
Gastrointestinal (GI) Risk:
• NSAID drugs cause an increase in the risk of serious GI undesirable e�ects, 
such as bleeding, ulceration, gastrointestinal perforation, etc., which can be 
fatal. These undesirable e�ects can occur at any time, with or without a 
pre-warning symptom. Elderly patients have a higher risk of serious GI e�ects.

Drug Interaction
Other NSAIDs, including COX-2 inhibitors and salicylates:
As a result of synergist e�ects, the concurrent administration use of two or 
more NSAIDs may increase the risk of gastrointestinal ulcers and bleeding. 
Co-administration of DORIFEN with other NSAIDs should, therefore, be 
avoided (see section 4.4).

Acetylsalicylic acid
Concomitant administration of ibuprofen and acetylsalicylic acid is not 
generally recommended because of the potential of increased adverse e�ects. 
Experimental data suggest that ibuprofen may competitively inhibit the e�ect 
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 e�ect of low-dose acetylsalicylic 
acid cannot be excluded. No clinically relevant e�ect is considered to be likely 
for occasional ibuprofen use (see section 5.1).

Lithium:
Co-administration of ibuprofen with lithium preparations can increase the 
serum level of lithium. When NSAIDs and lithium are used together, patients 
should be monitored for signs of lithium toxicity.
Checking the serum lithium level is necessary.

Cardiac glycosides (Digoxin):
NSAIDs may exacerbate cardiac failure, reduce glomerular filtration rate and 
increase plasma levels of cardiac glycosides. Caution should be required in 
patients treated with cardiac glycosides.

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 e�ect 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 impairment of kidney function, and through to acute renal failure. This 
is usually reversible. Such combinations should, therefore, only be used with 
caution, especially in elderly patients. Patients have to be instructed to drink 
su�icient liquid and periodic monitoring of kidney values should be 
considered for the time immediately function after the start of concomitant 
therapy.
The concomitant administration of ibuprofen and ACE-inhibitors may lead to 
hyperkalaemia.

Potassium sparing diuretics:
Concomitant use may cause hyperkalemia (chek of serum potassium is 
recommended).

Captopril
Experimental studies indicate that ibuprofen counteracts the e�ect of 
captopril of increased sodium excretion.

Corticosteroids:
The risk of bleeding and gastrointestinal ulceration is increased when used 
with NSAIDs. To avoid exacerbation of the disease or renal failure, patients on 
prolonged corticosteroid therapy should slowly reduce corticosteroid 
therapies when ibuprofen is added to their treatment program.

Anti-platelet agents (e.g. clopidogrel and ticlopidine) and selective serotonin 
reuptake inhibitors (SSRIs):
Increased risk of gastrointestinal bleeding (see section 4.4). NSAIDs should not 
be combined with ticlopidine due to the risk of an additive e�ect 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 elevated concentrations of methotrexate and an 
increase in its toxic e�ect. Therefore, concomitant use of NSAIDs and high 
doses of methotrexate 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 increased by the concomitant 
administration of certain NSAIDs. This e�ect cannot be ruled out for a 
combination of ciclosporin and ibuprofen either.

Anti-coagulants:
NSAIDs may enhance the e�ect of anticoagulants, such as warfarin (see 
section 4.4). In case of simultaneous treatment, monitoring of the coagulation 
state is recommended.

Sulphonylureas:
NSAIDs can increase the hypoglycemic e�ect of sulphonylureas. In the case of 
simultaneous treatment, monitoring of blood glucose levels is recommended.

Tacrolimus:
A possible increase in the risk of nephrotoxicity can be expected when NSAIDs 
are given concomitantly with tacrolimus. Due to the reduced synthesis of 
prostacyclin in the kidney, concomitant administration of NSAIDs and 
tacrolimus is thought to cause an increased risk of nephrotoxicity. Therefore, 
renal function should be closely monitored in the case of combination 
therapy.

Zidovudine:
There is evidence of an increased risk of haemarthrosis and haematomas in 
HIV positive haemophilia patients receiving concurrent treatment with 
zidovudine and ibuprofen. There may be an increased risk of hematotoxicity 
during concomitant use of zidovudine and NSAIDs. Blood counts 1-2 weeks 
after starting use together are recommended.

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 antibiotics. 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 �uconazole (CYP2C9 inhibitors), an increased S(+) ibuprofen exposure by 
approximately 80 to 100% has been shown. Reduction of the ibuprofen dose 
should be considered when potent CYP2C9 inhibitors are administered 
concomitantly, particularly when high-dose ibuprofen is administered with 
either voriconazole or �uconazole.

Mifepristone:
If NSAIDs are used within 8-12 days after the mifepristone administration, they 
may decrease the e�ect of mifepristone.

Alcohol:
The use of ibuprofen in individuals with chronic alcohol consumption (14-20 
drinks/week or more) should be avoided due to increased risk of significant GI 
adverse e�ects, including bleeding.

Aminoglycosides:
NSAIDs may decrease the excretion of aminoglycosides and increase their 
toxicity

Herbal extracts:
Ginkgo biloba may potentiate the risk of bleeding with NSAIDs.

Food and Alcohol Interaction
The use of ibuprofen in individuals with chronic alcohol consumption (14-20 
drinks/week or more) should be avoided due to increased risk of significant 
gastrointestinal adverse e�ects, including bleeding.

