Paranext-T

(USP Specifications)
Tramadol HCI + Paracetamol (37.5mg/325mg
Compositior

Paranext-T37.5mg/325mg Tablet
Eachfilm-coated tablet contains

Tramadol HCl..... 37.5mg (USP Specifications)
Paracetamol...... 325mg (BP Specifications)

Clinical Particulars
Therapeuticindications:

Paranext-Tis used t your doctor

Clinical Pharmacology

Pharmacodynamics:

Pharmacotherapeutic group: Opioids in combination with non-opioid analgesics ; tramadol and
paracetamol.

ATCcode:N02AJ 13

ANALGESICS

agonists of the, 8, and K opioid receptors with a higher affinity for the i receptors. Other mechanisms
which contribute to its analgesic effect are inhibition of neuronal reuptake of and

« Carbamazepine and other enzyme inducers. Risk of reduced efficacy and shorter duration due to
decreased plasma concentrationsof tramadol.

« Opioid nalbuphine, Decrease of the analgesic
effect by competitive blocking effect at the receptors, with the risk of occurrence of withdrawal
syndrome.
- ;

« Tramadol can induce convulsions and increase the potential for selective serotonin reuptake
inhibitors (SSRIs), serotonin-norepiney reuptake inhibitors (SNRIs), tricyclic antidepressants,
antipsychotics and seizure threshold-lowering medicinal products (such as bupropion, mirtazapine,
tetrahydrocannabinol) to cause convulsions.

+ Concomitant therapeutic use of tramadol and serotonergic drugs such as selective serotonin re-
MAO inhibitors, tricyclic
antidepressants and mirtazapine may cause serotonin syndrome, a potentially life-threatening
condition

« Other opi

deriva

s (including antitussive drugs and substitutive treatments) Increased risk of

« Other central nervous system depressants, such as other opioid derivatives (including antitussive
drugs and substitutive treatments), other anxiolytics, hypnotics, sedative antidepressants, sedative
centrally-acti ensive. and baclofen. These

drugs can cause increased central depression, The effect on alertness can make driving of vehicles and

the use of machines dangerous.

« Sedating tssuchas Th of
i of sedation,

respiratory depression, coma and death because of additive CNS depressant effects. The dose and

duration of the concomitant use should be limited.

+ As medically appropriate, pericdic evaluation of prothrombin time should be performed when

Tramadol

toreports ofincreased INR.

* In a limited number of studies the pre- or postoperative application of the antiemetic 5-HT3

« Caution should be taken when is used ith as concurrent
intake has been associated with high anion gap metabolic acidosis, especially in patients with risk
factors.

enhancement of serotonin release. Tramadol has an antitussive effect. Unlike morphine, abroadvange

Fertilit
Pregnancy

of analgesic doses of tramadol has no respiratory depressant effect. Similarly, the
motility is not modified. The cardiovascular effects are generally slight. The potency of tramadol is
considered to be one-tenth to one-sixth that of morphine. The precise mechanism of the analgesic

Pharmacokinetit
Tramadol i adinstered in racemic formand the ] and 1] forms of ramadol and s metatolte M1,
are detected inthe blood. Although tramad it

during pregnancy.
Breast-feedin

dunng lactation or g should be during treatment with
Paranext-T. Discontinuation of breast-feeding is generally not necessary following a single dose of

Fertility
slower (and fts half-ife longer) than that of paracetamol. After a single oral ofa  post not suggest an effect of tramadol on fertiity. Animal studies did not
Paranext-T (37. tablet, peak 3/55.5 ng/ml [(+ dol tof fertility. No study on fertility was accomplished with the combination of
tramadol] and 4.2 g/ml (paracetamol) are reached after 1.8 h || dol] and 0.9 h
(paracetamol) respectively. The mean elimination half-ives t1/2 are 5.1/4.7 h [(+)tramadol/(-}- ~Dosage and admi
tramadol] and 2,5 h During ic studies in frer single the icient liquid. Do not break or chew the tablets. Take Paranext-T for
and repeated oral of Tramadol  no diinical significant  25horta nolongerthany hastoldyou
ot ters of each active inredi o Adults and adolescents over 12 years

