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Patient information leaflet
(For All Products not subject to Medical Prescription)

ACUDOL 15 (Ketorolac Tromethamine Injection USP 15 mg/mL)
PACKAGE LEAFLET: INFORMATION FOR THE USER

Read all of this leaflet carefully before you start taking this medicine.
Keep this leaflet. You may need to read it again.
If you have any further questions, please ask your doctor or pharmacist.
This medicine has been prescribed for you. Do not pass it on to others. It may harm them,
even if their symptoms are the same as yours.
If any of the side effects get serious, or you notice any side effects not listed in this

leaflet, please tell your doctor or pharmacist

In this leaflet:

1. What Ketorolac Tromethamine Injection is and what it is used for
. What you need to know before you take Ketorolac Tromethamine Injection
. How to take Ketorolac Tromethamine Injection

2

3

4. Possible side effects

5. How to store Ketorolac Tromethamine Injection
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. Contents of the pack and other information

1. What Ketorolac Tromethamine Injection Is And What It Is Used For

Ketorolac tromethamine is indicated for the short-term (<5 days) management of moderately severe
acute pain that requires analgesia at the opioid level, usually in a postoperative setting. Therapy
should always be initiated with IV or IM dosing of ketorolac tromethamine, and oral ketorolac
tromethamine is to be used only as continuation treatment, if necessary.

The total combined duration of use of ketorolac tromethamine injection and oral ketorolac
tromethamine is not to exceed 5 days of use because of the potential of increasing the frequency
and severity of adverse reactions associated with the recommended doses. Patients should be
switched to alternative analgesics as soon as possible, but ketorolac tromethamine therapy is not to

exceed 5 days.
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Ketorolac tromethamine injection has been used concomitantly with morphine and meperidine and
has shown an opioid-sparing effect. For breakthrough pain, it is recommended to supplement the
lower end of the ketorolac tromethamine injection dosage range with low doses of narcotics prn,
unless otherwise contraindicated. Ketorolac tromethamine injection and narcotics should not be

administered in the same syringe.

2. What You Need To Know Before You Take Ketorolac Tromethamine Injection

Ketorolac Tromethamine is contraindicated in patients with previously demonstrated

hypersensitivity to ketorolac tromethamine.

Ketorolac tromethamine is contraindicated in patients with active peptic ulcer disease, in patients
with recent gastrointestinal bleeding or perforation and in patients with a history of peptic ulcer

disease or gastrointestinal bleeding.

Ketorolac tromethamine should not be given to patients who have experienced asthma, urticaria, or
allergic-type reactions after taking aspirin or other NSAIDs. Severe, rarely fatal, anaphylactic-like

reactions to NSAIDs have been reported in such patients.

Ketorolac tromethamine is contraindicated as prophylactic analgesic before any major surgery.

Ketorolac tromethamine is contraindicated for the treatment of peri-operative pain in the setting of
coronary artery bypass graft (CABG) surgery.

Ketorolac tromethamine is contraindicated in patients with advanced renal impairment or in
patients at risk for renal failure due to volume depletion.

Ketorolac tromethamine is contraindicated in labor and delivery because, through its prostaglandin
synthesis inhibitory effect, it may adversely affect fetal circulation and inhibit uterine musculature,
thus increasing the risk of uterine hemorrhage.

Ketorolac tromethamine inhibits platelet function and is, therefore, contraindicated in patients with
suspected or confirmed cerebrovascular bleeding, hemorrhagic diathesis, incomplete hemostasis

and those at high risk of bleeding.

Ketorolac tromethamine is contraindicated in patients currently receiving aspirin or NSAIDs
because of the cumulative risks of inducing serious NSAID-related adverse events.
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The concomitant use of ketorolac tromethamine and probenecid is contraindicated.
The concomitant use of ketorolac tromethamine and pentoxifylline is contraindicated.

Ketorolac tromethamine injection is contraindicated for neuraxial (epidural or intrathecal)
administration due to its alcohol content.