Pregnancy & Breastfeeding use
General recommendation
Pregnancy category: C (It was determined as D in the third trimester) 

Women who have childbearing potential / Birth control (Contraception) 
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.

Pregnancy 
Inhibition of prostaglandin synthesis may adversely a�ect the pregnancy 
and/or the embryo/foetal development. Data from epidemiological studies 
suggest an increased risk of miscarriage and of cardiac malformation and 
gastroschisis after use of a prostaglandin synthesis inhibitor in early 
pregnancy. The absolute risk for cardiovascular malformation was increased 
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 organogenetic period (Section 
5.3). 
During the first and second trimester of pregnancy, ibuprofen should not be 
given unless clearly necessary. If DORIFEN 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. 
During the third trimester of pregnancy, all prostaglandin synthesis inhibitors: 
may expose the foetus to: 
- cardiopulmonary toxicity (with premature closure of the ductus arteriosus 
and pulmonary hypertension).
- renal dysfunction, which may progress to renal failure with 
oligohydramniosis;
may expose the mother and the neonate, at the end of the pregnancy, to: 
- possible prolongation of bleeding time, an anti-aggregating e�ect which 
may occur even at very low doses;
- inhibition of uterine contractions resulting in delayed or prolonged labour.
Consequently, DORIFEN use is contraindicated during the last trimester of 
pregnancy (See section 4.3).

Lactation 
Ibuprofen and its metabolites can pass in low concentrations into the breast 
milk. 
No harmful e�ects 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 periods due to the potential to 
inhibit prostaglandin synthesis in the neonate.

Reproductive ability/Fertility 
There is some evidence that drugs which inhibit 
cyclo-oxygenase/prostaglandin synthesis may cause impairment of female 
fertility by an e�ect on ovulation.
This is reversible on withdrawal of treatment.

Contraindication
• Hypersensitivity to the active substance, to other NSAIDs or to any of the 
excipients listed in section 6.1; 
• A history of bronchospasm, asthma, rhinitis, angioedema or urticaria 
associated with taking acetylsalicylic acid (ASA) or other NSAIDs;
• Conditions involving an increased tendency or active bleeding such as 
thrombocytopenia;
• Active, or history of recurrent peptic ulcer/haemorrhage (two or more 
distinct episodes of proven ulceration or bleeding);
• In the treatment of perioperative pain of coronary artery bypass graft 
surgery;
• History of gastrointestinal bleeding or perforation, related to previous 
NSAIDs therapy;
• Cerebrovascular or other active bleeding;
• Severe hepatic or renal insu�iciency;
• Severe heart failure (NYHA Class IV);
• Severe dehydration (caused by vomiting, diarrhoea or insu�icient �uid 
intake);
• Pregnancy, in the last trimester (see section 4.6).

Di�erent age groups:
Additional information on special populations:
No interaction studies have been conducted on specific populations.

Pediatric population:
No interaction studies have been conducted on pediatric population.

Special cases:
Kidney insu�iciency:
Precautions should be taken when NSAIDs are used in patients with renal 
insu�iciency. 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. 
DORIFEN should not be used in patients with severe renal insu�iciency.

Liver insu�iciency:
Precautions should be taken when NSAIDs are used in this population 
although di�erences in the pharmacokinetic profile have not been observed. 
Patients with mild or moderate hepatic insu�iciency 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. 
DORIFEN should not be in patients with severe hepatic insu�iciency.
If you have feeling that e�ect of DORIFEN is too strong or too weak, talk to your 
doctor or pharmacist.

If you have more DORIFEN than you should: 
Since this medicine is administered by qualified healthcare professionals, it is 
unlikely that you will be given more or less drug than you need. Nevertheless, 
the following should be considered:
Central nervous system disorders may include headache, tinnitus, dizziness, 
slight dizziness, loss of consciousness and ataxia, nausea and vomiting along 
with abdominal pain, and symptoms of overdose. Gastrointestinal bleeding, 
liver and kidney function disorders may occur. Hypotension, respiratory 
depression and cyanosis (bruising of the skin or mucous membranes) may also 
occur. 
If you have given more DORIFEN than you should or if your children have 
accidentally used this medicine, always consult a doctor or nearest hospital for 
advice. 
Symptoms may contain nausea, abdominal pain, vomiting (may be bloody), 
headache, dizziness, light-headedness, and unconsciousness. In high doses, 
drowsiness, chest pain, palpitations, loss of consciousness, convulsions 
(especially in children), weakness and dizziness, blood in the urine, the feeling 
of chills, breathing problems have been reported.
If you had more DORIFEN than you should have, you should talk to a doctor or 
pharmacist.

If you forget to take DORIFEN 
Since this medicine is administered by qualified healthcare professionals, it is 
unlikely that you will be given more or less drug than you need.
Do not take a double dose to compensate for the forgotten individual dose.

E�ects that may occur when the treatment with DORIFEN is terminated
When DORIFEN treatment is discontinued by your doctor, you should not 
experience any e�ect.
Consult your doctor if you have any questions regarding the use of this 
medicine.

Possible side e�ects
Like all medicines, side e�ects may occur in patients, who are sensitive to the 
ingredients of DORIFEN.
The side e�ects can be minimized by using the lowest e�ective dose for the 
shortest time possible to treat the symptoms. 
One or more of the known side e�ects of NSAIDs may occur (see below). If you 
experience any of these side e�ects, you should stop taking this medicine and 
consult a doctor as soon as possible. 
Elderly patients who take this drug are at greater risk for developing problems 
associated with side e�ects.

