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PROPERTIES
Pharmacodynamics

tleast binding of 1 metabolite
o u-opioid receplors and weak inibton of reuplake of norepinephine and Serolonin. Paracetamol s ancther conirally acing anaigesic. The sxact
site and mechanisms of its analgesic action is not clearly defined when evaluated in a standard animal model. The combination of Tramadol and
paracetamol exhibited a synergistic effect.

Pharmacokinetics

the -] and( 1
plasma Tramadol and paracetamol i of one Tramadol + tablet are shown in table 1. Tramadol has a slower

After a single oral dose of one Tramadol + paracetamol combination tablet (37.5mg/325mg), peak plasma concentrations of 64.3/55.5 ng/mi [(+)-
tramadoli(-)-tramadol] and 4.2ug/mL (paracetamol) are reached after 1.8h [(+)-ramadol/(-}-tramadol] and 0.9 (paracetamol), respectively. Mean
elimination half lives t1/2 are 5.1/4.7 h [(+)-tramadol/(-)-tramadol] and 2.5 h (paracetamol). Single and multiple dose pharmacokinetics studies of

Table 1: Summary of mean (+SD) Pharmacokinetic parameters of the (+)- and (-) Enantiomers of Tramadol and M1 and paracetamol
St ination Tablet (37. i i

Parameter | (+)-Tramadol | (-}-Tramadol | (M1 | (M1 | Paracetamol

Cmax (ngimL) | 643 (93) | 555 131) 109 (57) 128 (42)| 42 (0.8)
t @1 |21 @722 ©7) 09 O

max (h) 18 (06) 18
CLIF (mUmin), 588 (226) | 736 (244) (84)
% (h) 51 (14 47 (12|78 (30)[62 (16) 25 (08)

*for paracetamol, Crax measures as ugiml.

Absorption
Tramadol bsolute bi 75% followin asingle Tramadol
tablets. The mean peak plasma Conceniration of racemic Tramadal and M1 after acminisiation of o Tramedol + peracatamol tables cocurs ot

Oral absorption of paracetamol following administration of Tramadol + paracetamal i rapd and amost complete and occurs primarly in the smal
intestin

Food effect
The oralsdministraton of Tramadol + paracetamol with food has no signficant ffecton the peak plasma conceniraton or extent o absorpton of
aiier Tromaelo meal tim

The vaume of distibuton was 2.6 and 2.9 Likg in male and female subjects, respecively, following a 100mg intravenous dose. The binding of

It olikg.

letabolism
Plasma concentration profiles of Tramadol and its M1 metabolite measures following dosing of Tramadol + paracetamol in volunteers showed no

Approximately 30% of the dose is excrete urine as unchanged drugs, whereas 60% of the dose is excreted as metabolites. The major
metabolic pathways appear to be N- and O-demethylation and glucuronidation or sulfation in the liver. Tramadol is extensively metabolized by a
number of pathways, including CYP2DS.

by firstorder

A)Conjugation with Glucuronide

B.) Conjugation with Sulfate; and

C.) Oxidation via cytochrome, P450 enzyme pathways:

Elimination

‘Tramadol and its metabolites are eliminated primarily by the kidney. The plasma elimination half lives of racemic Tramadol and M1 are approximately

sixand seven hours. respeciively. The plasma elimination halIfeofracemic ramadl has ncreased from approximalalysix hours o seven hours
hat

upon multiple dosing of Tramadol + paracetamol. The half lfe of paracetamol is about 2 to 3 hours in adults. It is somewhat shorter in children and
somewhat longer i neonstes and cirholc paliens, Paracetamal is aiminated rom he body primarily by formation of glucuronide and sulfate

Preclinical Safety Dat:

Tramatol +Parscetamel combinalion

There are no animal or laboratory studies on the combination product (Tramadol and

impairment of fertity. No drug related teratogenic effects were observed in the progeny of rats ey oraly it commato of et and
paracetamol. The

mglkg Tramadol + 3
dotreased fetal weights and ncreased supsumerary ibs. Lower and Isss severs maternally oxic dosages (10/87 and 251217 mglkg Tramadol +

