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mﬁjﬁﬁauﬂizﬂaum propylene glycol, benzyl alcohol, disodium hydrogen phosphate
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Summary of Product Characteristics (SPC)

DIFENAC
1. NAME OF THE MEDICINAL PRODUCT
1.1 Product Name
DIFENAC
1.2 Strength
Each 3 mL contains: Diclofenac sodium 75 mg

1.3 Pharmaceutical Dosage Form

Sterile solution

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
2.1 Qualitative Declaration
Diclofenac sodium
2.2 Quantitative Declaration

Each 3 mL contains: Diclofenac sodium 75 mg

3. PHARMACEUTICAL FORM
Product description: Clear and colorless sterile solution for injection

Pharmaceutical form: Sterile solution for injection

4. CLINICAL PARTICULARS
4.1 Therapeutic indication
4.1.1 Intramuscular injection administration
DIFENAC is indicated in the treatment of the following disease and symptom

— Exacerbations of inflammation and degenerative forms of rheumatism:
rheumatoid arthritis, ankylosing spondylitis, osteoarthritis and spondylarthritis,
painful syndromes of the vertebral column, non-articular rheumatism

— Acute attacks of gout

— Renal colic and biliary colic

— Post-traumatic and post-operative pain, inflammation and swelling



4.1.2 Intravenous infusion administration
DIFENAC is indicated in treatment or prevention of post-operative pain in a hospital
setting.
4.2 Posology and method of administration
4.2.1 Route of administration
DIFENAC is administered as intramuscular injection or intravenous infusion as described
in 4.1 Therapeutic indication.

4.2.2 General dosing information

— The dosage should be individually adjusted and the lowest effective dose given for the
shortest possible duration. The drug should not be given for more than 2 days; if
necessary, treatment can be continued with diclofenac sodium tablets

— Intramuscular injection: The following directions for intramuscular injection must be
followed in order to avoid damage to a nerve or other tissue at the injection site.

The general dose should be given by deep intragluteal injection into the upper outer
quadrant.

— Intravenous infusion: The drug must not be given as an intravenous bolus injection.

4.2.3 Posology
4.2.3.1 Adults dosing

— Intramuscular injection

Disease and disorder states Dosage Remark
General dose 75 mg ampoule once daily See general dosing information
Severe case e.g., colic 75 mg ampoule 1 to 2 times a | Administration should be
day separated by an interval of a

few hours (one into each

buttock)

75 mg ampoule once daily in The dosage can be combined

combined with diclofenac up to total maximum daily

sodium tablets dose of 150 mg




— Intravenous infusion

Disease and disorder states

Dosage

Remark

Treatment of moderate to

severe post-operative pain

Infuse 75 mg continuously over

half to 2 hours

Dosage may be repeated after
few hours by not exceed 150

mg/day

Prevention of postoperative

pain

Infuse 25 - 50 mg after surgery
over 15 — 60 minutes as

loading dose

Followed by continuous
infusion about 5 mg per hour

up to 150 mg daily

4.2.3.2 Children and adolescent dosing
Because of their dosage strength, the drug is not suitable for children and
adolescents.
4.2.4 Preparation of administration
The drug must be diluted with saline 0.9 % or glucose 5% infusion solution buffered
with sodium carbonate immediately prior to intravenous infusion.
4.3 Contraindication
1. Hypersensitivity to diclofenac (e.g., anaphylactoid reactions, serious skin reactions) or any
component of the formulation.
2. History of asthma, urticaria, or other allergic-type reactions after taking aspirin or other
NSAIDs.
3. Use in the setting of coronary artery bypass graft (CABG) surgery.
4. Patients with moderate to severe renal impairment in the perioperative period and who
are at risk for volume depletion.
4.4 Special warning and precaution for use
4.4.1 Special Warning
1. Itis contraindicated in patients who have previously exhibited hypersensitivity to the
drug or in individuals with the syndrome of asthma, rhinitis, angioedema or urticaria in

response to aspirin, or other non-steroidal anti-inflamsmatory drugs (NSAIDs).



9.

It is especially important not to use the drug during third trimester of pregnancy
unless specifically directed to do so by a physician.