in the ead P The recommended dosage is to start with 2 tablets, unless otherwise prescribed by your doctor. If
°“"e activeingredientsused alone. required, further doses may be taken, as instructed by your doctor. The shortest time between doses
Absorption: must be at least 6 hours. Do not take more than 8 tablets per day. Your doctor may increase the time
Racemic tramadol is rapidly and almost completely absorbed after oral The mean than problem

absolute bioavailability of a single 100 mg dose s 75 %. After repeated
the bioavailability is increased and reaches approximately 90 %. After administration of Tramadol
, the l d takes

the smallintestine. i

and are not modified tramadol. The oral
hydrochloride/Paracetamol with food has no significant effect on the peak plasma

f Tramadol

chil 12years of age

Not recommended If you think that the effect of Paranext-T is too strong (you feel very drowsy or have

difficulty breathing) or too weak (you do not have enough pain relief), contact your doctor. The

maximum daily dose is 8 tablets per day (equivalent to 300 mg of tramadol and 2600 mg of
not i ther medicil

Contraindications:

extent of absorption of either trmadol or paracetamol so that Tramadol hydrochloride/ Paracetamol

canbe takenindependently of meal times.

Distributior

Tramadol has a high tissue affinity (Vd,8=203 £ 40 ). It has a plasma protein binding of about 20%.

Paracetamol appears to be widely distributed throughout most body tissues except fat. Its apparent

volume of distribution is about 0.9 I/kg. A relative small portion (~20%) of paracetamol is bound to

plasma proteins.

Metabolism:

Tramadol is extensively metabolized after oral administration. About 30 % of the dose is excreted in
t bolit

through O-demethylation (catalysed by the enzyme CYP2D6) to the metabolite M1, and through N-
demethylation (catalysed by CYP3A) to the metabolite M2. M1 is further metabolised through N-
demethylation and by conjugation with glucuronic acid. The plasma elimination half-ife of M1 is 7
hours. The metabolite M1 has analgesic properties and is more potent than the parent drug. The
plasma concentrations of M1 are severak-fold lower than those of tramadol and the contribution to the

a toany of
«acute intoxication with alcohol, hypnotic drugs, centrally-acting analgesics, opioids or psychotropic

should not be to patients who are receiving
ase inhibitors or within two weeks of their withdrawal severe hepatic impairment, -
epilepsynot controlled by treatment

Adverse reactions:
Tramadol

bradycardi
+ Post-marketing surveillance of tramadol has revealed rare alterations of warfarin effect, including
elevationof - prothrombin times.

« Rare cases: allergic reactions with respiratory symptoms (e.g. dyspnoea, bronchospasm, wheezing,
angloneuro(l(oedema) and anaphylaxls

* Psychic sideffects may occur following adminstration of tramadol which vary indvidually in
intensity and personality
mood, (usually euphoric mood occasionally dysphoria), changes in actlvl(y (usually suppression
occasionally increase) and changes in cognitive and sensorial capacity (e.g. decision behaviour
perception disorders).

Paracetamol is principally metabolized in the liver through two major hepatic routes:

and sulphation. The latter route can be rapi . Asmall
fraction (less than 4%) is metabolized by cytochrome P 450 to an active intermediate (the N-acetyl
benzoquinoneimine) which, under normal conditions of use, is rapidly detoxified by reduced

lutathi d However, during

d in urine after conjugation to cyst

Elimination:
Tramadol and its metabolites are eliminated mainly by the kidneys. The half-ife of paracetamol is
approximately 2 to 3hours in adults. It s shorter in children and slightly longer in the newborn and in
cirrhotic patients. Paracetamol is mainly eliminated by dose-dependent formation of glucuro- and

sulpho-conjugate deratives Less than 9 % of paracetamol is excreted unchanged in urine. In renal

Druginteractions:
Concomitant useis contraindicated with:
+ Non-selective MAO Inhibitors Risk of serotonergic syndrome: diarthoea, tachycardia,

+ Symptoms of drug withdrawal syndrome, similar to those occurring during opiate withdrawal may
occur as follows: agitation, anxiety, , insomnia, tremor and

symptoms. Other that been seen

abruptly include: panic attacks, severe anxiety, hallucinations, paresthesia, tinnitus and unusual CNS
symptoms.