Do not take Ketorolac Tromethamine Injection

Ketorolac tromethamine is not indicated for use in pediatric patients and it is NOT indicated for
minor or chronic painful conditions. Increasing the dose of ketorolac tromethamine beyond the
label recommendations will not provide better efficacy but will increase the risk of developing
serious adverse events.

Warnings and precautions

The total combined duration of use of oral ketorolac tromethamine and IV or IM dosing of
ketorolac tromethamine is not to exceed 5 days in adults. Ketorolac tromethamine is not indicated
for use in pediatric patients.

The most serious risks associated with ketorolac tromethamine are:

e Gastrointestinal Effects — Risk of Ulceration, Bleeding and Perforation: Ketorolac
tromethamine is contraindicated in patients with previously documented peptic ulcers and/or
gastrointestinal (GI) bleeding. Ketorolac tromethamine can cause serious GI adverse events
including bleeding, ulceration and perforation, of the stomach, small intestine, or large
intestine, which can be fatal. These serious adverse events can occur at any time, with or
without warning symptoms, in patients treated with ketorolac tromethamine.

Only one in five patients who develop a serious upper GI adverse event on NSAID therapy is
symptomatic. Minor upper gastrointestinal problems, such as dyspepsia, are common and may also
occur at any time during NSAID therapy.

The incidence and severity of gastrointestinal complications increases with increasing dose of, and
duration of treatment with ketorolac tromethamine. Do not use ketorolac tromethamine for more
than five days.

However, even short-term therapy is not without risk. In addition to past history of ulcer disease,
other factors that increase the risk for GI bleeding in patients treated with NSAIDs include
concomitant use of oral corticosteroids, or anticoagulants, longer duration of NSAID therapy,
smoking, use of alcohol, older age, and poor general health status. Most spontaneous reports of
fatal GI events are in elderly or debilitated patients and therefore, special care should be taken in
treating this population.
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To minimize the potential risk for an adverse GI event, the lowest effective dose should be used for
the shortest possible duration.

Patients and physicians should remain alert for signs and symptoms of GI ulceration and bleeding
during NSAID therapy and promptly initiate additional evaluation and treatment if a serious GI
adverse event is suspected. This should include discontinuation of ketorolac tromethamine until a
serious GI adverse event is ruled out. For high risk patients, alternate therapies that do not involve
NSAIDs should be considered.

NSAIDs should be given with care to patients with a history of inflammatory bowel disease
(ulcerative colitis, Crohn's disease) as their condition may be exacerbated.

Hemorrhage

Because prostaglandins play an important role in hemostasis and NSAIDs affect platelet
aggregation as well, use of ketorolac tromethamine in patients who have coagulation disorders
should be undertaken very cautiously, and those patients should be carefully monitored. Patients on
therapeutic doses of anticoagulants (e.g., heparin or dicumarol derivatives) have an increased risk
of bleeding complications if given ketorolac tromethamine concurrently; therefore, physicians
should administer such concomitant therapy only extremely cautiously. The concurrent use of
ketorolac tromethamine and therapy that affects hemostasis, including prophylactic low-dose
heparin (2500 - 5000 units q12h), warfarin and dextrans have not been studied extensively, but may
also be associated with an increased risk of bleeding. Until data from such studies are available,
physicians should carefully weigh the benefits against the risks and use such concomitant therapy
in these patients only extremely cautiously. Patients receiving therapy that affects hemostasis
should be monitored closely.

In postmarketing experience, postoperative hematomas and other signs of wound bleeding have
been reported in association with the peri-operative use of IV or IM dosing of ketorolac
tromethamine.

Therefore, peri-operative use of ketorolac tromethamine should be avoided and postoperative use
be undertaken with caution when hemostasis is critical.

Renal Effects

Long-term administration of NSAIDs has resulted in renal papillary necrosis and other renal injury.
Renal toxicity has also been seen in patients in whom renal prostaglandins have a compensatory
role in the maintenance of renal perfusion. In these patients, administration of a NSAID may cause
a dose-dependent reduction in prostaglandin formation and, secondarily, in renal blood flow, which
may precipitate overt renal decompensation. Patients at greatest risk of this reaction are those with
impaired renal function, heart failure, liver dysfunction, those taking diuretics and ACE inhibitors,
and the elderly. Discontinuation of NSAID therapy is usually followed by recovery to the
pretreatment state.
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Ketorolac tromethamine and its metabolites are eliminated primarily by the kidneys, which, in
patients with reduced creatinine clearance, will result in diminished clearance of the drug.
Therefore, ketorolac tromethamine should be used with caution in patients with impaired renal
function and such patients should be followed closely. With the use of ketorolac tromethamine,
there have been reports of acute renal failure, interstitial nephritis and nephrotic syndrome.

