Summary of Product Characteristic (SPC)
KOROLD-ASTERIA



1. NAME OF THE MEDICINAL PRODUCT

KOROLD-ASTERIA

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Active ingredient

No. |[Chemical Name Quantity/ Tab. Use
1 Paracetamol NO2BEO1  [500.0 mg Active
(Acetaminophen) ingredient
2 Pseudoephedrine RO1BAO2 30.0mg Active
hydrochloride ingredient
3 Chlorpheniramine RO6AB04 2.0mg Active
maleate ingredient

Excipients
Please see point 6.1

3. PHARMACEUTICAL FORM
Film-coated tablets

White, oblong film coated tablets with mark “ HKCL”.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

For the relief of symptoms associated with colds and flu; including relief of nasal congestion and congestion

of mucous membranes of the upper respiratory tract, sneezing, runny nose, coughing, fever, headache,

muscular aches and pains.



4.2 Posology and method of administration

Adults and children over 15 years.

2 tablets taken with fluid every 6 hours as necessary, maximum 8 tablets within 24 hours.

4.3 Contraindications

In case of history of stroke or risk factors that may predispose to stroke due to alpha-

symphatomimetic vasoconstrictor activity.

Children under 15 years old

Acute or chronic kidney disease/renal failure

History of seizures

Hepatocellular insufficiency due to the presence of paracetamol

Pregnancy

In combination with alpha-type symphatomymetics: vasoconstrictors intended to relieve nasal
congention, both orally and nasally (etilephrine, naphazoline, oxymetazoline, phenylephrine
(neosynephrine), synephrine, tetrizoline, tuaminoheptane, thymazolie], as well as midodrine, due to
the risk of vasoconstriction and/or exacerbation of hypertension.

Paracetamol is contraindicated for use in patients with known hypersensitivity or idiosyncratic

reaction to paracetamol (or any of the other ingredients in the product);

Pseudoephedrine is contraindicated for use in patients:
with known hypersensitivity or idiosyncratic reaction to pseudoephedrine (or any of the other

ingredients in the product);

with severe hypertension or coronary artery disease;

taking monoamine oxidase inhibitors (MAOIs) or who have taken MAOIs within the
previous14 days.

Chlorpheniramine Maleate is contraindicated for use in patients with:
a history of hypersensitivity to the substance or substances of similar chemical structure (or any

of theother ingredients in the product)
narrow-angle glaucoma

stenosing peptic ulcer

symptomatic prostatic hypertrophy
bladder neck obstruction
pyloroduodenal obstruction

patients taking monoamine oxidase inhibitors (MAQIs)



4.4 Special warnings and precautions for use

Taking this product while consuming alcohol may increase the risk of liver damage.
Severe skin reactions, such as acute generalized exanthematous pustulosis (AGEP), may occur when taking
drugs containing pseudoephedrine. Discontinue use and consult a doctor or pharmacist if you experience
symptoms such as fever, redness, or numerous small pustules.
This drug contains acetaminophen. Do not take it with other acetaminophen products, as exceeding the
maximum daily dose (4,000mg) can cause liver damage.
Do not take other medications that contain cough suppressants, other cold medications, fever reducers,
pain relievers, antihistamines (including oral decongestants, motion sickness medications, allergy
medications), sleep aids, sedatives, psychiatric medications, or other CNS depressants (antihistamines can
enhance the effects of other CNSdepressants).
Do not consume alcoholic beverages.
Treatment with anti-inflammatory pain relievers is symptomatic and not curative.

For chronic conditions, consider the following:
-Regular clinical tests (urinalysis, blood tests, liver function tests, etc.) should be conducted during long-term
use. Appropriate measures, such as dose reduction or discontinuation, should be taken if abnormalities are
detected.

-Consider non-pharmacological treatments in addition to drug therapy.

For acute conditions, consider the following:
-Administer the drug based on the severity of acute pain and fever.
-Avoid long-term use of the same medication as a general rule.

-Implement causal treatments if available.
Children and the elderly should take the minimum necessary amount, paying close attention to adverse

reactions. Excessive lowering of body temperature, collapse, and cold extremities may occur, especially in
children and the elderly with high fever or debilitating conditions. Their condition should be closely
monitored after administration.

Avoid taking this drug with other anti-inflammatory pain relievers.

