patients with severe 
hepatic insufficiency. Paediatric population: This medicinal product should 
not be used in children and adolescents. The use of Ibuprofen Exifin has not 
been studied in children and adolescents. Therefore, the safety and efficacy 
have not been established. Method of administration: For intravenous use. 
Ibuprofen Exifin should only be administered by qualified healthcare profes-
sionals in an environment where appropriate equipment is available (during 
treatment). The solution should be administered as an intravenous infusion 
over 30 minutes.

CONTRAINDICATIONS
• Hypersensitivity to the active substance, to other NSAIDs or to any of the 
excipients 

lithium. Checking the serum lithium level is necessary. Cardiac glycosides 
(Digoxin): NSAIDs may exacerbate cardiac failure, reduce glomerular filtra-
tion rate and increase plasma levels of cardiac glycosides. Monitoring of 
serum digoxin is recommended. Phenytoin: Plasmatic levels of phenytoin 
may be increased in the concomitant treatment with ibuprofen and therefore 
the risk of toxicity may increase. Antihypertensive (Diuretics, ACE inhibitors, 
beta-receptor blocking medicines and angiotensin-II antagonists): Diuretics 
and ACE-inhibitors may increase the nephrotoxicity of NSAIDs. NSAIDs can 
reduce the effect of diuretics and other antihypertensive drugs, including 
ACE-inhibitors and beta-blockers. In patients with reduced kidney function 
(e.g. dehydrated patients or elderly patients with reduced kidney function) 
the concomitant use of an ACE inhibitor and angiotensin-II antagonists with 
a cyclo-oxygenase-inhibiting medicinal product can lead to further impair-
ment of kidney function, and up to acute renal failure. This is usually revers-
ible. Such combinations should therefore, only be used with caution, espe-
cially in elderly patients. Patients have to be instructed to drink sufficient 
liquid. Renal function should be measured after the start of concomitant 
therapy, and periodically thereafter. The concomitant administration of ibu-
profen and ACE-inhibitors may lead to hyperkalaemia. Potassium sparing di-
uretics: Concomitant use may cause hyperkalaemia (check of serum potas-
sium is recommended). Captopril: Experimental studies indicate that ibupro-
fen counteracts the effect of captopril of increased sodium excretion. Corti-
costeroids: Increased risk of gastrointestinal ulceration or bleeding.
Anti-platelet agents (e.g. clopidogrel and ticlopidine) and selective serotonin 
reuptake inhibitors (SSRIs): Increased risk of gastrointestinal bleeding. 
NSAIDs should not be combined with ticlopidine due to the risk of an addi-
tive effect in the inhibition of platelet function. Methotrexate: NSAIDs inhibit 
the tubular secretion of methotrexate and certain metabolic interactions may 
occur resulting in decreased clearance of methotrexate. The administration 
of ibuprofen within 24 hours before or after administration of methotrexate 
may lead to an elevated concentration of methotrexate and an increase in its 
toxic effect. Therefore, concomitant use of NSAIDs and high doses of metho-
trexate should be avoided. Also, the potential risk of interactions in low dose 
treatment with methotrexate should be considered, especially in patients 
with impaired renal function. In combined treatment, renal function should 
be monitored. Ciclosporin: The risk of a kidney-damage by ciclosporin is in-
creased by the concomitant administration of certain non-steroidal anti-in-
flammatory drugs. This effect cannot be ruled out for a combination of ciclo-
sporin and ibuprofen either. Anti-coagulants: NSAIDs may enhance the 
effect of anti-coagulants, such as warfarin. In case of simultaneous treat-
ment, monitoring of the coagulation state is recommended. Sulphonylureas: 
NSAIDs can increase the hypoglycaemic effect of sulphonylureas. In the 
case of simultaneous treatment, monitoring of blood glucose levels is rec-
ommended. Tacrolimus:  Elevated risk of nephrotoxicity. Zidovudine:  There 
is evidence of an increased risk of hemarthrosis and haematomas in HIV 
positive haemophilia patients receiving concurrent treatment with zidovu-
dine and ibuprofen. There may be an increased risk of haematoxicity during 
concomitant use of zidovudine and NSAIDs. Probenecid and sulfinpyrazone:
Medicinal products that contain probenecid or sulfinpyrazone may delay the 
excretion of ibuprofen. Quinolone antibiotics: Animal data indicate that 
NSAIDs can increase the risk of convulsions associated with quinolone anti-
biotics. Patients taking NSAIDs and quinolones may have an increased risk 
of developing convulsions. CYP2C9 Inhibitors: Concomitant administration 
of ibuprofen with CYP2C9 inhibitors may increase the exposure to ibuprofen 
(CYP2C9 substrate). In a study with voriconazole and fluconazole (CYP2C9 
inhibitors), an increased S(+)-ibuprofen exposure by approximately 80 
to100% has been shown. Reduction of the ibuprofen dose should be con-
sidered when potent CYP2C9 inhibitors are administered concomitantly, 
particularly when high-dose ibuprofen is administered with either 
voriconazole or fluconazole. Mifepristone: If NSAIDs are used within 8-12 
days after the mifepristone administration, they may decrease the effect of 
mifepristone. Alcohol: The use of ibuprofen in individuals with chronic alco-

hol consumption (14-20 drinks/week or more) should be avoided due to  in-
creased risk of significant GI adverse effects, including bleeding. Aminogly-
cosides: NSAIDs may decrease the excretion of aminoglycosides and in-
crease their toxicity. Herbal extracts: Ginkgo biloba may potentiate the risk of 
bleeding with NSAIDs.

USE IN SPECIFIC POPULATIONS
Fertility, pregnancy and lactation
Pregnancy: Inhibition of prostaglandin synthesis may adversely affect the 
pregnancy and/or the embryo/foetal development. Data from epidemiologi-
cal studies suggest an increased risk of miscarriage and of cardiac malfor-
mation and gastroschisis after use of a prostaglandin synthesis inhibitor in 
early pregnancy. The absolute risk for cardiovascular malformation was in-
creased from less than 1%, up to approximately 1.5%. The risk is believed to 
increase with dose and duration of therapy. In animals, administration of a 
prostaglandin synthesis inhibitor has been shown to result in increased pre- 
and post-implantation loss and embryo-foetal lethality. In addition, increased 
incidences of various malformations, including cardiovascular, have been 
reported in animals given a prostaglandin synthesis inhibitor during the or-
ganogenetic period. From the 20th week of pregnancy onward, ibuprofen 
use may cause oligohydramnios resulting from foetal renal dysfunction. This 
may occur shortly after treatment initiation and is usually reversible upon 
discontinuation. In addition, there have been reports of ductus arteriosus 
constriction following treatment in the second trimester, most of which re-
solved after treatment cessation. Therefore, during the first and second tri-
mester of pregnancy, ibuprofen should not be given unless clearly neces-
sary. If ibuprofen is used by a woman attempting to conceive or during the 
first and second trimester of pregnancy, the dose should be kept as low and 
duration of treatment as short as possible. Although IV ibuprofen is only indi-
cated for up to 3 days treatment, antenatal monitoring for oligohydramnios 
and ductus arteriosus constriction should be considered after exposure to 
ibuprofen for several days from gestational week 20 onward. Ibuprofen 
should be discontinued if oligohydramnios or ductus arteriosus constriction 
are found. During the third trimester of pregnancy, all prostaglandin synthe-
sis inhibitors: - may expose the foetus to: 
• cardiopulmonary toxicity (premature constriction/ closure of the ductus ar-
teriosus and pulmonary hypertension);
• renal dysfunction (see above);
 - may expose the mother and the neonate, at the end of the pregnancy, to: 
• possible prolongation of bleeding time, an anti-aggregating effect which 
may occur even at very low doses; 
• inhibition of uterine contractions resulting in delayed or prolonged labour. 
Consequently, ibuprofen use is contraindicated during the third trimester of 
pregnancy.
Breast-feeding: Ibuprofen and its metabolites can pass in low concentra-
tions into the breast milk. No harmful effects to infants are known to date, so 
for short-term treatment with lower doses interruption of breast-feeding 
would generally not be necessary, however it is recommended to interrupt 
breast feeding when using higher doses than 1200 mg daily or longer peri-
ods due to the potential to inhibit prostaglandin synthesis in the neonate. 
Fertility: The use of ibuprofen may impair female fertility and is not recom-
mended in women attempting to conceive. In women who have difficulties 
conceiving or who are undergoing investigation of infertility, withdrawal of 
ibuprofen should be considered.