If you experience any of the followings, stop using DORIFEN and inform 

Method of administration

Reconstituted Azacitidine should be injected subcutaneously into the upper arm, 
thigh or abdomen. Injection sites should be rotated. New injections should be given 
at least 2.5 cm from the previous site and never into areas where the site is tender, 
bruised, red, or hardened.
After reconstitution, the suspension should not be filtered. For instructions on 
reconstitution of the medicinal product before administration.

Contraindications
Hypersensitivity to the active substance or to any of the excipients. Breast-feeding.
Advanced malignant hepatic tumours.

Haematological toxicity
Treatment with azacitidine is associated with anaemia, neutropenia and 
thrombocytopenia, particularly during the first 2 cycles (see section 4.8). Complete 
blood counts should be performed as needed to monitor response and toxicity, but 
at least prior to each treatment cycle. After administration of the recommended 
dose for the first cycle, the dose forsubsequent cycles should be reduced or its 
administration delayed based on nadir counts and
haematological response (see section 4.2). Patients should be advised to promptly 
report febrile episodes. Patients and physicians are also advised to be observant for 
signs and symptoms of bleeding.
Hepatic impairment
No formal studies have been conducted in patients with hepatic impairment. 
Patients with extensive tumour burden due to metastatic disease have been 
reported to experience progressive hepatic coma and death during azacitidine 
treatment, especially in such patients with baseline serum albumin < 30 g/L. 
Azacitidine is contraindicated in patients with advanced malignant hepatic tumours.

Renal impairment
Renal abnormalities ranging from elevated serum creatinine to renal failure and 
death were reported in patients treated with intravenous azacitidine in combination 
with other chemotherapeutic agents. In addition, renal tubular acidosis, defined as a 
fall in serum bicarbonate to < 20 mmol/L in association with an alkaline urine and 
hypokalaemia (serum potassium < 3 mmol/L) developed in 5 subjects with chronic 
myelogenous leukaemia (CML)
treated with azacitidine and etoposide. If unexplained reductions in serum 
bicarbonate (< 20 mmol/L) or elevations of serum creatinine or BUN occur, the dose 
should be reduced or administration delayed. Patients should be advised to report 
oliguria and anuria to the health care provider immediately.
Although no clinically relevant differences in the frequency of adverse reactions 
were noted between subjects with normal renal function compared to those with 
renal impairment, patients with renal impairment should be closely monitored for 
toxicity since azacitidine and/or its metabolites are primarily excreted by the 
kidney. 

Special warnings and precautions for use
Warnings and precautions
Blood Test
You will have blood tests before you begin treatment with Azacitidine and at 
the start of each period of treatment (called a ‘cycle’). This is to check that you 
have enough blood cells and that your liver and kidneys are working properly.

Precautions
People with decreased counts of platelets, red or white blood cells, with kidney 
disease, with had a heart condition or heart attack or any history of lung disease.
Children and adolescents
Azacitidine is not recommended for use in children and adolescents below the 
age of 18.
Other medicines and Azacitidine
Tell your doctor or pharmacist if you are using, have recently used or might use 
any other medicines. This is because Azacitidine may affect the way some other 
medicines work. Also, some other medicines may affect the way Azacitidine 
works.

Pregnancy, breast-feeding and fertility
Pregnancy
You should not use Azacitidine during pregnancy as it may be harmful to the 
baby. Use an effective method of contraception during and up to 3 months 
after treatment.
Tell your doctor straight away if you become pregnant during treatment.
If you are pregnant or breast-feeding, think you may be pregnant or are 
planning to have a baby, ask your doctor or pharmacist for advice before taking 
this medicine.
Breast-feeding
You should not breast-feed when using Azacitidine. It is not known if this 
medicine passes into human milk.
Fertility
Men should not father a child while receiving treatment with Azacitidine. Use 
an effective method of contraception during and up to 3 months after 
treatment with this medicine. Talk to your doctor if you wish to conserve your 
sperm before starting this treatment.
Driving and using machines
Do not drive or use any tools or machines if you experience side effects, such as 
tiredness.
Common side effects (may affect up to 1 in 10 people)

Overdose
One case of overdose with azacitidine was reported during clinical trials. A 
patient experienced diarrhoea, nausea, and vomiting after receiving a single 
intravenous dose of approximately 290 mg/m2, almost 4 times the 
recommended starting dose.
In the event of overdose, the patient should be monitored with appropriate 
blood counts and should receive supportive treatment, as necessary. There is 
no known specific antidote for azacitidine overdose.

Mechanism of action
Azacitidine is believed to exert its antineoplastic effects by multiple 
mechanisms including cytotoxicity on abnormal haematopoietic cells in the 
bone marrow and hypomethylation of DNA. The cytotoxic effects of azacitidine 
may result from multiple mechanisms, including inhibition of DNA, RNA and 
protein synthesis, incorporation into RNA and DNA, and activation of DNA 
damage pathways. Non-proliferating cells are relatively insensitive to
azacitidine. Incorporation of azacitidine into DNA results in the inactivation of 
DNA methyltransferases, leading to hypomethylation of DNA. DNA 
hypomethylation of aberrantlymethylated genes involved in normal cell cycle 
regulation, differentiation and death pathways may result in gene re-expression 
and restoration of cancer-suppressing functions to cancer cells. The relative 
importance of DNA hypomethylation versus cytotoxicity or other activities of 
azacitidine to clinical outcomes has not been established.