It is contraindicated in patients with active or history of recurrent gastrointestinal
bleeding or peptic ulceration.

It is contraindicated in patients with severe hepatic failure and renal failure.

It is contraindicated in patients with dengue hemorrhagic fever.

NSAIDs may cause an increased risk of serious gastrointestinal adverse events
including bleeding, ulceration, and perforation of the stomach or intestines.

NSAIDs may cause an increased risk of serious cardiovascular thrombotic events,
myocardial infarction, and stroke. This risk may increase with high dosage and
duration of use.

Fluid retention and peripheral edema have been observed in some patients receiving
the drug; therefore, the drug should be used with caution in patients with a history of
cardiac decompensation or renal function impairment.

Caution is advised when the drug is required in hypertension and elderly.

10. The drug may decrease platelet aggregation and prolong bleeding time. Because this

prolonged bleeding effect may be exaggerated in patients with underlying hemostatic
defects, it should not be used in suspected patient with dengue hemorrhagic fever or

persons with intrinsic coagulation disorders and those on anticoagulant therapy.

4.4.2 Precaution

1.

NSAIDs cause an increased risk of serious (and potentially fatal) adverse
cardiovascular thrombotic events, including myocardial infarction (MI) and stroke. Risk
may occur early during treatment and may increase with duration of use.

Use is contraindicated in the setting of coronary artery bypass graft (CABG) surgery.
Risk of Ml and stroke may be increased with use following CABG surgery.

NSAID use may compromise existing renal function; dose-dependent decreases in
prostaglandin synthesis may result from NSAID use, reducing renal blood flow which
may cause renal decompensation (usually reversible).

NSAIDs cause an increased risk of serious Gl inflammation, ulceration, bleeding, and
perforation (may be fatal); elderly patients and patients with history of peptic ulcer
disease and/or Gl bleeding are at greater risk for serious Gl events. These events may

occur at any time during therapy and without warning.



8.
9.

Use the lowest effective dose for the shortest duration of time, consistent with
individual patient goals, to reduce risk of cardiovascular or Gl adverse events.
Alternate therapies should be considered for patients at high risk. Elderly patients are
at greater risk for serious Gl, cardiovascular, and/or renal adverse events.

NSAIDs may cause potentially fatal serious skin adverse events including exfoliative
dermatitis, Stevens-Johnson syndrome (SJS), and toxic epidermal necrolysis (TEN);
may occur without warning; discontinue use at first sign of skin rash (or any other
hypersensitivity).

Use with caution in patients with hepatic impairment; reduced doses may be
required due to extensive hepatic metabolism. Patients with advanced hepatic
disease are at an increased risk of Gl bleeding with NSAIDs.

Withhold for at least 4 to 6 half-lives prior to surgical or dental procedures.

Injection is not indicated for long-term use.

4.5 Interaction with other medicinal products and other forms of interactions

The following interactions include those observed with diclofenac solution for injection

and/or other pharmaceutical forms of diclofenac

— Lithium: If used concomitantly, diclofenac may raise plasma concentrations of lithium.

Monitoring of the serum lithium level is recommended.

— Digoxin: If used concomitantly, diclofenac may raise plasma concentrations of digoxin.

Monitoring of the serum digoxin level is recommended.

— Diuretics and antihypertensive agents: Like other NSAIDs, concomitant use of diclofenac

with diuretics or antihypertensive agents (e.g., beta-blockers, angiotensin converting

enzyme (ACE) inhibitor) may cause a decrease in their antihypertensive effect. Therefore,

the combination should be administered with caution and patients, especially the elderly,

should have their blood pressure periodically monitored. Patients should be adequately

hydrated, and consideration should be given to monitoring of renal function after

initiation of concomitant therapy and periodically thereafter, particularly for diuretics and

ACE inhibitors due to the increased risk of nephrotoxicity. Concomitant treatment with

potassium-sparing drugs may be associated with increased serum potassium levels, which

should therefore be monitored frequently.



— Other NSAIDS and corticosteroids: Concomitant administration of diclofenac and other
systemic NSAIDs or corticosteroids may increase the frequency of gastrointestinal

undesirable effects.