‘Tramadol Hydrochloride
Carcinogenicity/Mutagenicity

murine tumors, pulmonary and hepatic, was observed in a mouse carcinogenicity study,
partculrly in aged mice (dosing oally up o 30mkg for approximalely o years, although the study was nol dono wil ihe maximum oleratod
dose). This finding is not believed to suggest risk in humans. No such arat tudy. Tramadol was

the following assays: Ames Salmonella microsome activation test, CHO/HPRT mammanan oll assay, mouse lymphoma assay (inthe absence of

inmice and Chinese hamsters.
Weakly mutagenic in inth inrats. Overall, the

Impairment of Fertility/ effect on reproduction
for

level d 75mglkg in female rats. Tramadol was evaluated
s in rats. Progeny of dams receiving oral (gavage) dose levels of 50mglkg or greater had decreased weights, and pup
Tramadol

in peri and post natal stu

inthis stud o

INDICATIONS

CONTRAINDICATIONS

hould nc dol,
ar\y oter component of this Producl or opioids. Itis a5 containdatod 1 cases of acuts mioncalion wih ScahO) hypnoncs narcotics, cemrauy
acting analgesics, opioids or psycho tropic drugs.

SPECIALWARNING AND SPECIAL PRECAUTIONS FOR USE

Seizure:

Setzires have besn reported in patients receiving dosage range post marketing reports indicate
ot ine soauros ik 5 mreased i e o804 o Tramtol abovo he
risk in patiets taking : selective sorotonin reuptake inhibitors (SSRI) anideprassants oF annrechcs tricyclic antidepressants (TCAs) and other

), or opioids.
oo Tamdor may enhance the seizures risk in patients taking MAO inhibitors, neuroleptics or other drugs that reduce the seizure’s
threshold. Risk of conwulsions may also incroase i pationts with opilopsy, fhose with a istory of seizures ot in pations with a recognized sk or
seizure (such as head trauma, metabolic disorders, alcohol, and drug withdrawal, GNS infections). In Tramadol overdose, naloxone administration
may Increass he ek of seizuree.
Antphyisctoid Reactiors
tory of

r opioids may be at increased risk and therefore should not receive Tramadol +
Parsaamol
espiratory Depre:
Administer Tramadol+ Paracetamol cautiousy n patients at sk of respiratory depression. When large doses of Tramadol are admiristered with
alconol, . fnaloxone is

becauseit may precipitate seizures.
Use with CNS Depressants

Tramadol + Paracetamol should be used with caution and in reduced dosages when administered to patients receiving CNS depressants such as
alcohol, i i i i

Increased Intra-cranial Pressure or Head Trauma

Use with Alcohol
bt

Withdrawal
Withdrawal symptoms may occur if Tramadol + Paracetamol is discontinued abruptly. Pain attack, severe anxiety, hallucinations, paresthesia,
tinnitus, and unusual CNS symptoms have also been rarely reported with abrupt discontinuation of Tramadol hydrochloride. Clinical experience

Use Tramadol + Paracetamol with great caution in patients taking monoamine oxidase inhibitors. Concomitant use of Tramadol with the MAO
UseinRenal Disease
‘Tramadol + Paracetamol has not been studied in patients with impaired renal function. In palients with creatinine clearances of less than
30mL/min, it is recommended that the dosing interval of Tramadol + Paracetamol be increased, but not to exceed 2 tablets every 12 hours.
Use n Hopatle Disoases
The use of Tramadol
erions HinRsas ns

ralized tul \GEP), Stevens-Joh drome (SJS) and necrolysis (TEN) have been
repor\ed Tnpatintsn recaiving Paracetamol
General Precaution:

Tramadol or

INTERACTIONS WITH OTHER MEDICINAL PRODUCTS AND FORMS OF INTERACTIONS.
MAO Inhibitors and Serotonin Reuptake Inhibitors

Interaction with MAO Inhibitors has been reported for some centrally-acting drugs. (SEE SPECIAL WARNINGS AND SPECIAL PRECAUTIONS

FORUSE)- h MAO inhibit Reuptake Inhi

Use with Carbamazepine
C tant ‘Tramadol c ficant increase in Tramadol metabolism. Patients taking

=
Use with Quinidine
Tramadol toM1 by CYP2D6. C i of quinidine and tramadol results in increased concentrations of Tramadol,

Use with Warfarin-like Compounds
As medically appropriate, periodic evaluation of prothrombin time should be performed when Tramadol + Paracetamol and these agents are

Usewith Inhibitors of CYP2D6
In-vitro interaction studies in human liver microsome indicate that concomitant administration with inhibitors of CYP2D6 such as Fluoxetine,
Paroxet It “Tramadol

Use with Cimetidine
C itant

of Tramadol + and Cimetidine has not been studied. Concomitant administration of Tramadol and
PREGNANCY AND LACTATION
Tramacdol has been shown to cross placenta.
There are no adequate and well-controlled studies in pregnant women. Safe use in pregnancy has ot b blished, Tramadol +
Y
Tramadol + Paracetamol may impair mental or’ required for potentia tasks, such as driving a car or

a
operating machinery.

