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Analgesic

@

Front cover page
Page 1

TRAMADOL HCI analgesics, paracetamol 325 mg and tramadol HCI 375 mg.
PARACETAMOL The chemical name for iramadol hydrochioride is (2)cis-2-
DUOCETZ [(dimethyaming) maethy(}-1- [3-methoxy phenyl) cyclohexanol
75 e T e et hydrochlenda, Iis structural formula is:
snsigeas He
FORMULATION
Each film-coated tablst contains
Paracetamol, EP 325 HEl
Tramadol HC|. BP TS5 mg Ha” My
DESCRIPTION c
TRAMADOL HC| + PARACETAMOL (DUOCETZ) combines two 4
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The molecular weight of tramadol hydrochloide is 298.84.
Tramadol hydrochioride is a white, bitter, crystalline and odordess
powider.
The chemical name for paracetamol is N-acetyd-aminophaencl
(4-hydroxyacetanibda), s structural formula is:

The molacular weight of paracetamol is 151.17. Paracetamal & an
analgesic and antipyretic agent which occurs as a white, odoress.,
crystaling powder, possessing & slightly bitler taste.

Inactive Ingredients In the tablet are com starch, povidone K30,
sodium starch glycolate, microcrystslline cellulose PH 101,

amics
Tramadol is a cantrally acting synthetic opioid analgesic, Although
its mode of action is not completely understond, &t |east two
complamantary mecharisms appear applicable: binding of parent
and M1 metabolite 1o p-opiold receplors and weak inhibition of
reuptaks of norapinaphring and serotonin,

forms of both framadol and M1 are detected in the circulation. The
phamacokinetics of plasma tramadol and paracetamal following
oral administraton of one tablet are shown in Table 1. Tramadol
has a slower absorption and longer hall-ife when compared o
paracetamal,

Tabde 1: Summary of Maan (£50) Pharmacokinatic Parameters of

OH magnesium stearate, opadry B yellow, purified water,
1 g Paracelamol is another centrally-acting analgesic, The exact sile the [+) and (-} Enantiomers of Tramadol and M1 and Paracatamal
TRAMADOL HC| + PARACETAMOL (DUOCETZ labl
" 5 i1 |ﬂ3 b v - and mechanism of its mll_;qmnqlunhnulchlr& dafined, When Following A Single Oral Dose of One TramadolParacetamol
’ "t 9 wvaluaied in standard animal maded, ihe combination of ramadol Combinaton Tablei (37.5 mg/325 mg) In Volunieers,
CLINICAL PHARMACOLOGY and paracetamo| exhibited a synergistic effect.
MNH—C—CH, The following information is based on sludies of ramadol alone or Pharmacokinetics
paracatamol alone, axcept whare otherwisa nofed: Tramadol is administered a5 & racemate and both tha [-] and [+]
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Pargmater *  (+)Tramadel [<<Teamadel  |+) el Faracatama| paracatamol combination tablets coours st approximataly two and Distributian showed no significant changes comparad to dosing with framadal
G ingmi) B43 (B3] SBE GRT) 08 (8T 128 M43 42 0B Ihree hours, respectively. post-dose. The VC!I-"": of distnbution of ':m:;ﬂ' was 2 ﬂ; ?-5:‘-}"9 In ""_:: alone, il i i
< ) PE and female subjects, respectively, iollowing a 100-mg IV dose. Approximately the dose is excreled in urine &s
Sl bt it o Ml 8l S Omml wﬂuﬁ?mnmﬂlmgﬂ:mdf:mumﬂm?:ﬂow z binding of tramadol to human plasma proteins s approximately unchanged drug. whereas 60% of the dose |s excreted as
CUF fmLimin) 588 (220) 730 (M4) - - - - 385 B4 primaly in the dl i tine. Peak p oow ol 20%. matabolites, Tha major matabolic pathways appsar to be N- and
(W 81 54y AT (13 7A {30) &2 [18) 2B OB Y Paracetamol appears to be widely distributed throughowt most O.demathylation and glucuronidation or sulfation in the lver,

* For parscetmmol C_ wes measumed & Qe

Absarption
Tramadol hydrochlonde has a mean absolute bioavallability of
approximately 75% lolowing administration of 8 single 100 mg oral

paracatamol ocour withén 1 hr and are not affected by co-adminis-
ration with tramadol.