— Anticoagulants and anti-platelet agents: Caution is recommended since concomitant
administration could increase the risk of bleeding. Although clinical investigations do not
appear to indicate that diclofenac affects the action of anticoagulants, there are isolated
reports of an increased risk of hemorrhage in patients receiving diclofenac and
anticoagulants concomitantly. Close monitoring of such patients is therefore

recommended.

— Selective serotonin reuptake inhibitors (SSRIS): Concomitant administration of systemic

NSAIDs, including diclofenac, and SSRIs may increase the risk of gastrointestinal bleeding.

— Antidiabetics: Clinical studies have shown that diclofenac can be given together with oral
antidiabetic agents without influencing their clinical effect. However, there have been
isolated reports of both hypoglycemic and hyperglycemic effects necessitating changes in
the dosage of the antidiabetic agents during treatment with diclofenac. For this reason,
monitoring of the blood glucose level is recommended as a precautionary measure

during concomitant therapy.

— Methotrexate: Caution is recommended 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 of this substance be increased.

— Ciclosporin: Diclofenac, like other NSAIDs may increase the nephrotoxicity of ciclosporin
due to the effect on renal prostaglandins. Therefore, it should be given at doses lower

than those that would be used in patients not receiving ciclosporin.

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

have been due to concomitant use of quinolones and NSAIDs.

— 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.
— Phenytoin: When using phenytoin concomitantly with diclofenac, monitoring of
phenytoin plasma concentrations is recommended due to an expected increase in

exposure to phenytoin.



4.6 Pregnancy and lactation
— Use in pregnancy: Pregnancy Category C

The use of diclofenac in pregnant women has not been studied. Therefore, the drug
should not be used during the first two trimesters of pregnancy unless the potential
benefit to the mother out weights the risk to the fetus. As with other NSAIDs, use of
diclofenac during the third trimester of pregnancy is contraindicated owing to the
possibility of uterine inertia and/or premature closure of the ductus arteriosus. Animal
studies have not shown any directly or indirectly harmful effects on pregnancy,

embryonal/fetal development, parturition or postnatal development.

— Lactation
Like other NSAIDs, diclofenac passes into breast milk in small amounts. Therefore, the
drug should not be administered during breast feeding in order to avoid undesirable
effects in the infant.
— Fertility
As with other NSAIDs, the use of the drug may impair female fertility and is not
recommended in women attempting to conceive. In women who may have difficulties
conceiving or who are undergoing investigation of infertility, withdrawal of the drug
should be considered.
4.7 Effects on ability to drive and use machine
NSAIDs may cause drowsiness, dizziness, blurred vision, and other neurologic effects
which may impair physical or mental abilities; patients must be cautioned about
performing tasks which require mental alertness (e.g., operating machinery or driving).

4.8 Undesirable effects

— Common or very common: Appetite decreased, diarrhea, dizziness, gastrointestinal
discomfort, gastrointestinal disorders, headache, nausea, edema, rash, skin reactions,
vertigo and vomiting.

— Uncommon: Chest pain, heart failure, myocardial infarction and palpitation.

— Rare or very rare: Acute kidney injury, agranulocytosis, alopecia, anemia, angioedema,
anxiety, aplasia anemia, asthma, confusion, constipation, depression, drowsiness, dyspnea,

erectile dysfunction, fatigue, hemolytic anemia, hemorrhage, hearing impairment, hepatic

disorders, hypersensitivity, hypertension, hypotension, irritability, leucopenia, memory



loss, meningitis aseptic (patients with connective-tissue disorders such as systemic lupus
erythematosus may be especially susceptible, nephritis tubulointerstitial, nephrotic
syndrome, esophageal disorder, oral disorders, pancreatitis, photosensitivity reaction,
pneumonitis, proteinuria, psychotic disorder, renal papillary necrosis, seizure, sensation
abnormal, severe cutaneous adverse reactions (SCARs), shock, sleep disorders, stroke,

taste altered, thrombocytopenia, tinnitus, tremor, vasculitis and vision disorders.

