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Dicloflam N

Suppositories 12.5, 25, 50, 100 mg

Composition :

Each Suppository contains 12.5mg or 25mg or 50mg or 100mg sodium diclofenac.

Excipients : Triglyceride.

Mode of action:

Diclofenac sodium, a non-steroidal anti-inflammatory compound exhibits pronounced

antirheumatic, anti-inflammatory, analgesic, and antipyretic properties. Inhibition off prostaglandin

biosynthesis, which has been demonstrated in experiements, is considered fundamental to its
mechanism of action. prostaglandin plays a major role in causing inflammation, pain and fever.

Pharmacokinetics:.

- Suppositories: Diclofenac shows a rapid onset of absorption from suppositories, after the

administration of 50 mg suppositories, peak plasma concentrations are attained on average within 1

hourmeal.

Indications:

- Supposilories

-1Ir forms of rh tism: rheumatoid arthritis and osteoarthritis.

- Shortterm (upto three days) treatment of post-operative pain in children

Contraindications:

- hypersensitivity to the active ingredient or any of the excipients

- Gastric, intestinal (e.g. duodenal) ulcer, gastro-intestinal bleeding or perforation.

- History of gastrointestinal bleeding or perforation, relating to previous NSAID therapy. Active, or
history of recurrent peptic ulcer/hemorrhage (two or more distinct episodes of proven ulceration or
bleeding)

- Last trimester of pregnancy

- Severe hepatic (impairment), renal or cardiac failure.

- Established congestive heart failure (NYHA 1I1V), ischemic heart disease, peripheral arterial
disease and/or cerebrovascular disease.

- Treatment of perioperative pain in setting of coronary artery bypass graft surgery (CABG)

- Patients in whom diclofenac, aspirin or other NSAIDs induce asthma, urticaria or other allergic-type
reactions, because severe, rarely fatal, anaphylactic type reactions to diclofenac have been
reported in such patients.

- Proctitis (only for suppositories)

Side Effects:

-Immune system disorders: Rare: |

-Nervous system disorders: Common: Headache, dlzzmess Rare Somnclence

- Eardisorders: Common: Vertigo.

- Cardiac disorders: Uncommon: Myocardial infarction, cardiac failure, palpitations, chest pain.

- Respiratory disorders: Rare: Asthma (including dyspnoea).

- Gastrointestinal disorders: Common: Nausea, vomiting, diarrhoea, dyspepsia, abdominal pain,
flatulence, decreased appetite. Rare: Gastritis, gastrointestinal haemorrhage, haematemesis,
melaena, haemorrhagic diarrhoea, gastrointestinal ulcer, proctitis (for suppositories)

- Hepatobiliary disorders: Common: Transaminases increased, Rare: Hepatitis, jaundice, liver
disorder.

- Skin disorders: Common: Rash, or skin eruptions, Rare: Urticaria.

- General disorders: Common: Application site irritation, Rare: Oedema.

Warnings and precautions:

- Cardiovascular thrombotic events: Studies have indicated that non-selective NSAIDs may be
associated with an increased risk of serious cardiovascular events including myocardial infarction
and stroke, which may increase with dose or duration of use. Patients with cardiovascular disease,
history of atherosclerotic cardiovascular disease or cardiovascular risk factors may also be at
greater risk. Treatment with it is generally not recommended in patients with established
cardiovascular disease or uncontrolled hypertension. If needed, they should be treated with
Diclofenac only after careful consideration and only at doses < 100 mg daily when treatment
continues for more than 4 weeks. The patient's response to therapy should be reevaluated
periodically.

- Hypertension: Caution is advised when prescribing NSAIDs to patients with hypertension. Blood
pressure should be monitored closely during initiation of NSAID treatment and at regular intervals
thereafter.

- Heart failure: Fluid retention and oedema have been observed in some patients taking NSAIDs;
therefore caution is advised in patients with fluid retention or heart failure.

- Gastrointestinal effects: Close medical surveillance is imperat\ve and particular caution should be
exercised when prescribing NSAIDs, including diclofenac, in patients with symptoms indicative of
gastrointestinal disorders (GI) or with a history st of gastro-intestinal 1, bleeding
or perforation. Caution is advised in patients at greater risk of developing serious gastrointestinal
events, e.g. the elderly, patients with a history of serious gastrointestinal events, smoking and
alcoholism. Gastric or duodenal ulceration, perforation or gastrointestinal bleeding, which can be
fatal, has been reported in patients receiving diclofenac. To reduce the risk of Gl toxicity in patients
with a history of ulcer the treatment should be initiated and maintained at the lowest effective dose.
Combination therapy with protective agents (e.g. proton pump inhibitors or misoprostol) should be
considered for these patients.