Pharmaceutical particulars
List of excipients
Mannitol
Special precautions for storage
Unopened vials
This drug product does not require any special storage conditions.

After reconstitution:

Instructions for Intravenous Administration
Azacitidine for Injection should be reconstituted aseptically with 10 mL sterile 
water for injection. The diluent should be injected slowly into the vial. 
Vigorously shake or roll the vial until all solids are dissolved. The solution should 
be clear. The resulting solution will contain Azacitidine 10 mg/mL. Azacitidine 
reconstituted for intravenous administration may be stored at 25°C (77°F), but 
administration must be completed within 1 hour of reconstitution.
Instructions for Subcutaneous Administration
Azacitidine for Injection should be reconstituted aseptically with 4 mL sterile 
water for injection. The diluent should be injected slowly into the vial. 
Vigorously shake or roll the vial until a uniform suspension is achieved. The 
suspension will be cloudy. The resulting suspension will contain Azacitidine 25 
mg/mL. When Azacitidine is reconstituted using water for injections that has 
not been refrigerated, chemical and physical in-use stability of the 
reconstituted medicinal product has been demonstrated at 25°C for 45 minutes 
and at 2°C to 8°C for 8 hours. 

AZACITIDINE

DESCRIPTION
White Lyophilized powder in 30mL/20mm flint moulded USP type-1 glass vial with 
20mm dark grey chloro butyl flurotec coated single slotted rubber stopper and 20mm 
aluminum flip off seal.

INDICATION
Azacitidine is indicated for the treatment of adult patients who are not eligible for
haematopoietic stem cell transplantation (HSCT) with:

•  Intermediate-2 and high-risk myelodysplastic syndromes (MDS) according to the
International Prognostic Scoring System (IPSS),
•  Chronic myelomonocytic leukaemia (CMML) with 10-29 % marrow blasts without
myeloproliferative disorder,
•  Acute myeloid leukaemia (AML) with 20-30 % blasts and multi-lineage dysplasia,
according to World Health Organisation (WHO) classification,
•  AML with >30% marrow blasts according to the WHO classification.

Pharmacotherapeutic group: Antineoplastic agents, antimetabolites, pyrimidine 
analogues, ATC code: L01BC07

Pharmacology
Mechanism of action
Azacitidine is believed to exert its antineoplastic effects by multiple mechanisms 
including cytotoxicity on abnormal haematopoietic cells in the bone marrow and 
hypomethylation of DNA. The cytotoxic effects of azacitidine may result from multiple 
mechanisms, including inhibition of DNA, RNA and protein synthesis, incorporation into 
RNA and DNA, and activation of DNA damage pathways. Non-proliferating cells are 
relatively insensitive to azacitidine. Incorporation of azacitidine into DNA results in the 
inactivation of DNA methyltransferases, leading to hypomethylation of DNA. DNA 
hypomethylation of aberrantly methylated genes involved in normal cell cycle 
regulation, differentiation and death pathways may result in gene re-expression and 
restoration of cancer-suppressing functions to cancer cells. The relative importance of 
DNA hypomethylation versus cytotoxicity or other activities of azacitidine to clinical 
outcomes has not been established.

Pharmacokinetics
Absorption
Following subcutaneous administration of a single 75 mg/m2 dose, azacitidine was 
rapidly absorbed with peak plasma concentrations of 750 ± 403 ng/mL occurring at 0.5 
h after dosing (the first sampling point). The absolute bioavailability of azacitidine after 
subcutaneous
relative to intravenous administration (single 75 mg/m2 doses) was approximately 89% 
based on area under the curve (AUC).
Area under the curve and maximum plasma concentration (Cmax) of subcutaneous 
admiminstration of azacitidine were approximately proportional within the 25 to 100 
mg/m2 dose range.

Distribution
Following intravenous administration, the mean volume of distribution was 76 ± 26 L, 
and systemic clearance was 147 ± 47 L/h.

Biotransformation
Based on in vitro data, azacitidine metabolism does not appear to be mediated by 
cytochrome P450 isoenzymes (CYPs), UDP-glucuronosyltransferases (UGTs), 
sulfotransferases (SULTs), and glutathione transferases (GSTs).
Azacitidine undergoes spontaneous hydrolysis and deamination mediated by cytidine
deaminase. In human liver S9 fractions, formation of metabolites was independent of
NADPH implying that azacitidine metabolism was not mediated by cytochrome P450
isoenzymes. An in vitro study of azacitidine with cultured human hepatocytes indicates 
that at concentrations of 1.0 μM to 100 μM (i.e. up to approximately 30-fold higher than
clinically achievable concentrations), azacitidine does not induce CYP 1A2, 2C19, or 3A4 
or 3A5. In studies to assess inhibition of a series of P450 isoenzymes (CYP 1A2, 2B6, 2C8,
2C9, 2C19, 2D6, 2E1 and 3A4) azacitidine up to 100 µM did not product inhibition. 
Therefore, CYP enzyme induction or inhibition by azacitidine at clinically achievable 
plasma concentrations is unlikely. 