— Frequency not known: Injection site necrosis, fertility decreased (female), fluid retention,
hallucination, malaise, optic neuritis and platelet aggregation inhibition.
4.9 Overdose

Symptoms
There is no typical clinical picture resulting from diclofenac overdosage. Overdosage
can cause symptoms such as vomiting, gastrointestinal hemorrhage, diarrhea, dizziness,
tinnitus, or convulsions. In the event of significant poisoning, acute renal failure and
liver damage are possible.

Treatment
Management of acute poisoning with NSAIDs, including diclofenac, essentially consists
of supportive measures and symptomatic treatment. Supportive measures and
symptomatic treatment should be given for complications such as hypotension, renal
failure, convulsions, gastrointestinal disorder, and respiratory depression.
Special measures such as forced diuresis, dialysis or hemoperfusion are probably of no
help in eliminating NSAIDs, including diclofenac, due to the high protein binding and

extensive metabolism.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic Properties
5.1.1 Pharmacotherapeutic group
ANTIINFLAMMATORY AND ANTIRHEUMATIC PRODUCTS, NON-STEROIDS, Acetic acid
derivatives and related substances; ATC code: MO1ABO5
5.1.2 Mechanism of Action
The drug contains diclofenac sodium, a non-steroidal compound with pronounced
antirheumatic, anti-inflammatory, analgesic, and antipyretic properties. Inhibition of

prostaglandin biosynthesis, which has been demonstrated in experiments, is



considered to be fundamental to its mechanism of action. Prostaglandins play an
important role in causing inflammation, pain and fever.
Diclofenac sodium in vitro does not suppress proteoglycan biosynthesis in cartilage at
concentrations equivalent to the concentrations reached in humans.

5.1.3 Pharmacodynamic effects
In rheumatic diseases, the anti-inflammatory and analgesic properties of the drug elicit
a clinical response characterized by marked relief from signs and symptoms such as
pain at rest, pain on movement, morning stiffness, and swelling of the joints, as well as
by an improvement in function.
The drug has also been found to exert a pronounced analgesic effect in moderate and
severe pain of non-rheumatic origin, an effect which sets in within 15-30 minutes.
The drug has also been shown to have a beneficial effect in migraine attacks.
In post-traumatic and post-operative inflammatory conditions, the drug rapidly relieves
both spontaneous pain and pain on movement and reduces inflammatory swelling
and wound edema.
When used concomitantly with opioids for the management of post-operative pain,
the drug significantly reduces the need for opioids.
The drug is particularly suitable for initial treatment of inflammatory and degenerative
rheumatic diseases, and of painful conditions due to inflammation of non-rheumatic
origin.

5.2 Pharmacokinetic Properties

5.2.1 Absorption
After administration of 75 mg diclofenac by intramuscular injection, absorption sets in
immediately, and mean peak plasma concentrations of about 2.5 micrograms/mL (8
micromol/L) are reached after about 20 minutes. The amount absorbed is in linear
proportion to the size of the dose.
When 75 mg diclofenac is administered as an intravenous infusion over 2 hours, mean
peak plasma concentrations are about 1.9 micrograms/mL (5.9 micromol/L). Shorter
infusions result in higher peak plasma concentrations, while longer infusions give
plateau concentrations proportional to the infusion rate after 3 to 4 hours. In contrast,
plasma concentrations decline rapidly once peak levels have been reached following

intramuscular injection or administration of gastro-resistant tablets or suppositories.



The area under the concentration curve (AUC) after intramuscular or intravenous
administration is about twice as large as it is following oral or rectal administration,
because about half the active substance is metabolized during its first passage through
the liver (first pass effect) when administered via the oral or rectal routes.
Pharmacokinetic behavior does not change after repeated administration. No
accumulation occurs provided the recommended dosage intervals are observed.

5.2.2 Distribution
99.7% of diclofenac binds to serum proteins, mainly to albumin (99.4%). The apparent
volume of distribution calculated is 0.12-0.17 L/kg.
Diclofenac enters the synovial fluid, where maximum concentrations are measured 2-4
hours after peak plasma values have been reached. The apparent half-life for
elimination from the synovial fluid is 3 to 6 hours. Two hours after reaching peak plasma
levels, concentrations of the active substance are already higher in the synovial fluid
than in the plasma, and they remain higher for up to 12 hours.