« Respiratory,
Paracetamol

mpte

 There have

been reports of blood d but
necessarily causally related to paracetamol.
P pr
Inotherstudies,

~ Nietabolim and mutrtion disorders: cases of pyroglutamic acdosis (PGA) were reported with

trembling, confusional state, even coma.

*+ Selective-A MAO Infibitors Extrapolation from non-selective MAO inhibitors Risk of serotonergic
, tachycardi is, trem!

« Selective: MAO Inhibitors Central excitation symptoms evocative of a serotonergic syndrome:

diarrhoea, tachycardia, hyperhidrosis, trembling, confusional state, even coma. In case of recent

9. evencoma.

Concomitantuse snot recommended with:
* Alcohol

Alcohol increases the sedative effect o opioid analgesic. The effect on alertness can make driving of
vehicles and the use of woid intake of d of

containing alcohol.

Overdosage symptoms:

Symptoms of overdose from paracetamol:

An overdose is of particular concern in young children. 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 en(epha\opalhy, coma and death.
Acute renal severeliver damage.
Cardiac arrhythmias and pancreatitis have been reported. Liver damage is possible in adults who have
taken 7.5-10 g or more of paracetamol. It is considered that excess quantities of a toxic metabolite
(usually adequately detoxified by glutathione when normal doses of paracetamol are ingested),
becomeirreversiblybound tolivertissue.




Emergency treatment:

be tak bi

rior
to measure the plasma concentration of paracetamol and tramadol and in order to perform hepatic
ests.

tests.
- Perform hepatic tests at the start (of overdose) and repeat every 24 hours. An increase in hepatic
/ALAT)

- Empty the stomach by causing the patient to vomit (when the patient is conscious) by irritation or
gastriclavage.

- Supportive measures such as maintaining the patency of the airway and maintaining cardiovascular
function should be instituted; naloxone should be used to reverse respiratory depression; fits can be
controlled with diazepam.

- Tramadol is minimally eliminated from the serum by haemodialysis or haemofiltration. Therefore
treatment of acute intoxication with Tramadol with
haemofilation alone is not suitable for detosifcaion. Immediate treatment is essetial in me

referred to hospital urgently for \mmed\ate medical attention and any adult or adolescent who had
ingested around 7.5 g or more of paracetamol in the preceding 4 hours or any child who has ingested
2150mg/kg of paracetamol in the preceding 4 hours should undergo gastric lavage. Paracetamol
concentrations in blood should be measured \a(erlhan 4 hoursafter overdose n order to be able to
assess the risk of developing liver damage(via th
of oral methionine or intravenous N- acely\:ysleme (NAC)which may have a benefma\ effect up to at
least 48 hours after the overdose, may be required. Administration of intravenous NAC is most
However, NAC should still begivenif the
time than 8 hours after overds d continued for a full course of therapy.
NACtre
measures must beavailable.

Warnings and precautions:

+Takeother medicines conlammg paracetamol omamadol

*Have kidney prohlems

for

. hock

sick).

+ Take other

« Aregoing i i i 2

Dosage & Instructions:

Use as directed by the physician. For detalls, see enclosed leatlet.To be sold on the prescrption of a
nly the reach of children.

Storage:

Storeat 20°C-25°C. i 15°¢30°C)

How supplied:
Paranext-T 37.5mg/325mg Tablets: Pack of 10 film-coated tablets.

Lactose and Gluten Free

- L) o Manufactured by:
NEXT Pharmaceutical Products (Pvt.) Ltd.

PHARMACEUT| AL Plotno 44-A88, Sunder Industrial Estate Lahore-Pakistan
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