Elimination
Azacitidine is cleared rapidly from plasma with a mean elimination half-life (t½) after
subcutaneous administration of 41 ± 8 minutes. No accumulation occurs after 
subcutaneous administration of 75 mg/m2 azacitidine once daily for 7 days. Urinary 
excretion is the primary route of elimination of azacitidine and/or its metabolites. 
Following intravenous and subcutaneous administration of 14C-azacitidine, 85 and 50 
% of the administered radioactivity was recovered in urine respectively, while < 1 % was 
recovered in faeces.

Special populations
The effects of hepatic impairment (see section 4.2), gender, age, or race on the
pharmacokinetics of azacitidine have not been formally studied.

Renal impairment
Renal impairment has no major effect on the pharmacokinetic exposure of azacitidine 
after single and multiple subcutaneous administrations. Following subcutaneous 
administration of
a single 75 mg/m2 dose, mean exposure values (AUC and Cmax) from subjects with 
mild, moderate and severe renal impairment were increased by 11-21%, 15-27%, and 
41-66%, respectively, compared to normal renal function subjects. However, exposure 
was within the same general range of exposures observed for subjects with normal 
renal function.
Azacitidine can be administered to patients with renal impairment without initial dose
adjustment provided these patients are monitored for toxicity since azacitidine and/or 
its metabolites are primarily excreted by the kidney.

Posology and method of administration

Azacitidine treatment should be initiated and monitored under the supervision of a 
physician experienced in the use of chemotherapeutic agents. Patients should be 
premedicated with anti-emetics for nausea and vomiting.

Posology
The recommended starting dose for the first treatment cycle, for all patients regardless 
of baseline haematology laboratory values, is 75 mg/m2 of body surface area, injected
subcutaneously, daily for 7 days, followed by a rest period of 21 days (28-day treatment
cycle).

It is recommended that patients be treated for a minimum of 6 cycles. Treatment should 
be continued as long as the patient continues to benefit or until disease progression.

Patients should be monitored for haematologic response/toxicity and renal toxicities a 
delay in starting the next cycle or a dose reduction as described below may be
necessary.

Laboratory tests
Liver function tests, serum creatinine and serum bicarbonate should be determined 
prior to initiation of therapy and prior to each treatment cycle. Complete blood counts 
should be performed prior to initiation of therapy and as needed to monitor response 
and toxicity, but at a minimum, prior to each treatment cycle.

Special populations

Elderly patients
No specific dose adjustments are recommended for the elderly. Because elderly patients 
are more likely to have decreased renal function, it may be useful to monitor renal 
function.
Patients with renal impairment
Azacitidine can be administered to patients with renal impairment without initial dose
adjustment (see section 5.2). If unexplained reductions in serum bicarbonate levels to 
less than 20 mmol/l occur, the dose should be reduced by 50 % on the next cycle. If 
unexplained fold above baseline values and above upper limit of normal (ULN) occur, 
the next cycle should be delayed until values return to normal or baseline and the dose 
should be reduced by 50 % on the next treatment cycle.

Patients with hepatic impairment
No formal studies have been conducted in patients with hepatic impairment.
Patients with severe hepatic organ impairment should be carefully monitored for 
adverse events. No specific modification to the starting dose is recommended for 
patients with hepatic impairment prior to starting treatment; subsequent dose 
modifications should be based on haematology laboratory values. Azacitidine is 
contraindicated in patients with advanced malignant hepatic tumours.

Paediatric population
The safety and efficacy of Azacitidine in children aged 0-17 years have not yet been
established. No data are available.
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your doctor IMMEDIATELY or apply to the nearest hospital’s emergency 
department:
- Allergic reaction 
- Common, severe allergic reaction (anaphylaxis) 
- Respiratory reactions such as asthma, aggravation of asthma, shortness of 
breath or distressed breathing (dyspnea) 
- Pruritus 
- Minor bleeding in the skin and mucous membranes (purpura) 
- Hypersensitivity leading to swelling (edema) of the face and throat 
(angioedema) 
- In�ammatory skin disease with �uid-filled blisters (including 
Stevens-Johnson syndrome).
- A disease characterized by water collection in the mouth and other areas of 
the body or red rashes in di�erent sizes (erythema multiforme) 
- A serious disease characterized by �uid-filled blisters on the skin, skin peeling 
and tissue loss (toxic epidermal necrolysis) 
- Hives (urticaria) 
- Sensitivity to light (photosensitivity) and �uid-filled blistering 
(vesiculobullous) rash. 
- Aseptic meningitis 
These are all very serious side e�ects.
If you have one of these, you have a serious allergy to DORIFEN. You may need 
urgent medical attention or hospitalization.
(All of these very serious side e�ects are very rare.)

Very Common (Can be seen in at least 1 out of 10 patients)
• Tiredness or sleeplessness, headache and dizziness.
• Heartburn, abdominal pain, nausea, vomiting, �atulence, diarrhea, 
constipation and slight blood losses in stomach and intestines that may cause 
anaemia in exceptional cases.