OVERDOSAGE
Symptoms: Central nervous system disturbances include headache, confu-
sion, nystagmus, tinnitus, dizziness, light-headedness, unconsciousness, 
convulsions (mainly in children) and ataxia, as well as abdominal pain, 
nausea and vomiting, may occur as symptoms of an overdose. In addition, 
gastrointestinal bleeding, as well as functional disturbances of the liver and 
kidneys, is possible. There may furthermore be hypotension, hyperkalae-

mia, hypothermia, respiratory depression and cyanosis. In serious poison-
ing, metabolic acidosis may occur. Treatment: Treatment is symptomatic and 
there is no specific antidote. The therapeutic possibilities for treatment of in-
toxication are dictated by the extent, level and clinical symptoms according 
to the common intensive care practices. Special warnings and precautions 
for use: Undesirable effects may be minimised by using the lowest effective 
dose for the shortest possible time necessary to control symptoms. Con-
comitant use of Ibuprofen Exifin with NSAIDs, including cyclooxygenase-2 
selective inhibitors (Coxib), should be avoided. The frequency of the ad-
verse reactions to NSAIDs is increased in elderly patients, especially gastro-
intestinal bleeding and perforation which may be fatal. Gastrointestinal risks: 
GI bleeding, ulceration or perforation, which can be fatal, have been report-
ed during treatment with all NSAIDs with or without warning symptoms or a 
previous history of serious GI events. The risk of GI bleeding, ulceration or 
perforation is higher with increasing NSAID doses, in patients with a history 
of ulcer, particularly if complicated with haemorrhage or perforation and in 
the elderly. These patients should commence treatment on the lowest dose 
available. Combination therapy with protective agents (e.g. misoprostol or 
proton pump inhibitors) should be considered for these patients, and also 
for patients requiring concomitant low dose acetylsalicylic acid (ASA), or 
other drugs likely to increase the gastrointestinal risk). Patients with a history 
of GI toxicity, particularly in the elderly, should report any unusual abdominal 
symptoms (especially GI bleeding) particularly in the initial stages of treat-
ment. Caution should be advised in patients receiving concomitant medica-
tions which could increase the risk of ulceration or bleeding, such as oral 
corticosteroids, anticoagulants such as warfarin, selective serotonin-re-
uptake inhibitors or anti-platelet agents such as acetylsalicylic acid (ASA) 
When GI bleeding or ulceration occurs in patients receiving Ibuprofen B. 
Braun, treatment should be withdrawn NSAIDs should be given with care to 
patients with a history of gastrointestinal disease (ulcerative colitis, Crohn's 
disease) as these conditions may be exacerbated. Cardiovascular and cere-
brovascular effects: Clinical studies suggest that use of ibuprofen, particular-
ly at a high dose (2400 mg/day) may be associated with a small increased 
risk of arterial thrombotic events (for example myocardial infarction or 
stroke). Overall, epidemiological studies do not suggest that low dose ibu-
profen (e.g. ≤ 1200 mg/day) is associated with an increased risk of arterial 
thrombotic events Patients with uncontrolled hypertension, congestive heart 
failure (NYHA II-III), established ischaemic heart disease, peripheral arterial 
disease, and/or cerebrovascular disease should only be treated with ibupro-
fen after careful consideration and high doses (2400 mg/day) should be 
avoided. Careful consideration should also be exercised before initiating 
long-term treatment of patients with risk factors for cardiovascular events 
(e.g. hypertension, hyperlipidaemia, diabetes mellitus, smoking), particular-
ly if high doses of ibuprofen (2400 mg/day) are required. Severe skin reac-
tions: Serious skin reactions, some of them fatal, including exfoliative derma-
titis, Stevens-Johnson syndrome, and toxic epidermal necrolysis have been 
reported very rarely in association with the use of NSAIDs (s). Patients 
appear to be at highest risk for these reactions early in the course of therapy, 
the onset of the reaction occurring in the majority of cases within the first 
month of treatment. Acute generalised exanthematous pustulosis (AGEP) 
has been reported in relation to ibuprofen-containing products. Ibuprofen 
should be discontinued at the first appearance of signs and symptoms of 
severe skin reactions, such as skin rash, mucosal lesions, or any other sign 
of hypersensitivity. Hepatic or renal insufficiency: Ibuprofen should be used 
with caution in patients with a history of liver or kidney disease and especial-
ly during simultaneous treatment with diuretics, as the inhibition of prosta-
glandins can cause fluid retention and renal function impairment. Ibuprofen 
should be administered in these patients, at the lowest dose possible, and 
patient´s renal function should be regularly monitored. In case of dehydra-
tion, ensure sufficient fluid intake. Use special caution in dehydrated pa-
tients, for example due to diarrhoea, such as dehydration could be a trigger 
factor for the development of kidney failure. Regular use of analgesics, espe-

cially when combining of different analgesic substances, can lead to kidney 
damage with the risk of renal insufficiency (analgesic nephropathy). This risk 
is higher in the elderly and patients with renal insufficiency, heart failure, liver 
dysfunction, those taking diuretics or ACE inhibitors. After discontinuing 
NSAID therapy, patient´s pre-treatment condition is usually restored. As with 
other NSAIDs, ibuprofen can cause mild transient increases in some liver 
function parameters as well as significant increases in transaminases. If 
there is a significant increase in these parameters, treatment should be dis-
continued.

Anaphylactoid Reactions
As standard practice during intravenous infusion, close patient monitoring is 
recommended, especially at the beginning of the infusion to detect any ana-
phylactic reaction caused by the active substance or the excipients. Severe 
acute hypersensitivity reactions (e.g. anaphylactic shock) are very rarely ob-
served. At the first signs of a hypersensitivity reaction following the adminis-
tration of Ibuprofen B. Braun, therapy must be stopped and symptomatic 
treatment must be established. Medically required measures, in line with the 
symptoms, must be initiated by specialist personnel. Respiratory disorders: 
Caution is required if this medicinal product is administered to patients suf-
fering from, or with a previous history of, bronchial asthma, chronic rhinitis or 
allergic diseases since NSAIDs have been reported to cause broncho-
spasm, urticaria or angioedema in such patients. Haematological Effects: 
Ibuprofen may temporarily inhibit the blood-platelet function (thrombocyte 
aggregation), increasing the bleeding time and the risk of haemorrhage. Ibu-
profen should only be used with particular caution in patients receiving ASA 
to inhibit platelet aggregation Patients with coagulation disorders or those 
undergoing surgery should therefore be monitored. Special medical vigi-
lance is required for use in patients immediately after undergoing major sur-
gery. During prolonged ibuprofen administration, regular checking of liver 
values, kidney function, and blood counts is required. Ibuprofen should be 
used only after strict assessment of the benefit / risk in patients with congeni-
tal disorder of porphyrin metabolism (e.g. acute intermittent porphyria). 
Through concomitant consumption of alcohol, active substance-related un-
desirable effects, particularly those that concern the gastrointestinal tract or 
the central nervous system, may be increased on use of NSAIDs. Caution is 
required in patients with certain conditions, which may be made worse:
• In patients who react allergically to other substances, as an increased risk 
of hypersensitivity reactions occurring also exists for them on use of this me-
dicinal product.
• In patients who suffer from hay fever, nasal polyps or chronic obstructive 
respiratory disorders, as an increased risk exists for them of allergic reaction 
occurring. These may present as asthma attacks (so-called analgesic 
asthma), Quincke´s oedema or urticaria.

Aseptic Meningitis
Some cases of aseptic meningitis have been reported with the use of ibupro-
fen in patients with systemic lupus erythematosus (SLE). Although it is more 
likely to occur in patients with SLE and related connective tissue diseases, it 
has also been reported income patients who do not have any underlying 
chronic disease. This therefore, should be considered when administering 
this treatment.

Ophthalmological Effects: Blurred or diminished vision, scotomata, and 
changes in colour vision have been reported with oral ibuprofen. Discontin-
ue ibuprofen if the patient develops such complaints, and refer the patient 
for an ophthalmologic examination that includes central visual fields and 
colour vision testing. Others Prolonged use of painkillers may cause head-
ache that must not be treated with increased doses of the medicinal product. 
Exceptionally, varicella can cause serious cutaneous and soft tissues infec-
tious complications. To date, the contributing role of NSAIDs in the worsen-
ing of these infections cannot be ruled out. Thus, it is advisable to avoid use 

of Ibuprofen B. Braun in caseof varicella. Masking of symptoms of underlying 
infections: Ibuprofen can mask symptoms of infection, which may lead to 
delayed initiation of appropriate treatment and thereby worsening the out-
come of the infection. This has been observed in bacterial community ac-
quired pneumonia and bacterial complications to varicella. When ibuprofen 
is administered for fever or pain relief in relation to infection, monitoring of in-
fection is advised. In non-hospital settings, the patient should consult a 
doctor if symptoms persist or worsen.

Interference with laboratory tests:
• bleeding time (may be extended for 1 day after discontinuation of therapy)
• blood glucose concentration (may decrease)
• creatinine clearance (may decrease)
• haematocrit or haemoglobin (may decrease)
• blood levels of urea nitrogen and serum creatinine and potassium (may in-
crease)
• with liver function tests: increased transaminase values
Precautions regarding excipients: 
This medicinal product contains 360 mg sodium per bottle, equivalent to 
18.0 % of the WHO recommended maximum daily intake of 2 g sodium for 
an adult.

INSTRUCTIONS:
Do not store at a temperature above 30ºC. Protect from sunlight

PRESENTATION: 
Exifin 600mg/100ml infusion is available in clear label glass vial with vial 
hanger in a carton.