Impaired Renal Function

Ketorolac tromethamine is contraindicated in patients with serum creatinine concentrations
indicating advanced renal impairment. Ketorolac tromethamine should be used with caution in
patients with impaired renal function or a history of kidney disease because it is a potent inhibitor
of prostaglandin synthesis. Because patients with underlying renal insufficiency are at increased
risk of developing acute renal decompensation or failure, the risks and benefits should be assessed
prior to giving ketorolac tromethamine to these patients.

Anaphylactoid Reactions

As with other NSAIDs, anaphylactoid reactions may occur in patients without known prior
exposure to ketorolac tromethamine. Ketorolac tromethamine should not be given to patients with
the aspirin triad. This symptom complex typically occurs in asthmatic patients who experience
rhinitis with or without nasal polyps, or who exhibit severe, potentially fatal bronchospasm after
taking aspirin or other NSAIDs. Emergency help should be sought in cases where an anaphylactoid
reaction occurs.

Cardiovascular Effects
Cardiovascular Thrombotic Events

Clinical trials of several COX-2 selective and nonselective NSAIDs of up to three years duration
have shown an increased risk of serious cardiovascular (CV) thrombotic events, myocardial
infarction, and stroke, which can be fatal. All NSAIDs, both COX-2 selective and nonselective,
may have a similar risk. Patients with known CV disease or risk factors for CV disease may be at
greater risk. To minimize the potential risk for an adverse CV event in patients treated with an
NSAID, the lowest effective dose should be used for the shortest duration possible. Physicians and
patients should remain alert for the development of such events, even in the absence of previous
CV symptoms. Patients should be informed about the signs and/or symptoms of serious CV events
and the steps to take if they occur.

There is no consistent evidence that concurrent use of aspirin mitigates the increased risk of serious
CV thrombotic events associated with NSAID use. The concurrent use of aspirin and an NSAID
does increase the risk of serious GI events. Two large, controlled clinical trials of a COX-2
selective NSAID for the treatment of pain in the first 10 to 14 days following CABG surgery found
an increased incidence of myocardial infarction and stroke.
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Hypertension

NSAIDs, including ketorolac tromethamine, can lead to onset of new hypertension or worsening of
pre-existing hypertension, either of which may contribute to the increased incidence of CV events.
Patients taking thiazides or loop diuretics may have impaired response to these therapies when
taking NSAIDs. NSAIDs, including ketorolac tromethamine, should be used with caution in
patients with hypertension. Blood pressure (BP) should be monitored closely during the initiation
of NSAID treatment and throughout the course of therapy.

Congestive Heart Failure and Edema

Fluid retention, edema, retention of NaCl, oliguria, elevations of serum urea nitrogen and creatinine
have been reported in clinical trials with ketorolac tromethamine. Therefore, ketorolac
tromethamine should be used only very cautiously in patients with cardiac decompensation,
hypertension or similar conditions.

Skin Reactions

NSAIDs, including ketorolac tromethamine, can cause serious skin adverse events such as
exfoliative dermatitis, Stevens-Johnson Syndrome (SJS), and toxic epidermal necrolysis (TEN),
which can be fatal. These serious events may occur without warning. Patients should be informed
about the signs and symptoms of serious skin manifestations and use of the drug should be
discontinued at the first appearance of skin rash or any other sign of hypersensitivity.

Pregnancy

In late pregnancy, as with other NSAIDs, ketorolac tromethamine should be avoided because it
may cause premature closure of the ductus arteriosus.