Common (Can be seen less than 1 of 10 patients, but more than 1 of 100 
patients)
• Vertigo.
• Skin eruption.
• Pain and burning sensation in the administration site.
• Gastrointestinal ulcer, potentially with bleeding and perforation. Ulcerative 
stomatitis, exacerbation of colitis and Crohn´s disease.
• Uncommon (Can be seen less than 1 of 100 patients, but more than 1 of 
1000 patients)
• Insomnia, agitation, irritability or tiredness, anxiety and restlessness.
• Visual disturbances.
• Tinnitus.
• Reduced production of urine and, particularly in patients with high blood 
pressure or kidney problems, nephrotic syndrome, interstitial nephritis 
(swelling of the area surrounding the kidneys) that may be accompanied by 
acute renal insu�iciency.
• Urticaria, pruritus, purpura (including allergic purpura), skin rash.
• Allergic reactions with skin rashes and itching, as well as asthma attacks 
(possibly with drop of blood pressure).

Rare (Less than 1 in 1000 patients can be seen)
• Reversible toxic amblyopia (double vision).
• Di�iculty hearing.
• Narrowing of the oesophagus, complications of diverticula of the large 
bowel, unspecific haemorrhagic colitis. If there is bleeding into stomach or 
intestines, it can cause anemia.
• Damage of kidney tissue (papillary necrosis) (particularly in long-term 
therapy), increased serum uric acid concentration.
• Yellowing of the skin or whites of the eyes, liver dysfunction, liver damage, 
particularly in long-term therapy, acute hepatitis (in�ammation of the livers).
• Psychotic reactions, nervousness, irritability, confusion or disorientation and 
depression.
• Sti� neck.

Very rare (Less than 1 in 10000 patients can be seen)
• Disorders of blood cell formation (anaemia, leukopenia, thrombocytopenia, 
pancytopenia, agranulocytosis). The first symptoms are: fever, sore throat, 
surface mouth ulcers, �u-like symptoms, severe fatigue, nasal and skin 
bleeding.
• Palpitations (rapid heartbeat), heart failure, myocardial infarction.
• Arterial hypertension.
• Aseptic meningitis (sti� neck, headache, nausea, vomiting, fever or 
confusion). Patients with autoimmune disorders (SLE, Systemic Lupus 
Erythematosus) appear to be predisposed.
• In�ammation of oesophagus (gullet) or pancreas, narrowing of the bowel.
• Asthma, di�iculty breathing (bronchospasm), shortness of breath and 
wheezing.
• Systemic lupus erythematosus (an autoimmune disease), severe allergic 
reaction (face oedema, swelling of the tongue, swelling of the throat with 
constriction of the airways, di�iculty breathing, rapid heartbeat and decreased 
blood pressure and life threatening shock).

Not known (cannot be estimated from the available data)
• Liver insu�iciency.
• Site of injection reactions such as swelling, bruising or bleeding.
• Drug reaction with eosinophilia and systemic symptoms: A severe skin 
reaction known as DRESS syndrome may occur. The symptoms of DRESS are: 
rash, fever, swelling of the lymph nodes, and increased eosinophils (a type of 
white blood cell).

Preclinical safety data
The subchronic and chronic toxicity of ibuprofen in animal trials showed up 
mainly in the form of lesions and ulcers in the gastrointestinal tract. In vitro 
and in vivo studies gave no clinically relevant evidence of the mutagenic 
potential of ibuprofen. In studies in rats and mice, no evidence of carcinogenic 
e�ects of ibuprofen was found. 

Ibuprofen led to an inhibition of ovulation in rabbits and impaired 
implantation in various animal species (rabbit, rat, mouse). Experimental 
studies in rats and rabbits have shown that ibuprofen crosses the placenta. 
Following the administration of maternotoxic doses, an increased incidence of 
malformations (ventricular septal defects) occurred in the o�spring of rats.

Nature and contents of container
DORIFEN is marketed in a 100 mL Type II colourless glass vial containing 100 ml 
solution.
(1 vial/box) 

Special precautions for disposal and other handling
DORIFEN is indicated for use as a single dose; any unused solution should be 
discarded.
Before administration, the solution should be visually inspected for clarity, 
colour and particulate matter. 
Any unused medicinal product or waste material should be disposed of in 
accordance with local requirements. Unused product and residual material 
should be disposed according to “Medical Waste Control Regulation” and 
“Packaging and Packaging Waste Control Regulations”.

Storage Condition
Store at room temperature below 25°C.

Shelf Life
24 months.
It should be used immediately after opening 

CAUTION: Foods, Drugs, Devices and Cosmetics Act prohibits dispensing 
without prescription.
KEEP OUT OF REACH OF CHILDREN.
For suspected adverse drug reaction, report to FDA: www.fda.gov.ph 

Date of First Authorization:
Revision Date:
Registration No.:

Manufactured by:
VEM İLAÇ San. ve Tic. A.Ş. 
Maslak Mahallesi AOS 55. Sokak 
42 Maslak A Blok Sit. No: 2/134 
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Ibuprofen
DORIFEN 400mg/100 ml I.V. Solution for Infusion

DESCRIPTION
Solution for Infusion
Clear, colourless solution

DOSAGE FORM
DORIFEN is indicated in the treatment of pain or hyperthermia when 
administration by the intravenous route is clinically necessary for emergencies 
and/or when other routes of administration are not possible (especially after 
surgical interventions, for the short-term treatment of moderate pain and of 
fever).