• A history of bronchospasm, asthma, rhinitis, angioedema or urticaria asso-
ciated with taking acetylsalicylic acid (ASA) or other non-steroidal anti-in-
flammatory drugs (NSAIDs); 
• Conditions involving an increased tendency or active bleeding such as 
thrombocytopenia;
• Active, or history of recurrent peptic ulcer/haemorrhage (two or more dis-
tinct episodes of proven ulceration or bleeding);
• History of gastrointestinal bleeding or perforation, related to previous 
NSAIDs therapy;
• Cerebrovascular or other active bleeding; 
• Severe hepatic or renal insufficiency;
• Severe heart failure (NYHA Class IV); 
• Severe dehydration (caused by vomiting, diarrhoea or insufficient fluid 
intake); 
• Pregnancy, in the last trimester

Other Adverse Reactions: The following frequencies are taken as a basis 
when evaluating undesirable effects:
Very common: ≥ 1/10  
Common: ≥1/100 to < 1/10
Uncommon: ≥1/1,000 to < 1/100 
Rare: ≥1/10,000 to < 1/1,000
Very rare: < 1/10,000 
Not known: frequency cannot be estimated from the available data.
The most commonly observed adverse events are gastrointestinal in nature. 
Peptic ulcers, GI perforation or bleeding, sometimes fatal, may occur partic-
ularly in the elderly. Nausea, vomiting, diarrhoea, flatulence, constipation, 
dyspepsia, abdominal pain, melaena, haematemesis, ulcerative stomatitis, 
exacerbation of colitis and Crohn's disease have been reported following ad-
ministration. Less frequently, gastritis has been observed. Particularly the 
risk of gastrointestinal bleeding occurring is dependent on the dose range 
and the duration of use. Very rarely have been reported severe hypersensi-
tivity reactions (including infusion site reactions, anaphylactic shock) and 
serious cutaneous adverse reactions such as bullous reactions including 
Stevens-Johnson syndrome and toxic epidermal necrolysis (Lyell’s syn-
drome), erythema multiforme and alopecia. Exacerbation of infection-relat-
ed inflammations (e.g. development of necrotising fasciitis) coinciding with 
the use of non-steroidal anti-inflammatory drugs has been described. This is 
possibly associated with the mechanism of action of the non-steroidal an-
ti-inflammatory drugs. Photosensitivity, allergic vasculitis and in exceptional 
cases, severe skin infections and soft-tissue complications may occur 
during a varicella infection Oedema, hypertension and cardiac failure have 
been reported in association with NSAID treatment. Clinical studies suggest 
that use of ibuprofen, particularly at a high dose (2400 mg/day) may be as-
sociated with a small increased risk of arterial thrombotic events (for exam-
ple myocardial infarction or stroke) 

DRUG INTERACTIONS
Other NSAIDs, including COX-2 inhibitors and salicylates: As a result of syn-
ergist effects, the concurrent administration uses of two or more NSAIDs 
may increase the risk of gastrointestinal ulcers and bleeding. Co-administra-
tion of ibuprofen with other NSAIDs should therefore be avoided Concomi-
tant administration of ibuprofen and acetylsalicylic acid is not generally rec-
ommended because of the potential of increased adverse effects. Experi-
mental data suggest that ibuprofen may competitively inhibit the effect of 
low dose acetylsalicylic acid on platelet aggregation when they are dosed 
concomitantly. Although there are uncertainties regarding extrapolation of 
these data to the clinical situation, the possibility that regular, long-term use 
of ibuprofen may reduce the cardioprotective effect of low-dose acetylsali-
cylic acid cannot be excluded. No clinically relevant effect is considered to 
be likely for occasional ibuprofen. Lithium: Co-administration of ibuprofen 
with lithium-containing medicinal products can increase the serum level of 

QUALITATIVE AND QUANTITATIVE DESCRIPTION
Each 100mL vial contains
Ibuprofen...............600mg 

DESCRIPTION
Ibuprofen is indicated in adults for the short-term symptomatic treatment of 
acute moderate pain, when administration by intravenous route is clinically 
justified, when other routes of administration are not possible.

CLINICAL PHARMACOLOGY
Pharmacodynamics 
Pharmacotherapeutic group: Anti-inflammatory and antirheumatic products, 
non-steroids. Propionic acid derivatives. Ibuprofen is a non-steroidal anti-in-
flammatory drug that, in conventional animal-experiment inflammation 
models, has proven to be effective, probably through prostaglandin synthe-
sis inhibition. In humans, ibuprofen has an antipyretic effect, reduces inflam-
matory-related pain and swelling. Furthermore, ibuprofen reversibly inhibits 
ADP- and collagen-induced platelet aggregation. Experimental data suggest 
that ibuprofen may competitively inhibit the effect of low dose acetylsalicylic 
acid on platelet aggregation when they are dosed concomitantly. Some 
pharmacodynamic studies show that when single doses of ibuprofen 400 
mg were taken within 8 h before or within 30 min after immediate release 
acetylsalicylic acid dosing (81 mg), a decreased effect of acetylsalicylic acid 
on the formation of thromboxane or platelet aggregation occurred. Although 
there are uncertainties regarding extrapolation of these data to the clinical 
situation, the possibility that regular, long-term use of ibuprofen may reduce 
the cardioprotective effect of low-dose acetylsalicylic acid cannot be exclud-
ed. No clinically relevant effect is considered to be likely for occasional ibu-
profen use.

Pharmacokinetics
Absorption: Ibuprofen Exifin is administered intravenously, therefore there is 
no absorption process and bioavailability of ibuprofen is 100%. After intrave-
nous administration of ibuprofen in humans, the maximum concentration 
(Cmax) of S- enantiomer (active) and R-enantiomer is reached at approxi-
mately 40 minutes, with a rate of infusion of 30 minutes. Distribution: The es-
timated volume of distribution is 0.11 to 0.21 L / kg. Ibuprofen is extensively 
bound to plasma proteins, primarily albumin.  Biotransformation: Ibuprofen 
is metabolised in the liver into two inactive metabolites, and these together 
with unmetabolized ibuprofen, are excreted by the kidney either as such or 
as conjugates. After an oral application, ibuprofen is already partly absorbed 
in the stomach and then completely in the small intestine. Following hepatic 
metabolisation (hydroxylation, carboxylation), the pharmacologically inac-
tive metabolites are completely eliminated, mainly renally (90 %), but also 
with the bile. Elimination: Excretion by the kidney is rapid and complete. The 
elimination half-life is about 2 hours. Linearity / non-linearity: Ibuprofen 
shows linearity in the area under the curve of plasma concentration-time 
after a single administration of ibuprofen (in a range of 200 800 mg). Phar-
macokinetic/pharmacodynamic relationship (s). There is a correlation be-
tween plasma levels of ibuprofen, its pharmacodynamic properties and 
overall safety profile. Ibuprofen pharmacokinetics is stereoselective after in-
travenous and oral administration. The mechanism of action and pharmacol-

ogy of intravenous ibuprofen do not differ from the mechanism of oral ibu-
profen. Renal impairment: For patients with mild renal impairment, increased 
unbound (S)-ibuprofen, higher AUC values for (S)-ibuprofen and increased 
enantiomeric AUC (S/R) ratios have been reported compared with healthy 
controls. In end-stage renal disease patients receiving dialysis the mean free 
fraction of ibuprofen was about 3% compared with about 1% in healthy vol-
unteers. Severe impairment of renal function may result in accumulation of 
ibuprofen metabolites. The significance of this effect is unknown. The me-
tabolites can be removed by haemodialysis). Hepatic impairment: In cirrhot-
ic patients with moderate hepatic impairment (Child Pugh's score 6-10) 
treated with racemic ibuprofen an average 2-fold prolongation of the half-life 
was observed and the enantiomeric AUC ratio (S/R) was significantly lower 
compared to healthy controls, suggesting an impairment of metabolic inver-
sion of (R)-ibuprofen to the active (S)-enantiomer.
 
INDICATIONS AND USAGE
Ibuprofen Exifin is indicated in adults for the short-term symptomatic treat-
ment of acute moderate pain when administration by intravenous route is 
clinically justified when other routes of administration are not possible.

DOSAGE AND ADMINISTRATION 
Posology: Undesirable effects may be minimised by using the lowest effec-
tive dose for the shortest duration necessary to control symptoms. Use 
should be limited to situations where oral administration is inappropriate. Pa-
tients must switch to oral treatment as soon as this is possible. This medici-
nal product is indicated for short-term acute treatment only and should not 
be used for more than 3 days. Adequate hydration of the patient should be 
maintained to minimize the risk of possible adverse reactions at renal level.
Adults: One dose of 600 mg. If clinically justified, another 600 mg dose can 
be administered after 6 to 8 hours depending on the intensity of the condi-
tion and response to treatment. The maximum total daily dose is 1200 mg.
Elderly patients: Like with all non-steroidal anti-inflammatory drugs (N-
SAIDs), precautions should be taken when treating elderly patients as they, 
are generally more prone to adverse effects and are more likely to have 
renal, hepatic and cardiovascular dysfunction and to be using concomitant 
medications. Specifically, it is recommended to administer the lowest effec-
tive dose for the shortest duration necessary to control symptoms for this 
population. Treatment should be reviewed at regular intervals and discontin-
ued if no benefit is seen or intolerance occurs. Renal insufficiency: Precau-
tions should be taken when NSAIDs are used in patients with renal insuffi-
ciency. In patients with mild or moderate renal impairment the initial dose 
should be reduced and be kept as low as possible for the shortest duration 
necessary to control symptoms and renal function monitored. This medici-
nal product is contraindicated in patients with severe renal insufficiency. He-
patic insufficiency: Precautions should be taken when NSAIDs are used in 
this population although differences in the pharmacokinetic profile have not 
been observed. Patients with mild or moderate hepatic insufficiency should 
start the treatment with reduced doses, the dose should be kept as low as 
possible for the shortest duration necessary and they should be carefully 
monitored. This medicinal product is contraindicated in patients with severe 
hepatic insufficiency. Paediatric population: This medicinal product should 
not be used in children and adolescents. The use of Ibuprofen Exifin has not 
been studied in children and adolescents. Therefore, the safety and efficacy 
have not been established. Method of administration: For intravenous use. 
Ibuprofen Exifin should only be administered by qualified healthcare profes-
sionals in an environment where appropriate equipment is available (during 
treatment). The solution should be administered as an intravenous infusion 
over 30 minutes.