Food Effects: The oral administiration of tramadod + paracetamol
with food has no significant effect on the peak plasma concantra-
tion or extent of absorpton of either tramado| or paracetamol, so

body issues except fat,
Is apparent volume of distribution is about 0.9 Likg, A relative small
portion [~20%) of paracetamol is bound to plasma protein,

Metabolism
Plasma concentration profiles for tramadol and its M1 metabolite

Tramadal is exiensively metabolized by a number of pathways,
including CYP2D6,

Paracetamol is primarily metabolized in the liver by first-order
kinetics and Involes 3 principle separate pathways: Conjugation
with glucuronide; conjugation with sulfate; and oxidation via the

dose of tramadol tablets. The mean peak plasma concentration ihat tramadol + paracetamal can be taken independently of meal cytochrome P-450 enzyme pathway.
of racemic tramadol and M1 afer administration of two ramadol/ timas. measured following dosing of tramadal + paracetamol in voluriesrs
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Elimination

and s es are eliminated pamarily in the
kidneys, Tha plasma elimination half.lves of racemic ramadol
and M1 ane approsimately 6 and 7 hrs, respectively. The plasma
alimination halHife of racemic (ramadol increased from
approximately &7 hrs upon multiple dosing of tramadol +
paracetamol,

The halt-life of paracetamol is about 2 to 3 hours in adults, It is
somewhal shorter In children and jonger In neonates
and i crrhobic patients, Paracetamol is eliminatad from the body
primarly by formation of glucuronide and sulfale conjugates in a
dose-depandant mannes, Less than 0% of paracetamal & excrated

unchanged in the urina,

Toxicology: Precinical safoty Data! TramadolParacetamol
Combination: There are no animal o laboratory studies on e
combination product (ramadol and paracetamol) to evaluate
carcinogenssis, mutagenasis or impaimment of fertility.

No drug-related leratogenic effects were observed in the progeny
ﬁuummlymlhomrulondlmmﬂdau

toxic dose (504434 mg/kyg tramadal + paracetamol) €.3 times fhe
MaImum human dose bul was nol eratogenic 31 his dose |evel

Embryo and fetal toxcrity consisted of decreasad fatal wesghts and
increasad supesnumarary ribs, Lowar and less severe matamally
towic dosages (10087 and 25217 mohkg tramadol + paracatamol)
did not produce embnyo of letal toxicity.

wmmmlmmudﬁrwy Tramadol
HCI: A slight bt

mumu-maulmwmm mmmum
carcinogenicity study with tramadol, particulady in aged mice
(dosing orally wp to 30 mgfg for approximately 2 years, although
the study was not done with maximum tolerated dose). This finding
I8 not Delieved 10 Suggest fisk in humans, No such finding occurmed

in & rat carcinogenicity study,
Tramadol was nol mutagenic in the following assays: Ames
Salmonalla microsomal activation test, CHO/MPRT marmmalian
wlauy mouse ymphoma assay (in the atsence of metabolic
). i lethal tasts in mice, chromosoms
abarration test in Chinese hamster and bone marmw micronucleus
tesis i mice and Chinese hamsiers,
Woakly mutagenic resulls occurred in the prosence of metabolic
activation in the mouse ymphoma assay and micronucleus test in
rats. Owerall, the weight of evidence from these lests indicates thal
tramadol does not pose a genotowic nsk 1o humans,

Page 13

Page 14

Page 15

FPage 16

Impadrment of FemiityEffect on Reproduction: No effects on fartility
ware obsarved for ramadaol at oral dose levels up 1o 50 mogdkg in
male rats and 75 mg/kg in female rats.

Tramadol was evaluated in per- and posinatal studies in rais.
Progeny of dams moeiving oral (gavage) dase levels of 50 mgikg
or greater had decreased waights, and pup survival was decreased
early in lactation at B0 mgfhg (6-10 tmes the maximum human
dose). Mo toxicity was cbserved for progeny of dams receiving &,
10, 20, 25 or 40 mo'kg.