Precautions:

Ketorolac tromethamine cannot be expected to substitute for corticosteroids or to treat
corticosteroid insufficiency. Abrupt discontinuation of corticosteroids may lead to disease
exacerbation. Patients on prolonged corticosteroid therapy should have their therapy tapered slowly
if a decision is made to discontinue corticosteroids.

The pharmacological activity of ketorolac tromethamine in reducing inflammation may diminish

the utility of this diagnostic sign in detecting complications of presumed noninfectious, painful
conditions.
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3. How to Take Ketorolac Tromethamine Injection

Ketorolac tromethamine injection may be used as a single or multiple dose on a regular or “prn”
schedule for the management of moderately severe, acute pain that requires analgesia at the opioid
level, usually in a postoperative setting. Hypovolemia should be corrected prior to the
administration of ketorolac tromethamine. Patients should be switched to alternative analgesics as
soon as possible, but ketorolac tromethamine therapy is not to exceed 5 days.

When administering ketorolac tromethamine injection, the IV bolus must be given over no less than
15 seconds. The IM administration should be given slowly and deeply into the muscle. The
analgesic effect begins in ~30 minutes with maximum effect in 1 to 2 hours after dosing IV or IM.
Duration of analgesic effect is usually 4 to 6 hours.

Recommended dose

Single-Dose Treatment: The following regimen should be limited to single administration use
only IM Dosing

o Patients <65 years of age: One dose of 60 mg.
o Patients >65 years of age, renally impaired and/or less than 50 kg (110 Ibs) of body
weight: One dose of 30 mg.

IV Dosing

o Patients <65 years of age: One dose of 30 mg.
o Patients >65 years of age, renally impaired and/or less than 50 kg (110 1bs) of body
weight: One dose of 15 mg.

Multiple-Dose Treatment (IV or IM)

o Patients <65 years of age: The recommended dose is 30 mg ketorolac tromethamine
injection every 6 hours. The maximum daily dose for these populations should not
exceed 120 mg.

o For patients >65 years of age, renally impaired patients, and patients less than 50 kg
(110 1bs): The recommended dose is 15 mg ketorolac tromethamine injection every
6 hours. The maximum daily dose for these populations should not exceed 60 mg.

How long to take Ketorolac Tromethamine Injection

Use minimum effective dose for the individual patient.

Total duration of treatment in adult patients: the combined duration of use of IV or IM dosing of
ketorolac tromethamine and oral ketorolac tromethamine is not to exceed 5 days.
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If you take more Ketorolac Tromethamine Injection than you should

Symptoms and Signs

Symptoms following acute NSAIDs overdoses are usually limited to lethargy, drowsiness, nausea,
vomiting, and epigastric pain, which are generally reversible with supportive care. Gastrointestinal
bleeding can occur. Hypertension, acute renal failure, respiratory depression and coma may occur,
but are rare. Anaphylactoid reactions have been reported with therapeutic ingestion of NSAIDs,
and may occur following an overdose.

Treatment

Patients should be managed by symptomatic and supportive care following a NSAIDs overdose.
There are no specific antidotes. Emesis and/or activated charcoal (60 g to 100 g in adults, 1 g/kg to
2 g/kg in children) and/or osmotic cathartic may be indicated in patients seen within 4 hours of
ingestion with symptoms or following a large oral overdose (5 to 10 times the usual dose). Forced
diuresis, alkalization of urine, hemodialysis or hemoperfusion may not be useful due to high protein
binding.

Single overdoses of ketorolac tromethamine have been variously associated with abdominal pain,
nausea, vomiting, hyperventilation, peptic ulcers and/or erosive gastritis and renal dysfunction

which have resolved after discontinuation of dosing.

If you forget to take Ketorolac Tromethamine Injection

For breakthrough pain, do not increase the dose or the frequency of ketorolac tromethamine.
Consideration should be given to supplementing these regimens with low doses of opioids “prn”
unless otherwise contraindicated.