Do not use this drug for more than 10 days for pain in adults, or more than 5 days for children, or for more
than 3 days for fever without consulting a doctor or pharmacist. If pain or fever persists or worsens, or
new symptoms appear, consult a doctor or pharmacist.

This drug may mask symptoms of infections. In cases of combined infections, appropriate antibiotics
should be prescribed by a doctor.

A person with a predisposition (self, parents, or siblings) to urticaria, contact dermatitis, bronchial asthma,
allergic rhinitis, migraines, or food allergies.

A person who has experienced allergic reactions (e.g., fever, redness, joint pain, asthma, itching) to this

drug.

A person with thyroid disease, diabetes, hypertension, peptic ulcers, glaucoma (e.g., eye pain, blurred
vision), difficulty urinating, who is physically weak, or has a high fever.
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A patient with liver dysfunction or a history of liver disease.
A patient with kidney (renal) dysfunction or a history of kidney disease.
A patient with a history of peptic ulcers.
A patient with blood disorders or a history of blood disorders.
A patient with a tendency to bleed (platelet function may be affected).
A patient with heart dysfunction.

A patient with a history of hypersensitivity reactions (e.g., rash, redness, itching,swelling of the throat,
eyelids, lips, etc.).
A person with bronchial asthma.
Elderly persons or children.
A patient taking warfarin long-term.
A patient taking medications such as lithium or thiazide diuretics.
A person receiving treatment from a doctor or dentist (e.g., for diabetes, gout, arthritis,anticoagulants,
steroids, or other medications).

A person with ongoing or recurrent gastrointestinal issues such as heartburn, stomach discomfort,
stomach pain, ulcers, or bleeding problems.
A person with the following types of cough:
-A cough due to smoking, asthma, chronic bronchitis, emphysema, or accompanied by excessive phlegm, a
cough that lasts more than one week or recurs frequently, a chronic cough, or a cough accompanied by fever,
rash, or persistent headache.

Posterior reversible encephalopathy syndrome (PRES) and reversible cerebral vasocontruction syndrome
(RCVS).
Cases of PRES and RCVS have been reported with the use of pseudoephedrine-containing products (see section
4,8). The Risk is increased in patients with severe or uncontrolled hypertension, or with severe acute or chronic
kidney disease/renal failure(see section 4,3).
Pseudoephedrine should be discontinued and immediate medical assistance sought if the following symptoms
occur: sudden severe headache or thunderclap headache, nausea, vomiting, confusion, seizures and visual
disturbances. Most reported cases of PRES and RCVS resolved following discontinuation and appropriate
treatment.
Caution is advised if paracetamol is administrated concomitantly with flucloxacillin due to increased risk of high
anion gap metabolic acidosistHAGMA), particularly in patients with severe renal impairment, sepsis, malnutrition
and other sources of glutathione deficiency (e.g. chronic alcoholism), as well as those using maximum daily doses

of paracetamol. Close monitoring, including measurement of urinary 5-oxoproline, is recommended.

Risk of Abuse
Pseudoephedrine carries the risk of abuse. Increased doses may ultimately produce toxicity.
Continuous use can lead to tolerance resulting in an increased risk of overdosing. The recommended maximum

dose and treatment duration should not be exceeded.



4.5 Interaction with other medicinal products and other forms of interaction

The following interactions with paracetamol have been noted:

-Anticoagulant drugs (warfarin) - dosage may require reduction if paracetamol andanticoagulants are
taken for a prolonged period of time
-Paracetamol absorption is increased by substances that increase gastric emptying, e.g.metoclopramide

-Paracetamol absorption is decreased by substances that decrease gastric emptying, e.g.
propantheline, antidepressants with anticholinergic properties, and narcotic analgesics

-Paracetamol may increase chloramphenicol concentrations

-The risk of paracetamol toxicity may be increased in patients receiving other potentially hepatotoxic drugs or
drugs that induce liver microsomal enzymes such as alcohol and anticonvulsant agents

-Paracetamol excretion may be affected and plasma concentrations altered when given withprobenecid

-Colestyramine reduces the absorption of paracetamol if given within 1 hour of paracetamol.