CONTRAINDICATIONS
• Hypersensitivity to the active substance, to other NSAIDs or to any of the 
excipients 

lithium. Checking the serum lithium level is necessary. Cardiac glycosides 
(Digoxin): NSAIDs may exacerbate cardiac failure, reduce glomerular filtra-
tion rate and increase plasma levels of cardiac glycosides. Monitoring of 
serum digoxin is recommended. Phenytoin: Plasmatic levels of phenytoin 
may be increased in the concomitant treatment with ibuprofen and therefore 
the risk of toxicity may increase. Antihypertensive (Diuretics, ACE inhibitors, 
beta-receptor blocking medicines and angiotensin-II antagonists): Diuretics 
and ACE-inhibitors may increase the nephrotoxicity of NSAIDs. NSAIDs can 
reduce the effect of diuretics and other antihypertensive drugs, including 
ACE-inhibitors and beta-blockers. In patients with reduced kidney function 
(e.g. dehydrated patients or elderly patients with reduced kidney function) 
the concomitant use of an ACE inhibitor and angiotensin-II antagonists with 
a cyclo-oxygenase-inhibiting medicinal product can lead to further impair-
ment of kidney function, and up to acute renal failure. This is usually revers-
ible. Such combinations should therefore, only be used with caution, espe-
cially in elderly patients. Patients have to be instructed to drink sufficient 
liquid. Renal function should be measured after the start of concomitant 
therapy, and periodically thereafter. The concomitant administration of ibu-
profen and ACE-inhibitors may lead to hyperkalaemia. Potassium sparing di-
uretics: Concomitant use may cause hyperkalaemia (check of serum potas-
sium is recommended). Captopril: Experimental studies indicate that ibupro-
fen counteracts the effect of captopril of increased sodium excretion. Corti-
costeroids: Increased risk of gastrointestinal ulceration or bleeding.
Anti-platelet agents (e.g. clopidogrel and ticlopidine) and selective serotonin 
reuptake inhibitors (SSRIs): Increased risk of gastrointestinal bleeding. 
NSAIDs should not be combined with ticlopidine due to the risk of an addi-
tive effect in the inhibition of platelet function. Methotrexate: NSAIDs inhibit 
the tubular secretion of methotrexate and certain metabolic interactions may 
occur resulting in decreased clearance of methotrexate. The administration 
of ibuprofen within 24 hours before or after administration of methotrexate 
may lead to an elevated concentration of methotrexate and an increase in its 
toxic effect. Therefore, concomitant use of NSAIDs and high doses of metho-
trexate should be avoided. Also, the potential risk of interactions in low dose 
treatment with methotrexate should be considered, especially in patients 
with impaired renal function. In combined treatment, renal function should 
be monitored. Ciclosporin: The risk of a kidney-damage by ciclosporin is in-
creased by the concomitant administration of certain non-steroidal anti-in-
flammatory drugs. This effect cannot be ruled out for a combination of ciclo-
sporin and ibuprofen either. Anti-coagulants: NSAIDs may enhance the 
effect of anti-coagulants, such as warfarin. In case of simultaneous treat-
ment, monitoring of the coagulation state is recommended. Sulphonylureas: 
NSAIDs can increase the hypoglycaemic effect of sulphonylureas. In the 
case of simultaneous treatment, monitoring of blood glucose levels is rec-
ommended. Tacrolimus:  Elevated risk of nephrotoxicity. Zidovudine:  There 
is evidence of an increased risk of hemarthrosis and haematomas in HIV 
positive haemophilia patients receiving concurrent treatment with zidovu-
dine and ibuprofen. There may be an increased risk of haematoxicity during 
concomitant use of zidovudine and NSAIDs. Probenecid and sulfinpyrazone:
Medicinal products that contain probenecid or sulfinpyrazone may delay the 
excretion of ibuprofen. Quinolone antibiotics: Animal data indicate that 
NSAIDs can increase the risk of convulsions associated with quinolone anti-
biotics. Patients taking NSAIDs and quinolones may have an increased risk 
of developing convulsions. CYP2C9 Inhibitors: Concomitant administration 
of ibuprofen with CYP2C9 inhibitors may increase the exposure to ibuprofen 
(CYP2C9 substrate). In a study with voriconazole and fluconazole (CYP2C9 
inhibitors), an increased S(+)-ibuprofen exposure by approximately 80 
to100% has been shown. Reduction of the ibuprofen dose should be con-
sidered when potent CYP2C9 inhibitors are administered concomitantly, 
particularly when high-dose ibuprofen is administered with either 
voriconazole or fluconazole. Mifepristone: If NSAIDs are used within 8-12 
days after the mifepristone administration, they may decrease the effect of 
mifepristone. Alcohol: The use of ibuprofen in individuals with chronic alco-

hol consumption (14-20 drinks/week or more) should be avoided due to  in-
creased risk of significant GI adverse effects, including bleeding. Aminogly-
cosides: NSAIDs may decrease the excretion of aminoglycosides and in-
crease their toxicity. Herbal extracts: Ginkgo biloba may potentiate the risk of 
bleeding with NSAIDs.

USE IN SPECIFIC POPULATIONS
Fertility, pregnancy and lactation
Pregnancy: Inhibition of prostaglandin synthesis may adversely affect the 
pregnancy and/or the embryo/foetal development. Data from epidemiologi-
cal studies suggest an increased risk of miscarriage and of cardiac malfor-
mation and gastroschisis after use of a prostaglandin synthesis inhibitor in 
early pregnancy. The absolute risk for cardiovascular malformation was in-
creased from less than 1%, up to approximately 1.5%. The risk is believed to 
increase with dose and duration of therapy. In animals, administration of a 
prostaglandin synthesis inhibitor has been shown to result in increased pre- 
and post-implantation loss and embryo-foetal lethality. In addition, increased 
incidences of various malformations, including cardiovascular, have been 
reported in animals given a prostaglandin synthesis inhibitor during the or-
ganogenetic period. From the 20th week of pregnancy onward, ibuprofen 
use may cause oligohydramnios resulting from foetal renal dysfunction. This 
may occur shortly after treatment initiation and is usually reversible upon 
discontinuation. In addition, there have been reports of ductus arteriosus 
constriction following treatment in the second trimester, most of which re-
solved after treatment cessation. Therefore, during the first and second tri-
mester of pregnancy, ibuprofen should not be given unless clearly neces-
sary. If ibuprofen is used by a woman attempting to conceive or during the 
first and second trimester of pregnancy, the dose should be kept as low and 
duration of treatment as short as possible. Although IV ibuprofen is only indi-
cated for up to 3 days treatment, antenatal monitoring for oligohydramnios 
and ductus arteriosus constriction should be considered after exposure to 
ibuprofen for several days from gestational week 20 onward. Ibuprofen 
should be discontinued if oligohydramnios or ductus arteriosus constriction 
are found. During the third trimester of pregnancy, all prostaglandin synthe-
sis inhibitors: - may expose the foetus to: 
• cardiopulmonary toxicity (premature constriction/ closure of the ductus ar-
teriosus and pulmonary hypertension);
• renal dysfunction (see above);
 - may expose the mother and the neonate, at the end of the pregnancy, to: 
• possible prolongation of bleeding time, an anti-aggregating effect which 
may occur even at very low doses; 
• inhibition of uterine contractions resulting in delayed or prolonged labour. 
Consequently, ibuprofen use is contraindicated during the third trimester of 
pregnancy.
Breast-feeding: Ibuprofen and its metabolites can pass in low concentra-
tions into the breast milk. No harmful effects to infants are known to date, so 
for short-term treatment with lower doses interruption of breast-feeding 
would generally not be necessary, however it is recommended to interrupt 
breast feeding when using higher doses than 1200 mg daily or longer peri-
ods due to the potential to inhibit prostaglandin synthesis in the neonate. 
Fertility: The use of ibuprofen may impair female fertility and is not recom-
mended in women attempting to conceive. In women who have difficulties 
conceiving or who are undergoing investigation of infertility, withdrawal of 
ibuprofen should be considered.