Maternal toxicity was observed at al dose levels of tramadal in this
study, but effects on progeny were evident anly at higher dose
levels where malemal loxicily was more severe,

Ranal

The pharmacokingtics of TramadolParacetamol Comination
Tablet {37.5 mgi325 mg) in patients with renal impairment has not
baan studied. Basad on studies using tramadol alona, excration of
tramadol and metabolite M1 is reduced in patiants with creatining
clearance of less than 30 mLimin, adjustment of dosing regimen In
this patient population is recommended, The fotal amount of
tramadol and M1 removed during a 4-hour dialysis period is less
than 7% of the administered dose based on siudies using tramadol
sone,

Hapatic
The pharmacokinetics and iolerabilty of Tramadol/Paracetamol
Combination Tablet {37.5 mg/325 mg) in patients with @ i
hepalic funclion has not been studied. Since tramadol and

are both by the livar, tha use:
of TramadalParacetamal Dunthaﬂun Tablet (37.5 mg/325 mg) in
patients with hepatic impairmant ks nol recommencded,

A population pharmacokinetic analysis of data obtained from a
clinical trial in pafients with chronic pain feated with
TramadobParacetamol Combination Tablet (37.5 mg/325 mg)
which included 55 patisnts between B5 and 75 years of age and 19
patients over 75 years of age, showed no significant changes in

of tramadol and paracatamol in eldery patents
with normal renal and hepatic function

Gendar

Tramadol clearance was 20% higher in female subjects compared
to males on four phase | studies of Tramadol/Parscelamol
Combination Tablet (37.5 mg/ 325 mg) in 50 mala and 34 female
healthy subjects, The clinical significance of this difference is
UNkNOW.

Pediatric

Phr Caom Tablel
tsrswmm;mmmmdndnmmpmmm
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16 years of age. . oploids are contrain , 0 acute ir with any Administration of tramadol may enhance the seizure risk in pasents
Mo overal differences with regard to safety or pharmacokinatics of the following: alcohol, hypnolics. narcotics, centrally acting taking: MAQ inhibitors. neuroleptics or other drugs that reduce the
THERAPEUTIC INDICATIONS were noted between subjects 2 65 years of sge and younger analgasics, opioids or psychotropic drugs, seizure threshold,

TRAMADOL HCI + PARACETAMOL (DUQCETZ) is indicates for
the management of moderate io severs pain,

DOSAGE AND ADMINISTRATION

= Adults and children over 16 years

The maximum single dose is 1 10 2 tablets every 4 to 6 hours as
needed for pain relief up o & maximum of 8 tablets per day.

- Pediatrie (Children below 16 years)
The safety and effectiveness has nol been establshed,

sublects,
TRAMADOL HC| + PARACETAMOL (DUOCETZ) can be adminsserad
without regand to food,

CONTRAINDICATIONS

TRAMADOL HCl + PARACETAMOL (DUOCETZ) should nol be
adminisiered o pabents who have previously demonsirated
hypersensitivity to ramadal, paracetamol, any other component of
this prodisct or opioids., It is contraindicated in any situation where

PRECAUTIONS
Selzures: Selfzures have been reported In pabents recelving
ramadol within the recommended dosage range. Spontsnecus
post-marketing repors indicate that sezure risk is increased with
doses of ramadol above the recommended range. Concomitan
usa of ramadol increases the seizue risk i palients faking:
swoulvammmmrmvﬁne inhiniors (SSRI antidepressants or
tricyele s (TCAs), and other tricyckc
compounds (eg. cyclobenzaprine, promethazing, ate, ), or opiolds,

Risk of convulsions may also increase in patients with epilepsy,
those with a history of seizures, or in palients with a recognized risk
for seizure (eg, head irauma, metabolic disorders, alcohol and drug
withdrawal, CHS infections). In tramadol overdose, naloxone
adminisiration may increase the risk of seizure,

Anaphylactoid Reactions: Patients with a history of anaphylac-
toid reachions to codena and oiher opioids may be at increased
risk and therefore should not receive TRAMADOL HCl +
PARACETAMOL (DUOCETZ).
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Respiratory Depression: Administer TRAMADOL HCI +
PARACETAMOL (DUOCETZ) cautiously in patients at risk for
respiratory depression. When large doses ol iramadol are
adminstared with ancsthatic meads of aloohal,
depression may mesull. Treatl such cases a8 an Overdose. II'
nialoxone is 10 be administered, use cauticusly because il may
|precipiate sezures.