DOSAGE AND ADMINISTRATION
C

Adultand Children over 16 years.
o

1 pain relief day.

Pediatric (children below 16 years)

Elderly (Geriatric)

> iger subjects

ADVERSE REACTIONS
The most frequently reported events were in the Central Nervous System and gastrointestinal syslem iThe most commen eperidcvenis were
nausea inaddition,
Body as whole- astheria aligue,hol ushes,
Ceniral and Peripheral Nervous system - headache, trem
Gasircintestinalaystam~ abcominal pan, constpation, ciarrhea, dyspepsia, atlencs,dry mouth vormiing;
Psychiatric disorders - anorexia, anxiety, confusion, euphoria, insomnia, nervousness;
ki itus, rash,

h i 1
Body as whole - chest pain, rigors, syncope, withdrawal syndrom
sl n

Central And Peripheral Nervous system - ataxia, convulsion, hyperionia, migraine, aggravated migraine, involuntary muscle coniractions,

paresthesia, stupor, vertigo;
d melen:

Hearing and vestibular disorders -tinnitus

Heartrate and Rhythm disorders - arthythmia, palpitation, tachycardia;

Liverand iliary system- lvertest apnormaiities;

Psychiatric disorders - amnesia, depersonalization, depression, drug abuse, emotional lability, hallucination, impotence, bad dreams, abnormal
thinking

Red blood cell disorders - anemia
Respiratory system - dyspnea;

Vision disorders - abnormal vision

ther i
o caria, St Johnson Syndrome/ TENS), , suicidal
tendency, and hepatitis. Reported laboratory abnormalities euaed slovared e Seroionn syndrome (whose symptoms may include fever,

excitalion shivering, and agiaton) has been reported wil ramadol when used concomianty with other serolonergi agents such as SSRI's and
MA

oum y 5 ¥ " clinical trials or p

the drug, and, when necessary, sympmmslm treatment. Thers have. beon several roports that sUGgest that paracetamol may produce
Inother studies,

OVERDOSAGE
Tramadeo » Paracetamal s  combination procut Theclical preseniation ofoverdose may inolude he igns and symploms of Tramadol txiity,

scenuttin he izt 24 houre lollawmg 2 paracetamol overdose may incude - gastrointastinl tabity, anorexia, nausea, vcmmng‘ malaise, pallor,
and diap}

Huran expenence

Tramadol

Serious potential consequences of overdosage of the Tramadol component are respiratory depression, lethargy, coma seizure, cardiac arrest and

deat
Paracetamol

y in some patins ymptoms following a potentially hepatotoxic overdosage
y norexia, nausea, vomiting, m:
i maynotbe S

o
Treatment
Asingloor multila ovcesg with Tramarol - Parscalamol may bo & potently leihal polydnug overdose, and spproprial expert consitafon,
utnot. madol,
lncreassd it Nelaxong aknirisraion Based on experienca in Tramadcl hemodialysi i not xpecied t b helpfuln an overdoss becauss
%0 in a 4-hour di . n reating an over dosage of Tramadol + Paracetamol,primary attetion
hoddse givento ma\mammg adequate enitaton along e ‘general supportive treatment be taken to reduce di
Vomiting should be induced mechanicaly,orwith syrupof pecac ifth pallent s alert(adoguate pharyngeal and layngeal efoxos) elactvatnd
charcoal The first dose should b by an appropriate cathartic. If repeated doses are used, the
Cartaric moht be included with aliomate doses as required. Hypotension is usually hypuvolem\c in etology arei shoul respond lo fucs.
ration. In
adultand pemamc patients, any individual presenting with an unknown amount of paraceuxmm ngested or wnn a questionable o unrehable history
about the time of

7.510 10grams for 150mg/kg for children,
initiated and continued for a full course of therapy.

vailabili
PVC/AluBiister Packx 10's; (Box of 50's,100s)

Stor:
Store ttemperaturos notexcesding 30°C
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