CLINICAL PHARMACOLOGY
Mechanism of Action
Pharmacodynamics
Pharmacotherapeutic group: Antiin�ammatory and antirheumatic products 
(non-steroid) 
ATC Code: M01AE01

Ibuprofen is a non-steroidal anti-in�ammatory drug that, in conventional 
animal-experiment in�ammation models, has proven to be e�ective, probably 
through prostaglandin synthesis inhibition. In humans, ibuprofen has an 
antipyretic e�ect, reduces in�ammatory-related pain and swelling. 
Furthermore, ibuprofen reversibly inhibits ADP- and collagen-induced platelet 
aggregation. 

Experimental data suggest that ibuprofen may competitively inhibit the e�ect 
of low dose acetylsalicylic acid on platelet aggregation when they are dosed 
concomitantly.

Experimental data suggest that ibuprofen may competitively inhibit the e�ect 
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 e�ect 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 e�ect of low-dose acetylsalicylic 
acid cannot be excluded. No clinically relevant e�ect is considered to be likely 
for occasional ibuprofen use.

Pharmacokinetics
General properties
Absorption:  
Due to administration site (intravenous) of DORIFEN, there is no absorption 
process.
After intravenous administration of ibuprofen in humans, the maximum 
concentration (Cmax) of S-enantiomer (active) and R-enantiomer is reached at 
approximately 40 minutes, with a rate of infusion of 30 minutes.

Distribution:
Like many NSAIDs, ibuprofen is extensively bound to plasma proteins, 
primarily albumin. The estimated volume of distribution is 0.11 to 0.21 L/kg.

Biotransformation:
Ibuprofen is metabolised in the liver into two inactive metabolites. Ibuprofen 
is excreted by the kidney in the form of unmetabolized ibuprofen, inactive 
metabolites and metabolite 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 inactive metabolites are 
completely eliminated, mainly renally (90 %), but also with the bile.

Elimination:
The main route of excretion of ibuprofen is the kidneys. The elimination 
half-life is about 2 hours.

Linearity/Nonlinearity:
Ibuprofen shows linearity in the area under the curve of plasma concentration 
time (AUC) after a single administration of ibuprofen (in a range of 200 to 800 
mg).

Pharmacokinetic/pharmacodynamic relationship(s) 
There is a correlation between plasma levels of ibuprofen, its 
pharmacodynamic properties and overall safety profile. 

Ibuprofen pharmacokinetics is stereoselective after intravenous and oral 
administration.

Dosage
Undesirable e�ects may be minimised by using the lowest e�ective dose for 
the shortest duration necessary to control symptoms.
Patients must switch to oral treatment as soon as possible.
DORIFEN 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
It is recommended that 400 mg of ibuprofen should be administered once 
every 6 to 8 hours. The maximum daily dose should not exceed 1200 mg.

Method of administration:
It is administered as an intravenous infusion. Restricted to hospital use only.
The solution should be administered as an intravenous infusion over 30 
minutes.

Additional information on special populations:
Renal insu�iciency:
Precautions should be taken when NSAIDs are used in patients with renal 
insu�iciency. 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. 
DORIFEN is contraindicated in patients with severe renal insu�iciency.

Hepatic insu�iciency:
Precautions should be taken when NSAIDs are used in this population 
although di�erences in the pharmacokinetic profile have not been observed. 
Patients with mild or moderate hepatic insu�iciency 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. 
DORIFEN is contraindicated in patients with severe hepatic insu�iciency.

Pediatric population:
The use of ibuprofen has not been studied in children and adolescents. The 
safety and e�icacy have not been established in this population. DORIFEN 
should not be used in children and adolescents.

Geriatric population:
Like with all non-steroidal anti-in�ammatory drugs (NSAIDs), precautions 
should be taken when treating elderly patients as they are generally more 
prone to adverse e�ects (see section 4.4 and 4.8), 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 e�ective 
dose for the shortest duration necessary to control symptoms for this 
population. Treatment should be reviewed at regular intervals and 
discontinued if no benefit is seen or intolerance occurs.

Acute Overdose
Central nervous system disturbances include headache, tinnitus dizziness, 
light-headedness, unconsciousness and ataxia, as well as abdominal pain, 
nausea and vomiting, may occur as symptoms of an overdose. Also, 
gastrointestinal bleeding, as well of functional disturbances of the liver and 
kidneys, is possible. There may furthermore be hypotension, respiratory 
depression and cyanosis.
Severe intoxication may cause metabolic acidosis. Treatment is symptomatic 
and there is no specific antidote. In case of overdose, DORIFEN should be 
discontinued and intensive care should be applied based on the clinical level.

Precaution
Cardiovascular Risk:
• NSAIDs may cause lethal cardiovascular thrombotic events, increased risk of 
myocardial infarction and stroke. This risk may increase depending on the 
duration of use. The risk may be higher in patients with cardiovascular disease 
or those with cardiovascular risk factors.
• DORIFEN ampoule is contraindicated in the treatment of perioperative pain 
in coronary artery bypass graft (CABG) surgeons.

The shelf life of the reconstituted medicinal product can be extended by 
reconstituting with refrigerated (2°C to 8°C) water for injections. When 
Azacitidine is reconstituted using refrigerated (2°C to 8°C) water for injections, 
the chemical and physical in-use stability of the reconstituted medicinal 
product has been demonstrated at 2°C to 8 C for 22 hours.

After removal from refrigerated conditions, the suspension should be allowed 
up to 30 minutes prior to administration to reach a temperature.