The following interactions with pseudoephedrine have been noted:

-Antidepressant medication eg tricyclic antidepressants and monoamine oxidase inhibitors(MAOIs) — may
cause a serious increase in blood pressure or hypertensive crisis

-other sympathomimetic agents, such as decongestants, appetite suppressants and amphetamine-like
psychostimulants — may cause an increase in blood pressure and additive effects

-methyldopa and B-blockers — may cause an increase in blood pressure

-urinary acidifiers enhance elimination of pseudoephedrine

-urinary alkalinisers decrease elimination of pseudoephedrine

The following interactions with Chlorpheniramine Maleate have been noted:

-central nervous system (CNS) depressants (alcohol, sedatives, opioid analgesics, hypnotics) — may cause an
increase in sedation effects

-monoamine oxidase inhibitors (MAOIs) and tricyclic antidepressants (TCAs) — may prolongand intensify the
anticholinergic and CNS depressive effects

-dexchlorpheniramine when taken with monoamine oxidase inhibitors (MAQOIs)may cause a decrease inblood
pressure

-chlorpheniramine when taken concomitantly with phenytoin may cause a decrease in phenytoin
elimination.

4.6 Fertility, pregnancy and lactation

The use of KOROLD-ASTERIA during pregnancy and lactation is contraindicated.

4.7 Effects on ability to drive and use machines

During the administration, it can be sleeping, so avoid driving and operation equipments.



4.8 Undesirable effects

Side effects of paracetamol are rare and usually mild, although hematological reactions have been reported. Skin
rashes and hypersensitivity reactions occur occasionally. Overdosage with paracetamol if left untreated can result
in severe, sometimes fatal liver damage and rarely, acute renal tubular necrosis.

Adverse effects include:

+ cardiovascular stimulation — elevated blood pressure, tachycardia or arrhythmias

* central nervous system (CNS) stimulation — restlessness, insomnia, anxiety, tremors and (rarely) hallucinations

* skin rashes and urinary retention

Children and the elderly are more likely to experience adverse effects than other age groups

Central Nervous System (CNS) effects
CNS depressive effects of Chlorpheniramine Maleate include sedation and impaired performance (impaired

driving performance, poor work performance, incoordination, reduced motor skills, and impaired
information processing). Performance may be impaired in the absence of sedation and may persist the
morning after a night-time dose.

CNS stimulatory effects of Chlorpheniramine Maleate may include anxiety, hallucinations, appetite
stimulation, muscle dyskinesias and activation of epileptogenic foci.

High doses of Chlorpheniramine Maleate may cause nervousness, tremor, insomnia, agitation, and
irritability.

Anticholinergic effects

Side effects of Chlorpheniramine Maleate associated with cholinergic blockage include dryness of the eyes,
mouth and nose, blurred vision, urinary hesitancy and retention, constipation and tachycardia.

Rash, redness, itching, nausea, vomiting, loss of appetite, constipation, swelling, difficulty urinating,
persistent or severe thirst, dizziness, anxiety, trembling, insomnia, wheezing.

Shock: Symptoms such as breathing difficulty, widespread redness, swelling of blood vessels, hives, asthma
attacks, pale complexion, cold extremities, sweating, shortness of breath.

Blood disorders: Symptoms such as decreased platelets, decreased granulocytes, hemolytic anemia,
methemoglobinemia, decreased platelet function (extended bleeding time), cyanosis.

Hypersensitivity reactions: Symptoms such as facial swelling, breathing difficulty, sweating, low blood
pressure, shock.

Gastrointestinal issues: Symptoms such as nausea, vomiting, loss of appetite, gastrointestinal bleeding with
long-term use, peptic ulcers, perforation, ischemic colitis(acute abdominal pain, rectal bleeding).

Skin issues: Symptoms such as rash, allergic reactions, Stevens-Johnson syndrome, toxic epidermal
necrolysis (Lyell's syndrome), severe skin reactions with high fever, widespread redness, blistering

resembling burns affecting the skin, mouth, and eyes.
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Liver issues: Symptoms such as general malaise, jaundice (yellowing of the skin oreyes), chronic liver

necrosis, chronic hepatitis with long-term use.

Interstitial pneumonia: Symptoms such as coughing, shortness of breath, difficulty breathing, fever.

Other: Acute pancreatitis, kidney toxicity with long-term use.

Overdose: Necrosis of the liver, kidney, or myocardium.

Additional adverse reactions reported in post-marketing surveillance for acetaminophen monotherapy are
listed in the table below. The incidence rates are as follows: very common (>1/10), common (>1/100 and
<1/10), uncommon (>1/1,000 and <1/100), rare (>1/10,000 and <1/1,000), and very rare (<1/10,000).