5.2.3 Biotransformation
Biotransformation of diclofenac takes place partly by slucuronidation of the intact
molecule, but mainly by single and multiple hydroxylation and methoxylation,
resulting in several phenolic metabolites (3’-hydroxy, 4’-hydroxy-,5’-hydroxy-, 4',5’-
dihydroxy-, and 3'-hydroxy-4’methoxy-diclofenac), most. of which are converted to
glucuronide conjugates. Two of these phenolic metabolites are biologically active, but
to a much lesser extent than diclofenac.

5.2.4 Elimination
Total systemic clearance of diclofenac from plasma is 263 + 56 mL/minute (mean
value + SD). The terminal half-life in plasma is 1 to 2 hours. Four of the metabolites,
including the two active ones, also have short plasma half-lives of 1 to 3 hours. One
metabolite, 3'-hydroxy-4'-methoxy-diclofenac, has a much longer plasma half-life.
However, this metabolite is virtually inactive.
About 60% of the administered dose is excreted in the urine as the glucuronide
conjugate of the intact molecule and as metabolites, most of which are also
converted to glucuronide conjugates. Less than 1% is excreted as unchanged
substance. The rest of the dose is eliminated as metabolites through the bile in the
feces.

5.2.5 Characteristics in patients



No relevant age-dependent differences in the drug's absorption, metabolism, or
excretion have been observed. However, in a few elderly patients a 15-minute
intravenous infusion resulted in 50% higher plasma concentrations than expected from
the data on young healthy subjects.
In patients suffering from renal impairment, no accumulation of the unchanged active
substance can be inferred from the single-dose kinetics when applying the usual
dosage schedule. At a creatinine clearance of less than 10 mL/minute, the calculated
steady-state plasma levels of the hydroxy metabolites are about 4 times higher than in
normal subjects. However, the metabolites are ultimately cleared through the bile.
In patients with chronic hepatitis or non-decompensated cirrhosis, the kinetics and
metabolism of diclofenac are the same as in patients without liver disease.
5.3 Preclinical safety data

Preclinical data from acute and repeated dose toxicity studies, as well as from

genotoxicity, mutagenicity, and carcinogenicity studies with diclofenac revealed no

specific hazard for humans at the intended therapeutic doses. There was no evidence

that diclofenac had a teratogenic potential in mice, rats or rabbits.

Diclofenac had no influence on the fertility of parent animals in rats. The prenatal,

perinatal and postnatal development of the offspring was not affected.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients
The drug also contains propylene glycol, benzyl alcohol, disodium hydrogen phosphate
dodecahydrate, sodium sulfite, disodium edetate and water for injection.

6.2 Incompatibilities
The drug should not be mixed with other injections.
Infusion solutions of sodium chloride 0.9% or glucose 5% without sodium bicarbonate as
an additive present a risk of supersaturation, possibly leading to formation of crystals or
precipitates.
Infusion solutions other than those recommended should not be used.

6.3 Shelf life:
3 years

6.4 Special precautions for storage:

Store below 30 °C



6.5 Nature and contents of container

1. Glass ampoule containing 3 mL and fill in a secondary paper box containing 5 and 50
ampoules.
2. Glass bottle containing 50 mL and fill in a secondary paper box containing 1 and 50

bottles.

3. Glass bottle containing 100 mL and fill in a secondary paper box containing 1 bottle.

6.6 Instructions for use and handling

— The drug should be injected either intramuscularly by deep intragluteal injection into
the upper outer quadrant, or intravenously by slow infusion after dilution in

appropriate concentration.

— Only clear solutions should be used. If crystals or precipitates are observed, the

infusion solution should not be used.

— The drug must be kept out of the reach and sight of children.

7. MARKETING AUTHORIZATION NUMBERS:
1A 2037/30

8. DATE OF AUTHORIZATION:
21 October 1987

9. DATE OF REVISION OF THE TEXT:
21 September 2022

Manufactured by:

T.P. DRUG LABORATORIES (1969) CO., LTD.

98 Soi Sukhumvit 62 Yak 1, Phra Khanong Tai, Phra Khanong, Bangkok 10260, Thailand
Tel.: (+66)2-020-8585 Fax: (+66)2-020-8581 Email: info@tpdrug.com
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