OVERDOSAGE
Symptoms: Central nervous system disturbances include headache, confu-
sion, nystagmus, tinnitus, dizziness, light-headedness, unconsciousness, 
convulsions (mainly in children) and ataxia, as well as abdominal pain, 
nausea and vomiting, may occur as symptoms of an overdose. In addition, 
gastrointestinal bleeding, as well as functional disturbances of the liver and 
kidneys, is possible. There may furthermore be hypotension, hyperkalae-

mia, hypothermia, respiratory depression and cyanosis. In serious poison-
ing, metabolic acidosis may occur. Treatment: Treatment is symptomatic and 
there is no specific antidote. The therapeutic possibilities for treatment of in-
toxication are dictated by the extent, level and clinical symptoms according 
to the common intensive care practices. Special warnings and precautions 
for use: Undesirable effects may be minimised by using the lowest effective 
dose for the shortest possible time necessary to control symptoms. Con-
comitant use of Ibuprofen Exifin with NSAIDs, including cyclooxygenase-2 
selective inhibitors (Coxib), should be avoided. The frequency of the ad-
verse reactions to NSAIDs is increased in elderly patients, especially gastro-
intestinal bleeding and perforation which may be fatal. Gastrointestinal risks: 
GI bleeding, ulceration or perforation, which can be fatal, have been report-
ed during treatment with all NSAIDs with or without warning symptoms or a 
previous history of serious GI events. The risk of GI bleeding, ulceration or 
perforation is higher with increasing NSAID doses, in patients with a history 
of ulcer, particularly if complicated with haemorrhage or perforation and in 
the elderly. These patients should commence treatment on the lowest dose 
available. Combination therapy with protective agents (e.g. misoprostol or 
proton pump inhibitors) should be considered for these patients, and also 
for patients requiring concomitant low dose acetylsalicylic acid (ASA), or 
other drugs likely to increase the gastrointestinal risk). Patients with a history 
of GI toxicity, particularly in the elderly, should report any unusual abdominal 
symptoms (especially GI bleeding) particularly in the initial stages of treat-
ment. Caution should be advised in patients receiving concomitant medica-
tions which could increase the risk of ulceration or bleeding, such as oral 
corticosteroids, anticoagulants such as warfarin, selective serotonin-re-
uptake inhibitors or anti-platelet agents such as acetylsalicylic acid (ASA) 
When GI bleeding or ulceration occurs in patients receiving Ibuprofen B. 
Braun, treatment should be withdrawn NSAIDs should be given with care to 
patients with a history of gastrointestinal disease (ulcerative colitis, Crohn's 
disease) as these conditions may be exacerbated. Cardiovascular and cere-
brovascular effects: Clinical studies suggest that use of ibuprofen, particular-
ly at a high dose (2400 mg/day) may be associated with a small increased 
risk of arterial thrombotic events (for example myocardial infarction or 
stroke). Overall, epidemiological studies do not suggest that low dose ibu-
profen (e.g. ≤ 1200 mg/day) is associated with an increased risk of arterial 
thrombotic events Patients with uncontrolled hypertension, congestive heart 
failure (NYHA II-III), established ischaemic heart disease, peripheral arterial 
disease, and/or cerebrovascular disease should only be treated with ibupro-
fen after careful consideration and high doses (2400 mg/day) should be 
avoided. Careful consideration should also be exercised before initiating 
long-term treatment of patients with risk factors for cardiovascular events 
(e.g. hypertension, hyperlipidaemia, diabetes mellitus, smoking), particular-
ly if high doses of ibuprofen (2400 mg/day) are required. Severe skin reac-
tions: Serious skin reactions, some of them fatal, including exfoliative derma-
titis, Stevens-Johnson syndrome, and toxic epidermal necrolysis have been 
reported very rarely in association with the use of NSAIDs (s). Patients 
appear to be at highest risk for these reactions early in the course of therapy, 
the onset of the reaction occurring in the majority of cases within the first 
month of treatment. Acute generalised exanthematous pustulosis (AGEP) 
has been reported in relation to ibuprofen-containing products. Ibuprofen 
should be discontinued at the first appearance of signs and symptoms of 
severe skin reactions, such as skin rash, mucosal lesions, or any other sign 
of hypersensitivity. Hepatic or renal insufficiency: Ibuprofen should be used 
with caution in patients with a history of liver or kidney disease and especial-
ly during simultaneous treatment with diuretics, as the inhibition of prosta-
glandins can cause fluid retention and renal function impairment. Ibuprofen 
should be administered in these patients, at the lowest dose possible, and 
patient´s renal function should be regularly monitored. In case of dehydra-
tion, ensure sufficient fluid intake. Use special caution in dehydrated pa-
tients, for example due to diarrhoea, such as dehydration could be a trigger 
factor for the development of kidney failure. Regular use of analgesics, espe-

cially when combining of different analgesic substances, can lead to kidney 
damage with the risk of renal insufficiency (analgesic nephropathy). This risk 
is higher in the elderly and patients with renal insufficiency, heart failure, liver 
dysfunction, those taking diuretics or ACE inhibitors. After discontinuing 
NSAID therapy, patient´s pre-treatment condition is usually restored. As with 
other NSAIDs, ibuprofen can cause mild transient increases in some liver 
function parameters as well as significant increases in transaminases. If 
there is a significant increase in these parameters, treatment should be dis-
continued.

Anaphylactoid Reactions
As standard practice during intravenous infusion, close patient monitoring is 
recommended, especially at the beginning of the infusion to detect any ana-
phylactic reaction caused by the active substance or the excipients. Severe 
acute hypersensitivity reactions (e.g. anaphylactic shock) are very rarely ob-
served. At the first signs of a hypersensitivity reaction following the adminis-
tration of Ibuprofen B. Braun, therapy must be stopped and symptomatic 
treatment must be established. Medically required measures, in line with the 
symptoms, must be initiated by specialist personnel. Respiratory disorders: 
Caution is required if this medicinal product is administered to patients suf-
fering from, or with a previous history of, bronchial asthma, chronic rhinitis or 
allergic diseases since NSAIDs have been reported to cause broncho-
spasm, urticaria or angioedema in such patients. Haematological Effects: 
Ibuprofen may temporarily inhibit the blood-platelet function (thrombocyte 
aggregation), increasing the bleeding time and the risk of haemorrhage. Ibu-
profen should only be used with particular caution in patients receiving ASA 
to inhibit platelet aggregation Patients with coagulation disorders or those 
undergoing surgery should therefore be monitored. Special medical vigi-
lance is required for use in patients immediately after undergoing major sur-
gery. During prolonged ibuprofen administration, regular checking of liver 
values, kidney function, and blood counts is required. Ibuprofen should be 
used only after strict assessment of the benefit / risk in patients with congeni-
tal disorder of porphyrin metabolism (e.g. acute intermittent porphyria). 
Through concomitant consumption of alcohol, active substance-related un-
desirable effects, particularly those that concern the gastrointestinal tract or 
the central nervous system, may be increased on use of NSAIDs. Caution is 
required in patients with certain conditions, which may be made worse:
• In patients who react allergically to other substances, as an increased risk 
of hypersensitivity reactions occurring also exists for them on use of this me-
dicinal product.
• In patients who suffer from hay fever, nasal polyps or chronic obstructive 
respiratory disorders, as an increased risk exists for them of allergic reaction 
occurring. These may present as asthma attacks (so-called analgesic 
asthma), Quincke´s oedema or urticaria.

Aseptic Meningitis
Some cases of aseptic meningitis have been reported with the use of ibupro-
fen in patients with systemic lupus erythematosus (SLE). Although it is more 
likely to occur in patients with SLE and related connective tissue diseases, it 
has also been reported income patients who do not have any underlying 
chronic disease. This therefore, should be considered when administering 
this treatment.

Ophthalmological Effects: Blurred or diminished vision, scotomata, and 
changes in colour vision have been reported with oral ibuprofen. Discontin-
ue ibuprofen if the patient develops such complaints, and refer the patient 
for an ophthalmologic examination that includes central visual fields and 
colour vision testing. Others Prolonged use of painkillers may cause head-
ache that must not be treated with increased doses of the medicinal product. 
Exceptionally, varicella can cause serious cutaneous and soft tissues infec-
tious complications. To date, the contributing role of NSAIDs in the worsen-
ing of these infections cannot be ruled out. Thus, it is advisable to avoid use 

of Ibuprofen B. Braun in caseof varicella. Masking of symptoms of underlying 
infections: Ibuprofen can mask symptoms of infection, which may lead to 
delayed initiation of appropriate treatment and thereby worsening the out-
come of the infection. This has been observed in bacterial community ac-
quired pneumonia and bacterial complications to varicella. When ibuprofen 
is administered for fever or pain relief in relation to infection, monitoring of in-
fection is advised. In non-hospital settings, the patient should consult a 
doctor if symptoms persist or worsen.

Interference with laboratory tests:
• bleeding time (may be extended for 1 day after discontinuation of therapy)
• blood glucose concentration (may decrease)
• creatinine clearance (may decrease)
• haematocrit or haemoglobin (may decrease)
• blood levels of urea nitrogen and serum creatinine and potassium (may in-
crease)
• with liver function tests: increased transaminase values
Precautions regarding excipients: 
This medicinal product contains 360 mg sodium per bottle, equivalent to 
18.0 % of the WHO recommended maximum daily intake of 2 g sodium for 
an adult.

INSTRUCTIONS:
Do not store at a temperature above 30ºC. Protect from sunlight

PRESENTATION: 
Exifin 600mg/100ml infusion is available in clear label glass vial with vial 
hanger in a carton.