Use with CNS Depressants: TRAMADOL HC| + PARACETAMOL
(DUOCETZ) should ba used with caution and in freduced dosages
when administered 0 patients recelving CMS depressants eg,
alcohol, opioids, anesthetic agents, phenothiazines. tranquilizers
of sedative hypnotics.

or Head Tr, : TRAMADOL
HQ#PARAEETM!QL tDUOCE'I'ZI should be used with caution in
patients with increased Intracranial presswre or haad injury,

Usa in Opioid-Dependent Patients: TRAMADOL HC «
PARACETAMOL (DUDCETZ) should not be used in opicid-
dependent patients. Tramadol has been shown fo reinifiate
physical dependence in some patients thal have been previously
dapendant on other opicids.

Use with Alcohol: Chronic heavy alcohol sbusers may be at
Increased risk of lver toxicity from excessive paracetamol use.

Withdrawal: Withdrawal symploms may occur | TRAMADOL HC|
+ PARACETAMOL (DUOCETZ) s discontinued abruptly, Panic
attacks, severe anwiety, hallucinations. paresihesia, tinnitus and
unusisal CNS symploms have also baan rarely reported with abrupt
discontinuation of ramadol HCI. Clinlcal axperence suggests mal
withdrawal symploms may be relieved by tapering the medication.

Use with MAQ Inhibitors and Serotonin Reuptake Inhibitors:
Use TRAMADOL HC| + PARACETAMOL (DUOCETZ) with great
caulion In patients kking monoaming oxldase inhibiters, Concomi-
tant use of ramadol with MAQ inhibftors or 5S5RIs increases the
risk of adverse events, including selzure and sarotonin syndroma.

Use in Renal Disease: TRAMADOL HCl + PARACETAMOL
(DUOCETZ) has not been studied in patients with impaired renal
funiction, In patients with creatinine clearances of <30 mLimin, & is
recommendsd that the interval of TRAMADOL HCI +
PARACETAMOL (DUOCETZ) b incrasasad not 10 éxcedd 2 tablats
every 12 hrs.

Use in Hepatic Disease: The use of TRAMADOL HCI +
PARACETAMOL (DUQCETZ) in patients with severs hepatic
impakment is nol recommandsd,

Genaeral:
The recommended dose of TRAMADOL HCI + PARACETAMOL
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(DUOCETZ) should not be exceeded. TRAMADOL HCI +
PARACETAMOL (DUDCETZ) should not be co-administered with
other ramadol o paracetamol-containing producls.

[Effacts on the Abilty to Drive or Operate Machinery: TRAMADOL
HCI + PARACETAMOL (DUOCETZ) may impais mental and
physical abllities required for the performance of potentialy
hazardous task eg. driving car of operating machinesy.

Use in pregnancy & lactation: Tramadol has been shown io
coss the placenta, There are no adequate and well-conirolled
siudies in pregnant waman, Safe use in pregnancy has nal bean
aslablished.

TRAMADOL HCI + PARACETAMOL (DUOCETZ) is not recom-
mended for nursing mothers because is. safety in infanis and
nivwbofns has not been studied,

Drug Interactions
Use with MAD inhibitors and SSRls: Interaction with MAO
inhebitors have been reponed for some centrally-acting dnugs (see

precautions).
Use with Carbamazepine: Concomilani adminisiration of
tramadol HCI andd causes a sigrfs increase in

tramadol melabolism. Patients taking carbamareping may have a
significaniy reduced analgesic effect from the tramadol component

of TRAMADOL HC1 + PARACETAMOL (DUOCETZ).

Use with Quinidine: Tr i is lizad to M1 by CYP2D6,
Caoncomitant administration of queniding and tramadol resulls in
increased concentrations of ramedel. The clinical consequences
of these findings are unknown.

Use with Warfarin-Like Compounds: As medically appropriate,
rindl 1af pr in fime should be pardormed when
TRAMADOL HCI + WCETAHOL (DUQCETZ) and these
agents are administered concurrently dus to reparts of increased
Intemational Mormalized Ratio (INR) in some patiants.