If you stop taking Ketorolac Tromethamine Injection

4. POSSIBLE SIDE EFFECTS

Body as a Whole: fever, infections, sepsis
Cardiovascular: congestive heart failure, palpitation, pallor, tachycardia, syncope
Dermatologic: alopecia, photosensitivity, urticaria

Gastrointestinal: anorexia, dry mouth, eructation, esophagitis, excessive thirst, gastritis, glossitis,
hematemesis, hepatitis, increased appetite, jaundice, melena, rectal bleeding
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Hemic and Lymphatic: ecchymosis, eosinophilia, epistaxis, leukopenia, thrombocytopenia
Metabolic and Nutritional: weight change

Nervous System: abnormal dreams, abnormal thinking, anxiety, asthenia, confusion, depression,
euphoria, extrapyramidal symptoms, hallucinations, hyperkinesis, inability to concentrate,
insomnia, nervousness, paresthesia, somnolence, stupor, tremors, vertigo, malaise

Reproductive, female: infertility

Respiratory: asthma, cough, dyspnea, pulmonary edema, rhinitis

Special Senses: abnormal taste, abnormal vision, blurred vision, hearing loss

Urogenital: cystitis, dysuria, hematuria, increased urinary frequency, interstitial nephritis,
oliguria/polyuria, proteinuria, renal failure, urinary retention

Other rarely observed reactions (reported from postmarketing experience in patients taking
ketorolac tromethamine or other NSAIDs) are:

Body as a Whole: angioedema, death, hypersensitivity reactions such as anaphylaxis,
anaphylactoid reaction, laryngeal edema, tongue edema, myalgia

Cardiovascular: arrhythmia, bradycardia, chest pain, flushing, hypotension, myocardial infarction,
vasculitis

Dermatologic: exfoliative dermatitis, erythema multiforme, Lyell's syndrome, bullous reactions
including Stevens-

Johnson syndrome and toxic epidermal necrolysis

Gastrointestinal: acute pancreatitis, liver failure, ulcerative stomatitis, exacerbation of
inflammatory bowel disease (ulcerative colitis, Crohn's disease)

Hemic and Lymphatic: agranulocytosis, aplastic anemia, hemolytic anemia, lymphadenopathy,
pancytopenia, post operative wound hemorrhage (rarely requiring blood transfusion

Metabolic and Nutritional: hyperglycemia, hyperkalemia, hyponatremia
Nervous System: aseptic meningitis, convulsions, coma, psychosis
Respiratory: bronchospasm, respiratory depression, pneumonia

Special Senses: conjunctivitis
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Urogenital: flank pain with or without hematuria and/or azotemia, hemolytic uremic syndrome

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist.

5. How To Store Ketorolac Tromethamine Injection
Store below 30°c and protection from light.
Retain in carton until time of use.

Product should be inspected before use and discarded if either color or particulate is observed.

Do not place syringe on a sterile field.

6. CONTENTS OF THE PACK AND OTHER INFORMATION

What Ketorolac Tromethamine Injection USP 15 mg/mL contains

The active substance is Ketorolac Tromethamine

Other inactive ingredients are Sodium chloride USP, Citric acid monohydrate USP, Ethanol
absolute USP, Sodium Hydroxide USP/NF, Hydrochloric acid USP/NFand Water for injection IP,
USP & Ph.Eur

What Ketorolac Tromethamine Injection 15 mg/mL looks like and contents of the pack

A clear and slight yellow solution, in 2mL Type-I, amber color tubular glass vial with 13mm grey
bromobutyl rubber stopper and 13mm Yellow color flip off aluminum seal.

Ketorolac Tromethamine Injection USP 15 mg/mL are available in:

Container pack: 1’s pack: 2mL amber tubular glass
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Marketing Authorization Holder and Manufacturer
Marketing Authorisation Holder:

Name: Aspiro Pharma Limited

Business Address:  Survey No. 321, Biotech Park, Phase III,
Karkapatla village, Markook Mandal,
Siddipet (Dist) — 502281,

Telangana.
Country: INDIA
Phone: Tel +91 9959644022, 9959644077
Manufacturer:
Name: Aspiro Pharma Limited

Business Address:  Survey No. 321, Biotech Park, Phase II1,,
Karkapatla village, Markook Mandal,
Siddipet (Dist) — 502281,

Telangana.
Country: INDIA
Phone: Tel +91 9959644022, 9959644077
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