- Severe skin reactions: Serious skin reactions, some of them fatal, including exfoliative dermatitis,
Stevens-Johnson syndrome (SJS) and toxic epidermal necrolysis (TEN), have been reported very
rarely in association with the use of NSAIDs, including diclofenac sodium. Patients should be
advised about the signs and symptoms of serious skin reactions and to consult their doctor at the
first appearance of skin rash or any other sign of hypersensitivity, and diclofenac should be
discontinued.

- Preexisting asthma: In patients with asthma, seasonal allergic rhinitis, swelling of the nasal

d reactions.

recommended in such patients

- Hepatic effects: Close medical surveillance is required when prescribing diclofenac to patients with
impaired hepatic function, as their condition may be exacerbated. Caution should be exercised
when using diclofenac in patients with hepatic porphyria, since it may trigger an attack. As with
other NSAIDs, elevations of one or more liver enzymes may occur during diclofenac therapy. In
addition rare cases of severe hepatic reactions, including jaundice and fatal fulminant hepatitis,
have been reported.

- Renal effects: NSAIDs have been associated with renal papillary necrosis and other pathology
during long-term administration in animals. As fluid retention and oedema have been reported in
association with NSAID therapy, including diclofenac, particular caution is called for in patients with
impaired cardiac or renal function, history of hypertension, the elderly, patients receiving
concomitant treatment with diuretics or medicinal products that can significantly impact renal
function, and in patients with substantial extracellular volume depletion from any cause, e.g. before
or after major surgery. Monitoring of renal function is recommended as a precautionary measure
when using diclofenacin such cases.

- Lactose Intolerance: diclofenac ECT contain lactose and therefore are not recommended for
patients with rare hereditary problems of galactose intolerance, severe lactase deficiency or
glucose-galactose malabsorption.

- Combination Use of ACE Inhibitors or Angiotensin Receptor Antagonist, Anti-inflammatory Drugs
and Thiazide Diuretics increases the risk of renal impairment, especially when renal function is
compromised. The combination of drugs from these three classes should be used with caution
particularly in elderly patients or those with pre-existing renal impairment. Patients should be
adequately hydrated and monitoring of renal function after initiation of concomitant therapy and
periodically thereafter

- Haematological effects: It may temporarily inhibit platelet aggregation. Patients with defects of
haemostasis should be carefully monitored. During prolonged treatment, monitoring of the blood
countis recommended.

- Peri-operative Bleeding: Pre-operative administration of diclofenac may increase the risk of post-
operative bleeding. The safety of diclofenac suppositories in children has not been established in
major operations or in procedures where minor bleeding could pose a critical safety risk therefore
the use of the suppositories in children for such procedures is not recommended. Since diclofenac
may temporarily inhibit platelet aggregation, children undergoing minor procedures should be
carefully monitored.

- As with NSAIDs, allergic reactions, including anapk
reported with diclofenac.

- Like other NSAIDs, diclofenac may mask the usual signs and symptoms of infection due to its
pharmacodynamic properties

- Geriatrics: Caution is indicated in the elderly and it is recommended that the lowest effective dose
be used in frail elderly patients, those with a low body weight or who are more prone to adverse
reactions. The patient should be monitored for Gl bleeding for 4 weeks following initiation of NSAID
therapy.

- In patients with systemic lupus erythematosus (SLE) and mixed connective tissue disorders there
may be an increased risk of aseptic meningitis

Pregnancy, Breast-feeding & Fertility:

It should not be used during the first two trimesters of pregnancy unless the expected benefits to the

mother outweigh the risks to the foetus Category C. The use of diclofenac during the third trimester

of pregnancy is contraindicated because of the possibility of premature closure of the ductus
arteriosus and / or uterine inertia.

Diclofenac passes into the breast milk, therefore, itis not recommended for use in nursing women.

As with other NSAIDs, the use of diclofenac may impair female fertility and is not recommended in

women attempting to conceive.

Drug Interactions:

- Lithium and Digoxin: the concomitant use may raise their plasma concentrations, Monitoring of
their concentrations level is recommended.

- Diuretics and antihypertensive agents: The it use with diclofenac may cause a
decrease in their antihypertensive effect. Therefore, this combination should be administered with
caution and patients; especially the elderly should have their blood pressure periodically
monitored.

- Other NSAIDs and corticosteroids: the concomitant administration with diclofenac may increase
the frequency of gastrointestinal undesirable effects therefore it should be avoided.

- Anticoagulants and anti-platelet agents: Caution is recommended since concomitant
admlnlstratlon could increase the risk of bleeding.

reuptake inhibitors (SSRIs): The Concomitant administration with diclofenac
may increase the risk of gastrointestinal bleeding.

- Antidiabetic: onitoring of the blood glucose level is recommended as a precautionary measure
during concomitanttherapy with NSAIDs.