Table: Adverse reactions identified in post-marketing experience with acetaminophenmonotherapy, estimated

based on spontaneous reporting rates according to frequency

Immune System
- Very rare: Anaphylactic reactions, hypersensitivity reactions
Skin and Subcutaneous Tissue

- Very rare: Urticaria, itchy rash, rash

Based on the analysis and evaluation of domestic adverse reaction reports for
acetaminophen monotherapy, the following adverse reactions are added:

Hepatobiliary system: Increased AST, increased ALT

Skin: Fixed drug eruption

Nervous system disorders: headache, tremor, anxiety, restlessness, excitability, insomnia, hallucinations and
paranoid delusions.

Posterior reversible encephalopathy syndrome (PRES)(see section 4.4).

Reversible cerebral vasoconstriction syndrome (RCVS) (see section 4.4).

4.9 Overdose
Paracetamol

Liver damage is possible in adults who have taken 10g or more of paracetamol. Ingestion of 5g or more of
paracetamol may lead to liver damage if the patient has risk factors (see below).
Risk factors:

If the patient a, Is on long term treatment with carbamazepine, phenobarbitone, phenytoin, primidone,
rifampicin, St John's Wort or other drugs that induce liver enzymes. Or b, Regularly consumes ethanol in

excess of recommended amounts. Or c, Is likely to be glutathione deplete e.g. eating disorders, cystic

fibrosis, HIV infection, starvation, cachexia.



Symptoms:

Symptoms of paracetamol overdosage in the first 24 hours are pallor, nausea, vomiting, anorexia and abdominal
pain. Liver damage may become apparent 12 to 48 hours after ingestion. Abnormalities of glucose metabolism
and metabolic acidosis may occur. In severe poisoning, hepatic failure may progress to encephalopathy,
haemorrhage, hypoglycaemia, cerebral oedema, and death. Acute renal failure with acute tubular necrosis,
strongly suggested by loin pain, haematuria and proteinuria, may develop even in the absence of severe liver

damage. Cardiac arrhythmias and pancreatitis have been reported.

Management:
Immediate treatment is essential in the management of paracetamol overdose. Despite a lack of significantearly

symptoms, patients should be referred to hospital urgently for immediate medical attention.

Symptoms may be limited to nausea or vomiting and may not reflect the severity of overdose or the risk of organ

damage. Management should be in accordance with established treatment guidelines, see BNF overdose section.

Treatment with activated charcoal should be considered if the overdose has been taken within 1 hour. Plasma
paracetamol concentration should be measured at 4 hours or later after ingestion (earlier concentrations are
unreliable). Treatment with N- acetylcysteine may be used up to 24 hours after ingestion of paracetamol,
however, the maximum protective effect is obtained up to 8 hours post-ingestion. The effectiveness of the
antidote declines sharply after this time. If required the patient should be givenintravenous N-acetylcysteine, in
line with the established dosage schedule. If vomiting is not a problem,oral methionine may be a suitable
alternative for remote areas, outside hospital. Management of patients who present with serious hepatic

dysfunction beyond 24h from ingestion should be discussed with the NPISor a liver unit.

5 Pharmacological properties

5.1 Pharmacodynamic properties

Pseudoephedrine has direct- and indirect- sympathomimetic activity and is an effective decongestant in the
upper respiratory tract. It is a stereoisomer of ephedrine and has a similar action, but has been found to haveless

pressor activity and fewer central nervous system (CNS) effects.

Sympathomimetic agents are used as nasal decongestants to provide symptomatic relief. They act by causing
vasoconstriction resulting in redistribution of local blood flow to reduce oedema of the nasal mucosa, thus

improving ventilation, drainage and nasal stuffiness.



Paracetamol is a p-aminophenol derivative that exhibits analgesic and antipyretic activity. It does not possess
anti-inflammatory activity. Paracetamol is thought to produce analgesia through a central inhibition of

prostaglandin synthesis.

Chlorpheniramine maleate competes with histamine at central and peripheral histaminel-receptor sites,
preventing the histamine-receptor interaction and subsequent mediator release. Chlorpheniramine maleateis a

highly lipophilic molecule that readily crosses the blood-brain barrier

Chlorpheniramine maleate is highly selective for histaminel-receptors but has little effect on histamine2 or
histamine3 receptors. Chlorpheniramine maleate also activates 5-hydroxytryptamine (serotonin) and -

adrenergic receptors and blocks cholinergic receptors.