• A history of bronchospasm, asthma, rhinitis, angioedema or urticaria asso-
ciated with taking acetylsalicylic acid (ASA) or other non-steroidal anti-in-
flammatory drugs (NSAIDs); 
• Conditions involving an increased tendency or active bleeding such as 
thrombocytopenia;
• Active, or history of recurrent peptic ulcer/haemorrhage (two or more dis-
tinct episodes of proven ulceration or bleeding);
• History of gastrointestinal bleeding or perforation, related to previous 
NSAIDs therapy;
• Cerebrovascular or other active bleeding; 
• Severe hepatic or renal insufficiency;
• Severe heart failure (NYHA Class IV); 
• Severe dehydration (caused by vomiting, diarrhoea or insufficient fluid 
intake); 
• Pregnancy, in the last trimester

Other Adverse Reactions: The following frequencies are taken as a basis 
when evaluating undesirable effects:
Very common: ≥ 1/10  
Common: ≥1/100 to < 1/10
Uncommon: ≥1/1,000 to < 1/100 
Rare: ≥1/10,000 to < 1/1,000
Very rare: < 1/10,000 
Not known: frequency cannot be estimated from the available data.
The most commonly observed adverse events are gastrointestinal in nature. 
Peptic ulcers, GI perforation or bleeding, sometimes fatal, may occur partic-
ularly in the elderly. Nausea, vomiting, diarrhoea, flatulence, constipation, 
dyspepsia, abdominal pain, melaena, haematemesis, ulcerative stomatitis, 
exacerbation of colitis and Crohn's disease have been reported following ad-
ministration. Less frequently, gastritis has been observed. Particularly the 
risk of gastrointestinal bleeding occurring is dependent on the dose range 
and the duration of use. Very rarely have been reported severe hypersensi-
tivity reactions (including infusion site reactions, anaphylactic shock) and 
serious cutaneous adverse reactions such as bullous reactions including 
Stevens-Johnson syndrome and toxic epidermal necrolysis (Lyell’s syn-
drome), erythema multiforme and alopecia. Exacerbation of infection-relat-
ed inflammations (e.g. development of necrotising fasciitis) coinciding with 
the use of non-steroidal anti-inflammatory drugs has been described. This is 
possibly associated with the mechanism of action of the non-steroidal an-
ti-inflammatory drugs. Photosensitivity, allergic vasculitis and in exceptional 
cases, severe skin infections and soft-tissue complications may occur 
during a varicella infection Oedema, hypertension and cardiac failure have 
been reported in association with NSAID treatment. Clinical studies suggest 
that use of ibuprofen, particularly at a high dose (2400 mg/day) may be as-
sociated with a small increased risk of arterial thrombotic events (for exam-
ple myocardial infarction or stroke) 

DRUG INTERACTIONS
Other NSAIDs, including COX-2 inhibitors and salicylates: As a result of syn-
ergist effects, the concurrent administration uses of two or more NSAIDs 
may increase the risk of gastrointestinal ulcers and bleeding. Co-administra-
tion of ibuprofen with other NSAIDs should therefore be avoided Concomi-
tant administration of ibuprofen and acetylsalicylic acid is not generally rec-
ommended because of the potential of increased adverse effects. Experi-
mental data suggest that ibuprofen may competitively inhibit the effect of 
low dose acetylsalicylic acid on platelet aggregation when they are dosed 
concomitantly. Although there are uncertainties regarding extrapolation of 
these data to the clinical situation, the possibility that regular, long-term use 
of ibuprofen may reduce the cardioprotective effect of low-dose acetylsali-
cylic acid cannot be excluded. No clinically relevant effect is considered to 
be likely for occasional ibuprofen. Lithium: Co-administration of ibuprofen 
with lithium-containing medicinal products can increase the serum level of 

QUALITATIVE AND QUANTITATIVE DESCRIPTION
Each 100mL vial contains
Ibuprofen...............600mg 

DESCRIPTION
Ibuprofen is indicated in adults for the short-term symptomatic treatment of 
acute moderate pain, when administration by intravenous route is clinically 
justified, when other routes of administration are not possible.

CLINICAL PHARMACOLOGY
Pharmacodynamics 
Pharmacotherapeutic group: Anti-inflammatory and antirheumatic products, 
non-steroids. Propionic acid derivatives. Ibuprofen is a non-steroidal anti-in-
flammatory drug that, in conventional animal-experiment inflammation 
models, has proven to be effective, probably through prostaglandin synthe-
sis inhibition. In humans, ibuprofen has an antipyretic effect, reduces inflam-
matory-related pain and swelling. Furthermore, ibuprofen reversibly inhibits 
ADP- and collagen-induced platelet aggregation. Experimental data suggest 
that ibuprofen may competitively inhibit the effect of low dose acetylsalicylic 
acid on platelet aggregation when they are dosed concomitantly. Some 
pharmacodynamic studies show that when single doses of ibuprofen 400 
mg were taken within 8 h before or within 30 min after immediate release 
acetylsalicylic acid dosing (81 mg), a decreased effect of acetylsalicylic acid 
on the formation of thromboxane or platelet aggregation occurred. Although 
there are uncertainties regarding extrapolation of these data to the clinical 
situation, the possibility that regular, long-term use of ibuprofen may reduce 
the cardioprotective effect of low-dose acetylsalicylic acid cannot be exclud-
ed. No clinically relevant effect is considered to be likely for occasional ibu-
profen use.

Pharmacokinetics
Absorption: Ibuprofen Exifin is administered intravenously, therefore there is 
no absorption process and bioavailability of ibuprofen is 100%. After intrave-
nous administration of ibuprofen in humans, the maximum concentration 
(Cmax) of S- enantiomer (active) and R-enantiomer is reached at approxi-
mately 40 minutes, with a rate of infusion of 30 minutes. Distribution: The es-
timated volume of distribution is 0.11 to 0.21 L / kg. Ibuprofen is extensively 
bound to plasma proteins, primarily albumin.  Biotransformation: Ibuprofen 
is metabolised in the liver into two inactive metabolites, and these together 
with unmetabolized ibuprofen, are excreted by the kidney either as such or 
as conjugates. After an oral application, ibuprofen is already partly absorbed 
in the stomach and then completely in the small intestine. Following hepatic 
metabolisation (hydroxylation, carboxylation), the pharmacologically inac-
tive metabolites are completely eliminated, mainly renally (90 %), but also 
with the bile. Elimination: Excretion by the kidney is rapid and complete. The 
elimination half-life is about 2 hours. Linearity / non-linearity: Ibuprofen 
shows linearity in the area under the curve of plasma concentration-time 
after a single administration of ibuprofen (in a range of 200 800 mg). Phar-
macokinetic/pharmacodynamic relationship (s). There is a correlation be-
tween plasma levels of ibuprofen, its pharmacodynamic properties and 
overall safety profile. Ibuprofen pharmacokinetics is stereoselective after in-
travenous and oral administration. The mechanism of action and pharmacol-

ogy of intravenous ibuprofen do not differ from the mechanism of oral ibu-
profen. Renal impairment: For patients with mild renal impairment, increased 
unbound (S)-ibuprofen, higher AUC values for (S)-ibuprofen and increased 
enantiomeric AUC (S/R) ratios have been reported compared with healthy 
controls. In end-stage renal disease patients receiving dialysis the mean free 
fraction of ibuprofen was about 3% compared with about 1% in healthy vol-
unteers. Severe impairment of renal function may result in accumulation of 
ibuprofen metabolites. The significance of this effect is unknown. The me-
tabolites can be removed by haemodialysis). Hepatic impairment: In cirrhot-
ic patients with moderate hepatic impairment (Child Pugh's score 6-10) 
treated with racemic ibuprofen an average 2-fold prolongation of the half-life 
was observed and the enantiomeric AUC ratio (S/R) was significantly lower 
compared to healthy controls, suggesting an impairment of metabolic inver-
sion of (R)-ibuprofen to the active (S)-enantiomer.
 
INDICATIONS AND USAGE
Ibuprofen Exifin is indicated in adults for the short-term symptomatic treat-
ment of acute moderate pain when administration by intravenous route is 
clinically justified when other routes of administration are not possible.

DOSAGE AND ADMINISTRATION 
Posology: Undesirable effects may be minimised by using the lowest effec-
tive dose for the shortest duration necessary to control symptoms. Use 
should be limited to situations where oral administration is inappropriate. Pa-
tients must switch to oral treatment as soon as this is possible. This medici-
nal product is indicated for short-term acute treatment only and should not 
be used for more than 3 days. Adequate hydration of the patient should be 
maintained to minimize the risk of possible adverse reactions at renal level.
Adults: One dose of 600 mg. If clinically justified, another 600 mg dose can 
be administered after 6 to 8 hours depending on the intensity of the condi-
tion and response to treatment. The maximum total daily dose is 1200 mg.
Elderly patients: Like with all non-steroidal anti-inflammatory drugs (N-
SAIDs), precautions should be taken when treating elderly patients as they, 
are generally more prone to adverse effects and are more likely to have 
renal, hepatic and cardiovascular dysfunction and to be using concomitant 
medications. Specifically, it is recommended to administer the lowest effec-
tive dose for the shortest duration necessary to control symptoms for this 
population. Treatment should be reviewed at regular intervals and discontin-
ued if no benefit is seen or intolerance occurs. Renal insufficiency: Precau-
tions should be taken when NSAIDs are used in patients with renal insuffi-
ciency. In patients with mild or moderate renal impairment the initial dose 
should be reduced and be kept as low as possible for the shortest duration 
necessary to control symptoms and renal function monitored. This medici-
nal product is contraindicated in patients with severe renal insufficiency. He-
patic insufficiency: Precautions should be taken when NSAIDs are used in 
this population although differences in the pharmacokinetic profile have not 
been observed. Patients with mild or moderate hepatic insufficiency should 
start the treatment with reduced doses, the dose should be kept as low as 
possible for the shortest duration necessary and they should be carefully 
monitored. This medicinal product is contraindicated in patients with severe 
hepatic insufficiency. Paediatric population: This medicinal product should 
not be used in children and adolescents. The use of Ibuprofen Exifin has not 
been studied in children and adolescents. Therefore, the safety and efficacy 
have not been established. Method of administration: For intravenous use. 
Ibuprofen Exifin should only be administered by qualified healthcare profes-
sionals in an environment where appropriate equipment is available (during 
treatment). The solution should be administered as an intravenous infusion 
over 30 minutes.