Special precautions for disposal and other handling

Recommendations for safe handling
- Azacitidine is a cytotoxic medicinal product and, as with other potentially 
toxic compounds, caution should be exercised when handling and preparing 
azacitidine suspensions. Procedures for proper handling and disposal of 
anticancer medicinal products should be applied.
If reconstituted azacitidine comes into contact with the skin, immediately and 
thoroughly wash with soap and water. If it comes into contact with mucous 
membranes, flush thoroughly with water.

Reconstitution procedure
Azacitidine should be reconstituted with water for injections. The shelf life of 
thereconstituted medicinal product can be extended by reconstituting with 
refrigerated (2 °C to 8°C) water for injections. Details on storage of the 
reconstituted product are provided below.
1. The following supplies should be assembled:
Vial (s) of azacitidine; vial(s) of water for injections; non-sterile surgical gloves; 
alcohol wipes; 5 mL injection syringe(s) with needle(s).
2. 4 mL of water for injections should be drawn into the syringe, making sure 
to purge any airtrapped within the syringe.
3. The needle of the syringe containing the 4 mL of water for injections should 
be inserted through the rubber top of the azacitidine vial followed by 
injection of the water for injections
into the vial.
4. Following removal of the syringe and needle, the vial should be vigorously 
shaken until a uniform cloudy suspension is achieved. After reconstitution 
each mL of suspension will contain 25 mg of azacitidine (100 mg/4 mL). The 
reconstituted product is a homogeneous, cloudy suspension, free of 
agglomerates. The product should be discarded if it contains large particles or 
agglomerates. Do not filter the suspension after reconstitution since this 
could remove the active substance. It must be taken into account that filters 
are present in some adaptors, spikes and closed systems; therefore such 
systems should not be used for administration of the medicinal product after 
reconstitution.
5. The rubber top should be cleaned and a new syringe with needle inserted 
into the vial. The vial should then be turned upside down, making sure the 
needle tip is below the level of the liquid. The plunger should then be pulled 
back to withdraw the amount of medicinal product required for the proper 
dose, making sure to purge any air trapped within the syringe. The
syringe with needle should then be removed from the vial and the needle 
disposed of.
6. A fresh subcutaneous needle (recommended 25-gauge) should then be 
firmly attached to the syringe. The needle should not be purged prior to 
injection, in order to reduce the incidence of local injection site reactions.

1. The following supplies should be assembled:
Vial (s) of azacitidine; vial(s) of water for injections; non-sterile surgical gloves; 
alcohol wipes; 5 mL injection syringe(s) with needle(s).
2. 4 mL of water for injections should be drawn into the syringe, making sure to 
purge any air trapped within the syringe.
3. The needle of the syringe containing the 4 mL of water for injections should 
be inserted through the rubber top of the azacitidine vial followed by injection 
of the water for injections
into the vial.
4. Following removal of the syringe and needle, the vial should be vigorously 
shaken until a uniform cloudy suspension is achieved. After reconstitution 
each mL of suspension will contain 25 mg of azacitidine (100 mg/4 mL). The 
reconstituted product is a homogeneous, cloudy suspension, free of 
agglomerates. The product should be discarded if it contains large particles or 
agglomerates. Do not filter the suspension after reconstitution since this could
remove the active substance. It must be taken into account that filters are 
present in some adaptors, spikes and closed systems; therefore such systems 
should not be used for administration of the medicinal product after 
reconstitution.
5. The rubber top should be cleaned and a new syringe with needle inserted 
into the vial. The
vial should then be turned upside down, making sure the needle tip is below 
the level of the liquid. The plunger should then be pulled back to withdraw the 
amount of medicinal product required for the proper dose, making sure to 
purge any air trapped within the syringe. The syringe with needle should then 
be removed from the vial and the needle disposed of.
6. A fresh subcutaneous needle (recommended 25-gauge) should then be 
firmly attached to the syringe. The needle should not be purged prior to 
injection, in order to reduce the incidence of local injection site reactions.
7.  When more than 1 vial is needed all the above steps for preparation of the 
suspension
8. should be repeated. For doses requiring more than 1 vial, the dose should 
be equally divided
e.g., dose 150 mg = 6 mL, 2 syringes with 3 mL in each syringe. Due to 
retention in the vial and needle, it may not be feasible to withdraw all of the 
suspension from the vial.
8. The contents of the dosing syringe must be re-suspended immediately 
prior to administration. The syringe filled with reconstituted suspension 
should be allowed up to 30 minutes prior to administration to reach a 
temperature of approximately 20 °C-25 °C. If the elapsed time is longer than 
30 minutes, the suspension should be discarded appropriately and a new 
dose prepared. To re-suspend, vigorously roll the syringe between the palms 
until a uniform, cloudy suspension is achieved. The product should be 
discarded if it contains large particles or agglomerates.
9. Storage of the reconstituted product

10. For storage conditions after reconstitution of the medicinal product.

Calculation of an individual dose
The total dose, according to the body surface area (BSA) can be calculated as 
follows:
Total dose (mg) = Dose (mg/m2) x BSA (m2)
The following table is provided only as an example of how to calculate 
individual azacitidine doses based on an average BSA value of 1.8 m2.

CAUTION: Foods, Drugs, Devices and Cosmetics Act prohibits dispensing 
without prescription.

KEEP OUT OF REACH OF CHILDREN.

For suspected adverse drug react˜on, report to FDA: www.fda.gov.ph and 
email to pv@biocarelifesciences.com
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