5.2 Pharmacokinetic properties

Pseudoephedrine is readily absorbed from the gastrointestinal tract. It is largely excreted unchanged in the urine
together with small amounts of its hepatic metabolite. It has a half-life of about 5-8 hours; elimination is

enhanced and half-life reduced accordingly in acid urine. Small amounts are distributed into breast milk.

Paracetamol is readily absorbed from the gastrointestinal tract with peak plasma concentrations occurring about
10 to 60 minutes after oral administration. Paracetamol is distributed into most body tissues. Plasma protein
binding is negligible at usual therapeutic doses but increases with increasing doses. The elimination half-life
varies from about 1 to 3 hours.

Paracetamol is metabolised extensively in the liver and excreted in the urine mainly as inactive glucuronide and
sulfate conjugates. Less than 5% is excreted unchanged. The metabolites of paracetamol include a minor
hydroxylated intermediate which has hepatotoxic activity. This intermediate metabolite is detoxified by
conjugation with glutathione, however, it can accumulate following paracetamol overdosage (more than
150mg/kg or 10g total paracetamol ingested) and if left untreated can cause irreversible liver damage.
Paracetamol is metabolised differently by premature infants, newborns, infants and young children compared to
adults, the sulfate conjugate being predominant.

Chlorpheniramine maleate is absorbed relatively slowly from the gastrointestinal tract, with peak plasma
concentrations occurring about 2.5 to 6 hours after oral administration. Chlorpheniramine appears to undergo

considerable first-pass metabolism. Bioavailability is low, values of 25 to 50% having been
reported. About 70% of chlorpheniramine in the circulation is bound to plasma proteins. There is wide

inter-individual variation in the pharmacokinetics of chlorpheniramine; half-life values ranging from 2 to43

hours have been reported. Chlorpheniramine is widely distributed in the body and enters the CNS.
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Chlorpheniramine maleate is metabolised extensively. Metabolites include desmethyl- and
didesmethylchlorpheniramine. Unchanged drug and metabolites are excreted primarily in the urine; excretion is

dependent on urinary pH and flow rate. Only trace amounts have been found in the faeces.

A duration of action of 4 to 6 hours has been reported; this is shorter than may be predicted from

pharmacokinetic parameters.

More rapid and extensive absorption, faster clearance, and a shorter half-life have been reported in children

compared to adults.

5.3 Preclinical safety data
Not applicable.

6 PHARMACEUTICAL PARTICULARS

6.1 Excipients

No. Chemical Name Quantity/Tab. Use
Low-substituted Inactive
1 15.0 mg
Hydroxypropyl cellulose ingredient
' ) Inactive
2 Microcrystalline cellulose 60.0 mg . .
ingredient
3 Polyethylene glycol 6000 2.0 mg Plasticizer
Hyd Imethylcell
4 yaroxypropy metiyice 20.0 mg Coating agent
ulose 2910
5 Magnesium stearate 8.0 mg Lubricant
6 Carboxymethyl starch 25.0 mg Dissolvent
7 Titanium oxide 1.5 mg Sunscreen agent
8 Hydroxypropylcellulose 25.0 mg Binder

6.2 Incompatibilities

None know
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6.3 Shelf-life

3 years from manufacturing date.

6.4 Special precautions for storage

Store in air-tight container bellow 30°C
Protect from light.

Keep out of reach of children.

6.5 Nature and contents of container

10 tablets x 10 blisters / box
10 tablets x 2 blisters / box

6.5.1 Specifications and routine tests

1) Type
PVC sheet & Aluminum foil

2) Construction
- ALU/ PVC blister
Trasparent colorless plastic film made of polyvinylchloride(PVC).

Aluminum foil with heat seal lacquer.

6,6 Special precautions for disposal and other handing
Not applicable

7. Manufacturer.

Hankook Korus Pharm. Co., Ltd.
30, Gangjeo-ro, Jecheon-si, Chungcheongbuk-do, Republic of Korea

8. Marketing authorization holder

ASTERIALLC,
72/3 Nairi Zaryan street, 0051 Yerevan, Republic of Armenia.
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