CONTRAINDICATIONS
• Hypersensitivity to the active substance, to other NSAIDs or to any of the 
excipients 

lithium. Checking the serum lithium level is necessary. Cardiac glycosides 
(Digoxin): NSAIDs may exacerbate cardiac failure, reduce glomerular filtra-
tion rate and increase plasma levels of cardiac glycosides. Monitoring of 
serum digoxin is recommended. Phenytoin: Plasmatic levels of phenytoin 
may be increased in the concomitant treatment with ibuprofen and therefore 
the risk of toxicity may increase. Antihypertensive (Diuretics, ACE inhibitors, 
beta-receptor blocking medicines and angiotensin-II antagonists): Diuretics 
and ACE-inhibitors may increase the nephrotoxicity of NSAIDs. NSAIDs can 
reduce the effect of diuretics and other antihypertensive drugs, including 
ACE-inhibitors and beta-blockers. In patients with reduced kidney function 
(e.g. dehydrated patients or elderly patients with reduced kidney function) 
the concomitant use of an ACE inhibitor and angiotensin-II antagonists with 
a cyclo-oxygenase-inhibiting medicinal product can lead to further impair-
ment of kidney function, and up to acute renal failure. This is usually revers-
ible. Such combinations should therefore, only be used with caution, espe-
cially in elderly patients. Patients have to be instructed to drink sufficient 
liquid. Renal function should be measured after the start of concomitant 
therapy, and periodically thereafter. The concomitant administration of ibu-
profen and ACE-inhibitors may lead to hyperkalaemia. Potassium sparing di-
uretics: Concomitant use may cause hyperkalaemia (check of serum potas-
sium is recommended). Captopril: Experimental studies indicate that ibupro-
fen counteracts the effect of captopril of increased sodium excretion. Corti-
costeroids: Increased risk of gastrointestinal ulceration or bleeding.
Anti-platelet agents (e.g. clopidogrel and ticlopidine) and selective serotonin 
reuptake inhibitors (SSRIs): Increased risk of gastrointestinal bleeding. 
NSAIDs should not be combined with ticlopidine due to the risk of an addi-
tive effect in the inhibition of platelet function. Methotrexate: NSAIDs inhibit 
the tubular secretion of methotrexate and certain metabolic interactions may 
occur resulting in decreased clearance of methotrexate. The administration 
of ibuprofen within 24 hours before or after administration of methotrexate 
may lead to an elevated concentration of methotrexate and an increase in its 
toxic effect. Therefore, concomitant use of NSAIDs and high doses of metho-
trexate should be avoided. Also, the potential risk of interactions in low dose 
treatment with methotrexate should be considered, especially in patients 
with impaired renal function. In combined treatment, renal function should 
be monitored. Ciclosporin: The risk of a kidney-damage by ciclosporin is in-
creased by the concomitant administration of certain non-steroidal anti-in-
flammatory drugs. This effect cannot be ruled out for a combination of ciclo-
sporin and ibuprofen either. Anti-coagulants: NSAIDs may enhance the 
effect of anti-coagulants, such as warfarin. In case of simultaneous treat-
ment, monitoring of the coagulation state is recommended. Sulphonylureas: 
NSAIDs can increase the hypoglycaemic effect of sulphonylureas. In the 
case of simultaneous treatment, monitoring of blood glucose levels is rec-
ommended. Tacrolimus:  Elevated risk of nephrotoxicity. Zidovudine:  There 
is evidence of an increased risk of hemarthrosis and haematomas in HIV 
positive haemophilia patients receiving concurrent treatment with zidovu-
dine and ibuprofen. There may be an increased risk of haematoxicity during 
concomitant use of zidovudine and NSAIDs. Probenecid and sulfinpyrazone:
Medicinal products that contain probenecid or sulfinpyrazone may delay the 
excretion of ibuprofen. Quinolone antibiotics: Animal data indicate that 
NSAIDs can increase the risk of convulsions associated with quinolone anti-
biotics. Patients taking NSAIDs and quinolones may have an increased risk 
of developing convulsions. CYP2C9 Inhibitors: Concomitant administration 
of ibuprofen with CYP2C9 inhibitors may increase the exposure to ibuprofen 
(CYP2C9 substrate). In a study with voriconazole and fluconazole (CYP2C9 
inhibitors), an increased S(+)-ibuprofen exposure by approximately 80 
to100% has been shown. Reduction of the ibuprofen dose should be con-
sidered when potent CYP2C9 inhibitors are administered concomitantly, 
particularly when high-dose ibuprofen is administered with either 
voriconazole or fluconazole. Mifepristone: If NSAIDs are used within 8-12 
days after the mifepristone administration, they may decrease the effect of 
mifepristone. Alcohol: The use of ibuprofen in individuals with chronic alco-

hol consumption (14-20 drinks/week or more) should be avoided due to  in-
creased risk of significant GI adverse effects, including bleeding. Aminogly-
cosides: NSAIDs may decrease the excretion of aminoglycosides and in-
crease their toxicity. Herbal extracts: Ginkgo biloba may potentiate the risk of 
bleeding with NSAIDs.

USE IN SPECIFIC POPULATIONS
Fertility, pregnancy and lactation
Pregnancy: Inhibition of prostaglandin synthesis may adversely affect the 
pregnancy and/or the embryo/foetal development. Data from epidemiologi-
cal studies suggest an increased risk of miscarriage and of cardiac malfor-
mation and gastroschisis after use of a prostaglandin synthesis inhibitor in 
early pregnancy. The absolute risk for cardiovascular malformation was in-
creased from less than 1%, up to approximately 1.5%. The risk is believed to 
increase with dose and duration of therapy. In animals, administration of a 
prostaglandin synthesis inhibitor has been shown to result in increased pre- 
and post-implantation loss and embryo-foetal lethality. In addition, increased 
incidences of various malformations, including cardiovascular, have been 
reported in animals given a prostaglandin synthesis inhibitor during the or-
ganogenetic period. From the 20th week of pregnancy onward, ibuprofen 
use may cause oligohydramnios resulting from foetal renal dysfunction. This 
may occur shortly after treatment initiation and is usually reversible upon 
discontinuation. In addition, there have been reports of ductus arteriosus 
constriction following treatment in the second trimester, most of which re-
solved after treatment cessation. Therefore, during the first and second tri-
mester of pregnancy, ibuprofen should not be given unless clearly neces-
sary. If ibuprofen is used by a woman attempting to conceive or during the 
first and second trimester of pregnancy, the dose should be kept as low and 
duration of treatment as short as possible. Although IV ibuprofen is only indi-
cated for up to 3 days treatment, antenatal monitoring for oligohydramnios 
and ductus arteriosus constriction should be considered after exposure to 
ibuprofen for several days from gestational week 20 onward. Ibuprofen 
should be discontinued if oligohydramnios or ductus arteriosus constriction 
are found. During the third trimester of pregnancy, all prostaglandin synthe-
sis inhibitors: - may expose the foetus to: 
• cardiopulmonary toxicity (premature constriction/ closure of the ductus ar-
teriosus and pulmonary hypertension);
• renal dysfunction (see above);
 - may expose the mother and the neonate, at the end of the pregnancy, to: 
• possible prolongation of bleeding time, an anti-aggregating effect which 
may occur even at very low doses; 
• inhibition of uterine contractions resulting in delayed or prolonged labour. 
Consequently, ibuprofen use is contraindicated during the third trimester of 
pregnancy.
Breast-feeding: Ibuprofen and its metabolites can pass in low concentra-
tions into the breast milk. No harmful effects to infants are known to date, so 
for short-term treatment with lower doses interruption of breast-feeding 
would generally not be necessary, however it is recommended to interrupt 
breast feeding when using higher doses than 1200 mg daily or longer peri-
ods due to the potential to inhibit prostaglandin synthesis in the neonate. 
Fertility: The use of ibuprofen may impair female fertility and is not recom-
mended in women attempting to conceive. In women who have difficulties 
conceiving or who are undergoing investigation of infertility, withdrawal of 
ibuprofen should be considered.