Use with Inhibitors of CYP2DE: In vitro interaction studies in
human |iver microsomes indicate that concomitant adminisiration
with inhibitors of CYP2D8 eg. fluoxetine, puo-wu and ml'lp#g-
line could result in some 10l the of

Use with Cimetidine: Concomitant adminisiration of TRAMADOL
HGI + PARACETAMOL (DUOCETZ) and cimetidine has not been
studied. Concomitant adminisiration of tramadol and cimafidine
does not resull in clinically significant changes in tramadol
pharmacokinelics,

Incompatibilities: None known.
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Use in pregnancy & lactation: Tramadol has been shown o
cross the placenta, There sre no adequate and well-controlled
#udies in pregrant women. Safe use N pragnancy not bean
established.

TRAMADOL HCI + PARACETAMOL (DUOCETZ) is not recom-
mended for nursing mothers because its safety in infants and
newbomms has not been siudied.

Prag Safety (US)

Category C: Efther studies in ls have hed

effects on the fetus (Teratogenic or embryocidal or other) and there
are no controlled studies in women or studies in women and
animals are not available, Drege should be given only i the

potential benafit justifies the potential sk fo the fetus,

ADVERSE REACTIONS

Thi most frequently reported events were (i ha central nervous
system and gastrointestinal system.

The most common repored events were nauses, dizziness and
somnolence.

In addition, the following effects have been fraquanty observed,
though the frequency 5 generally lowar. Body as a Whaole:
Asmania, fatigue, not lushes.

Central and Peripheral Nervous Sysiem: Headache, iremor.
Gastrointestinal System: Abdaminal pain, constipation, diarea,
dyspepsia. flatulence, dry mouth, vomaing,

INSOMNiE, NErVOUSNESs,

Skin and Appandages: Pruntus, rash, increased seaating.

Uncomman repored chnically significant adverse axperences with

ot least 8 possible causal nk to tramadol + paracatamal indude:

Body as a whole: Chest pain, ngors, syncope. withdrawal

syndrome.

Card ilae D : Hyperenson, agg hypertan-

sion, hypobension,

Central and Periphoral Nervous System: Ataxia, convulsions,

H:.ocﬂorla migraine, aggravated migraine, imvoluntary muscl
tractions, paresthesia, stupor, verfigo.

thruuﬂmhul&whm Dysphaga, melena. iongue edema.

Hearing and Vestibular Disorders: Tinnilus,
Heart Rate and Rhythm Disorders. Amiwyihmia, palpitation,

tachycardia.

Liver and Bikary System: Liver tast abnormalities,

Metabolic and Mutritional Disorders: Decreased waight
Fsychiatric Disorders: Amnesia. depersonalizaiion, depression,
drug asbuse, emotional lability. haBucinabion, impolence, bad
dreams, abnomal thinking.

Red Blood Cell Disordens: Anemia,

Raqwnluqswm Dyﬂr-l

Unnay&ymm i, r disordes. oligunia, urirary

'u"mun Disorders: Abnormal wision,
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Other Clinically Significanl Adverse Expenences Previously
Reported in Clnical Trials or PostMarketng Reporis with
Tramadol HCL: Other events which have been reporsd with the
use of tramadol products include: Orthostatic hypotension,
hypotension, allergic meadlions  (including anaphylaxis  and
urticaria,  Stevens-Johnson srmkumr‘l‘ENSJ wpmn
dysfunction, suicidal tendency and
abnormalibes inclede elevated creatinina, Sﬂnhnnht :yndmrna-
{whose symploms may indude fever, excitation, shivering and
agitation) has been reported with tramadol when used concomi-
tantly with ofher sesolonergic agents eg, S5R1s and MAD inhibilors.
Post-marketing surveilance of tramadol has revesled rare
alterations of warfarin effect, including elevation of prothrombin

limes,

Other Clinically Sigrificant Adverse Expenences Prevsously
Reponed in Chnical Trials or Posi-Marketing Repors with
Paracetame| Allergic reactions (primarily skin rash) or reporis of
hypersensitivity secondary lo paracetamol ame rare and generally
controfled by discontinuation of the dnug, and when necessary
symplomatic ireatrment, m»mm;—mmm
suggest thal par may P

whan administered with rlrﬁﬂn-ﬂw omnpmmda. In u|har studies,
prothrombin time did not change.