Cautionis ded when NSAIDs, including diclofenac, are administered less
than 24 hours before or after treatment with methotrexate, since blood concentrations of
methotrexate may rise and the toxicity be increased.

- Cyclosporin: Diclofenac, like other NSAIDs, may increase the nephrotoxicity of cyclosporine due to
the effect on renal prostaglandins. Therefore, diclofenac should be given atlower doses.

- Drugs known to cause hyperkalemia: Cor i treatment with ium-sparing diuretics,
ciclosporin, tacrolimus or trimethoprim may be associated with increased serum potassium levels;
therefore it should be monitored frequently.

- Quinolone antibacterials: There have been isolated reports of convulsions which may have been

phlactoid , have been

mucosa, chronic obstructive pulmonary diseases or chronic infections of the pi y tract,
reactions on NSAIDs are more frequent than in other patients. Therefore, special precaution is

due tothe concomitant use with diclofenac.
- Phenytoin: with the it 1, monitoring of phenytoin plasma concentrations is
recommended due to an expected increase in exposure to phenytoin.

- Potent CYP2C9 inhibitors: Caution is recommended when co-prescribing diclofenac with potent
CYP2C9 inhibitors (such as sulfinpyrazone and voriconazole), which could result in a significant
increase in peak plasma concentrations and exposure to diclofenac due to inhibition of diclofenac
metabolism.

- Colestipol and cholestyramine: itis recommended to administer diclofenac atleast one hour before
or 4 to 6 hours after administration of these drugs because they can induce a delay or decrease in
absorption of diclofenac.

- Mifepristone: NSAIDs should not be used for 8-12 days after mifepristone administration as it can

reduce the effect of mifepristone.

Tacrolimus: Possible increased risk of nephrotoxicity with the concomitant use of NSAIDs.

-Zidovudine: Increased risk of haematological toxicity with the concomitant use of NSAIDs.

Dosage and administration:

- The suppositories should be inserted well into the rectum. It is recommended to insert the
suppositories after passing stools.

- Patients on long-term treatment should be reviewed regularly with regards to efficacy, the risk
factors and the on-going need for therapy.

- After assessing the risk/benefit ratio in each individual patient, the lowest effective dose for the
shortest possible duration should be used.

Suppository:

-Adults:

- Initial dosage is 75 to 150 mg daily.

- Forlong-term therapy 75 to 100 mg daily is usually sufficient.

- The daily dosage should generally be in 2 or 3 fractional doses. To suppress nocturnal pain and

morning stiffness, treatment with tablets during the day (up to amaximum daily dose of 150 mg).

- In primary dysmenorrhoea the daily dosage, which should be individually adapted, is generally 50

to 150 mg. Initially a dose of 50 to 100 mg should be given and, if necessary, raised in the course of

several menstrual cycles up to a maximum of 200 mg/day. Treatment should be started upon
appearance of the first symptoms and, depending on the symptomatology, continued for a few days.

- Post-operative analgesia in children:

- Afirst dose of 1-2 mg/kg followed by 1 mg/kg three times daily for a maximum of three days total

therapy. The maximum daily dose is 3 mg/kg.

- The safety and efficacy of diclofenac suppositories in children under 12 months has not been

established.

-Amaximum daily dose of 150 mg should not be exceeded.

- Diclofenac 12.5 mg or 25 mg suppositories are recommended for use in children and adolescents

below 14 years of age.

- Diclofenac 50 mg suppositories are notr

ofage.

- Diclofenac 100 mg suppositories are not suitable for children and adolescents.

- The use of diclofenac suppositories for peri-operative pain is not recommended in these patients.

Overdosage:

Overdosage can cause symptoms such as vomiting, gastrointestinal haemorrhage, diarrhoea,

dizziness, tinnitus or convulsions. Supportive and symptomatic treatment should be given for

complications such as hypotension, renal failure, convulsions, gastrointestinal disorder, and
respiratory depression.

How supplied :

ACartoon box contains One or two PVC blister strips containing 5 suppositories each.

Storage Conditions:

Store below 30 C, away from the children reach.

1ded for children and

its below 14 years

THIS IS A MEDICAMENT

-Amedicament is a product but unlike any other products

-Amedicament is a product which affects your health, and its consumption
contrary to instructions is dangerous for you.

~Follow strictly the physician’s prescription, the method of use and the instructions
of the pharmacist who sold the medicament. The physician and the pharmacist
are experts in medicine, its benefits and risks.

-Do not by yourself interrupt the period of treatment prescribed for you.

-Do not repeat the same iption without our physician

KEEP THE MEDICAMENTS OUT OF REACH OF CHILDREN

(Council of Arab Health Ministers)

(Arab Pharmacists Association)
Ugarit Pharmaceutical Co.
(Fanari & Partners), Aleppo - Syria

®® ®/uvgaritpharma
www.ugaritpharma.com
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