OVERDOSAGE
Symptoms: Central nervous system disturbances include headache, confu-
sion, nystagmus, tinnitus, dizziness, light-headedness, unconsciousness, 
convulsions (mainly in children) and ataxia, as well as abdominal pain, 
nausea and vomiting, may occur as symptoms of an overdose. In addition, 
gastrointestinal bleeding, as well as functional disturbances of the liver and 
kidneys, is possible. There may furthermore be hypotension, hyperkalae-

mia, hypothermia, respiratory depression and cyanosis. In serious poison-
ing, metabolic acidosis may occur. Treatment: Treatment is symptomatic and 
there is no specific antidote. The therapeutic possibilities for treatment of in-
toxication are dictated by the extent, level and clinical symptoms according 
to the common intensive care practices. Special warnings and precautions 
for use: Undesirable effects may be minimised by using the lowest effective 
dose for the shortest possible time necessary to control symptoms. Con-
comitant use of Ibuprofen Exifin with NSAIDs, including cyclooxygenase-2 
selective inhibitors (Coxib), should be avoided. The frequency of the ad-
verse reactions to NSAIDs is increased in elderly patients, especially gastro-
intestinal bleeding and perforation which may be fatal. Gastrointestinal risks: 
GI bleeding, ulceration or perforation, which can be fatal, have been report-
ed during treatment with all NSAIDs with or without warning symptoms or a 
previous history of serious GI events. The risk of GI bleeding, ulceration or 
perforation is higher with increasing NSAID doses, in patients with a history 
of ulcer, particularly if complicated with haemorrhage or perforation and in 
the elderly. These patients should commence treatment on the lowest dose 
available. Combination therapy with protective agents (e.g. misoprostol or 
proton pump inhibitors) should be considered for these patients, and also 
for patients requiring concomitant low dose acetylsalicylic acid (ASA), or 
other drugs likely to increase the gastrointestinal risk). Patients with a history 
of GI toxicity, particularly in the elderly, should report any unusual abdominal 
symptoms (especially GI bleeding) particularly in the initial stages of treat-
ment. Caution should be advised in patients receiving concomitant medica-
tions which could increase the risk of ulceration or bleeding, such as oral 
corticosteroids, anticoagulants such as warfarin, selective serotonin-re-
uptake inhibitors or anti-platelet agents such as acetylsalicylic acid (ASA) 
When GI bleeding or ulceration occurs in patients receiving Ibuprofen B. 
Braun, treatment should be withdrawn NSAIDs should be given with care to 
patients with a history of gastrointestinal disease (ulcerative colitis, Crohn's 
disease) as these conditions may be exacerbated. Cardiovascular and cere-
brovascular effects: Clinical studies suggest that use of ibuprofen, particular-
ly at a high dose (2400 mg/day) may be associated with a small increased 
risk of arterial thrombotic events (for example myocardial infarction or 
stroke). Overall, epidemiological studies do not suggest that low dose ibu-
profen (e.g. ≤ 1200 mg/day) is associated with an increased risk of arterial 
thrombotic events Patients with uncontrolled hypertension, congestive heart 
failure (NYHA II-III), established ischaemic heart disease, peripheral arterial 
disease, and/or cerebrovascular disease should only be treated with ibupro-
fen after careful consideration and high doses (2400 mg/day) should be 
avoided. Careful consideration should also be exercised before initiating 
long-term treatment of patients with risk factors for cardiovascular events 
(e.g. hypertension, hyperlipidaemia, diabetes mellitus, smoking), particular-
ly if high doses of ibuprofen (2400 mg/day) are required. Severe skin reac-
tions: Serious skin reactions, some of them fatal, including exfoliative derma-
titis, Stevens-Johnson syndrome, and toxic epidermal necrolysis have been 
reported very rarely in association with the use of NSAIDs (s). Patients 
appear to be at highest risk for these reactions early in the course of therapy, 
the onset of the reaction occurring in the majority of cases within the first 
month of treatment. Acute generalised exanthematous pustulosis (AGEP) 
has been reported in relation to ibuprofen-containing products. Ibuprofen 
should be discontinued at the first appearance of signs and symptoms of 
severe skin reactions, such as skin rash, mucosal lesions, or any other sign 
of hypersensitivity. Hepatic or renal insufficiency: Ibuprofen should be used 
with caution in patients with a history of liver or kidney disease and especial-
ly during simultaneous treatment with diuretics, as the inhibition of prosta-
glandins can cause fluid retention and renal function impairment. Ibuprofen 
should be administered in these patients, at the lowest dose possible, and 
patient´s renal function should be regularly monitored. In case of dehydra-
tion, ensure sufficient fluid intake. Use special caution in dehydrated pa-
tients, for example due to diarrhoea, such as dehydration could be a trigger 
factor for the development of kidney failure. Regular use of analgesics, espe-

cially when combining of different analgesic substances, can lead to kidney 
damage with the risk of renal insufficiency (analgesic nephropathy). This risk 
is higher in the elderly and patients with renal insufficiency, heart failure, liver 
dysfunction, those taking diuretics or ACE inhibitors. After discontinuing 
NSAID therapy, patient´s pre-treatment condition is usually restored. As with 
other NSAIDs, ibuprofen can cause mild transient increases in some liver 
function parameters as well as significant increases in transaminases. If 
there is a significant increase in these parameters, treatment should be dis-
continued.

Anaphylactoid Reactions
As standard practice during intravenous infusion, close patient monitoring is 
recommended, especially at the beginning of the infusion to detect any ana-
phylactic reaction caused by the active substance or the excipients. Severe 
acute hypersensitivity reactions (e.g. anaphylactic shock) are very rarely ob-
served. At the first signs of a hypersensitivity reaction following the adminis-
tration of Ibuprofen B. Braun, therapy must be stopped and symptomatic 
treatment must be established. Medically required measures, in line with the 
symptoms, must be initiated by specialist personnel. Respiratory disorders: 
Caution is required if this medicinal product is administered to patients suf-
fering from, or with a previous history of, bronchial asthma, chronic rhinitis or 
allergic diseases since NSAIDs have been reported to cause broncho-
spasm, urticaria or angioedema in such patients. Haematological Effects: 
Ibuprofen may temporarily inhibit the blood-platelet function (thrombocyte 
aggregation), increasing the bleeding time and the risk of haemorrhage. Ibu-
profen should only be used with particular caution in patients receiving ASA 
to inhibit platelet aggregation Patients with coagulation disorders or those 
undergoing surgery should therefore be monitored. Special medical vigi-
lance is required for use in patients immediately after undergoing major sur-
gery. During prolonged ibuprofen administration, regular checking of liver 
values, kidney function, and blood counts is required. Ibuprofen should be 
used only after strict assessment of the benefit / risk in patients with congeni-
tal disorder of porphyrin metabolism (e.g. acute intermittent porphyria). 
Through concomitant consumption of alcohol, active substance-related un-
desirable effects, particularly those that concern the gastrointestinal tract or 
the central nervous system, may be increased on use of NSAIDs. Caution is 
required in patients with certain conditions, which may be made worse:
• In patients who react allergically to other substances, as an increased risk 
of hypersensitivity reactions occurring also exists for them on use of this me-
dicinal product.
• In patients who suffer from hay fever, nasal polyps or chronic obstructive 
respiratory disorders, as an increased risk exists for them of allergic reaction 
occurring. These may present as asthma attacks (so-called analgesic 
asthma), Quincke´s oedema or urticaria.

Aseptic Meningitis
Some cases of aseptic meningitis have been reported with the use of ibupro-
fen in patients with systemic lupus erythematosus (SLE). Although it is more 
likely to occur in patients with SLE and related connective tissue diseases, it 
has also been reported income patients who do not have any underlying 
chronic disease. This therefore, should be considered when administering 
this treatment.

Ophthalmological Effects: Blurred or diminished vision, scotomata, and 
changes in colour vision have been reported with oral ibuprofen. Discontin-
ue ibuprofen if the patient develops such complaints, and refer the patient 
for an ophthalmologic examination that includes central visual fields and 
colour vision testing. Others Prolonged use of painkillers may cause head-
ache that must not be treated with increased doses of the medicinal product. 
Exceptionally, varicella can cause serious cutaneous and soft tissues infec-
tious complications. To date, the contributing role of NSAIDs in the worsen-
ing of these infections cannot be ruled out. Thus, it is advisable to avoid use 

of Ibuprofen B. Braun in caseof varicella. Masking of symptoms of underlying 
infections: Ibuprofen can mask symptoms of infection, which may lead to 
delayed initiation of appropriate treatment and thereby worsening the out-
come of the infection. This has been observed in bacterial community ac-
quired pneumonia and bacterial complications to varicella. When ibuprofen 
is administered for fever or pain relief in relation to infection, monitoring of in-
fection is advised. In non-hospital settings, the patient should consult a 
doctor if symptoms persist or worsen.

Interference with laboratory tests:
• bleeding time (may be extended for 1 day after discontinuation of therapy)
• blood glucose concentration (may decrease)
• creatinine clearance (may decrease)
• haematocrit or haemoglobin (may decrease)
• blood levels of urea nitrogen and serum creatinine and potassium (may in-
crease)
• with liver function tests: increased transaminase values
Precautions regarding excipients: 
This medicinal product contains 360 mg sodium per bottle, equivalent to 
18.0 % of the WHO recommended maximum daily intake of 2 g sodium for 
an adult.

INSTRUCTIONS:
Do not store at a temperature above 30ºC. Protect from sunlight

PRESENTATION: 
Exifin 600mg/100ml infusion is available in clear label glass vial with vial 
hanger in a carton.
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