OVERDOSE
TRAMADOL HO + PARACETAMOL (DUOQCETZ) is a combination

product, The dinical presentation of overdose may include the
signa and symptoms of tramadol toxicity, paracetamol toxicity or
both, The initial symptoms of tramadol overdosage may include
respiratory depression and or seizunes.

The intal symptoms seen within the first 24 hrs folowing a paraceiamal
overdose may Include: Gaskointestinal  imitability, anonexia,
nisLAed, womiting, malase, pallor and daphoness,

Human Exp Tramadel: Serious potential oes
of owerdosage of the framadol component &re resperatory
ueumlmlurngym murt wﬂrumstlndm

: Par ovordosage may cause

hapah: toxicity In some pm«t. Early symploms followng &

potentlally hepatoloxic overdosage may Include: Gastrointestinal
iritabdity. anorexia, nausea. vomiting, malaise, palor, and
diapharesis,

Clinical and laboratory evidence of hepatic toxicity may not be
apparant unil 48-72 hrs post-ingaston,

Treatment: A single of mulliple cverdose of tramadol +
par | may be a ly lethal polydreg overdose, and
appropriate expert consultation, if available, & recommended.

Whike nalonone will revensa some, but not all, symptoms caused by
overdosage wilh framadal, the risk of seizures is also increased
with adrmini ion. Based on nance with tramadal,
hemodialysis is nof expecied to be heiphd in an overdose becauss
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it removes <7% of the administered dosa in a 4-hr dialysis period. gastric lavage of the unconscious patient and, when necessary 1o STORAGE: Manufactured by:
In treating an overdosage of tramadol + paracetamol, prmary provide assistad respiration, Store at temperatures not exceading 30°C, in a dry placa. MEGA LIFESCIENCES Public Company Limited
atleniion should be given lo maintaining adequate veniilaiion along Keep away from direct sunlight. 384 Moo 4, Sol 8, Bangpoo Indusirial Estate,

with general supportive tneatment, Measures should be taken to
reduce drug absorption, Viomiting should be induced mechanically,
or with syrup of ipacac, if the patiant is alert (adequats phannpeal
and laryngeal refloxes). Oral actvaied charcoal (1 g/kg) should
follow gastnc emplysng. The 151 dose should be accompanied by
an appropriate cathariic. If repeated doses am used, the cathartic
might be included with sltemate doses as required, Hypotension is
usually hypovolemic in eticlogy and should respond o fluids.
Vasoprestors and other supportve Measures should be employad
as indicaled, A culled andotracheal tube should be insarted balore

In adult and pedistic patients, any individual presenting wilh an
unknown amount of paracetamol ingested or with questionable or
unnalisble history about the time of ingestion should have & plasma
paracetamal level drawn and be treated with acetyloysteine, ¥ an
assdny cannol ba abtained and the estrmaled paracetamol ingestion
miceeds 7510 g for aduis and adolescents or 150 mgig for
childran, dosing with N-acatylcysteine should ba initiated and
continued for a full course of therapy.

Keep out of reach of children.

AVAILABILITY:
Alw/Clear PYC/PVDC Blister Pack x 10%s (Box of 30's)

Manufactured under Bcense from:

MEGA LIFESCIENCES (AUSTRALIA) PTY. LTD.
60, Mational Averws, Pakenham,

Victona 3810, Austraba

Pattana 3 Road, Phracksa, Musang,
Samudprakam 10280, Thailand

Imparied by:

MEGA LIFESCIENCES LIMITED INC.
3rd Floor. ACE Building, 101 Rada Stroet.
Legaspi Vilags, Makati City. Philippines
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Déstributed by:

METRO DRUG, INC

Sta, Rosa Estate, Barangay Macabling,
Santa Rosa, Laguna, Phillppines

Caution: Foods, Drugs, Devices and Cosmaetics Act prohibits
dispenaing without prescrphion,

Far suspected advarsa drug reaction, report to the FDA&:
www,fda.gov.ph

DR-XY45753
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