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SUMMARY OF PRODUCT CHARACTERISTIC
1. Nume of the medicinal produst

TRAMACET
2, Qualitative and quantitative declarution

Each tablet containg prracetmsal 125 mg. and trmadil hydrachlorde 37.5 mg
3, Pharmaceutical ferm

Dblong, bicanvex, yelow lm coated 1abiet with plain on bath side.

4, Clindea| partieulbars
4.1 Therapeutic indications

TRAMACET tabbets are isdicated for masagement of acute pain severe enoegh ta require an opicid analgesic and lisr whish sliernative

uﬂamenu re inadeguate.
TRAMACET inblets are indicated for shor-term s of five days of less,

Becaues of he ks of addieton, abise, and miswse with opicids, sven :l doses [
reserve TRAMACET for use in patients for wham alternative P [=., non-opicid

+ Have not been tolerated, or ase not expected (o be tolerated,

+ Have not provided adequate snalgesia, or are not expected to provide adequate analgesia.

4.2 Passlegy and method of administration

4.1.1 Impartant Dosage and Administration Instructions

< TRAMACET is ot approved far use for more than S days.

+ Do oot expend the necommended dose of TRAMACET. Do not co-administer TRAMACET with otber tramadid of paracetamal contzining

products [se2 Specizl Wamings and rmmunnstm 1)

= Use the flective dasage Tor the sh

Precautions (4.4.11).

+Izitiase the dosing regimen for gach patient individually, aking inta sccaunt the patients sevesity of pain. patient tespoase, prioe analgesic

i aad risk factors for addi abitse, and misese [sez Special Warmings and Precastions (4.4.1]

« Mositor patisats closely for respirsinry depressian, especially within the [rst 24-72 howrs of inlinting theragy and Following dosage izcreases

with TRAMACET amd adjust the dodage scconfingly [ses Special Warsings and Precautions (4.4.21]

4.1.2 Patient Access to Nolozone for the Emergency Treatment of Oplold Overdase

Discuss the ovailability of naloxone for the emergency reaiment of apictd ovendoss with the patient and caregiver and nssess the potestial need
fue uecess 10 naloxoae, both whes initiasing end renewing treatment with TRAMACET [se¢ Specdal Warnings and Precauticas (4.4.2), Patiest
Couzseling Infoemation (Ti].
Inform pulmls ud caregivess about the various ways o obeain naloxoes 8 permitied by individual state saloxone dispeasing and prescribing
by iption, directly [fom 2 pharmacist, os as part ol a communiy-hased prmgram).
Cansider prescribizg naloxcas, higed on the patient’s risk factors far pvesdase, sech as concomitant use of CNS depressazis, a histary of opicid
use disander, or priar cpicid averdose. Howaver, the presence of risk facings for averdose should not prevent e proper managemest of pain In
any given paies (52 Special Waraings and Precausions {4.4.1,4.4.3, 447}
Consider presceibing naboxons if the patiest has hoesshold i i athes b
423 Initial Desage

The initial duse of TRAMACET is 2 tablets every 4 to 6 hours as needed Eoc pain reliel op to 8 saximum of B tebless per day.
4.2.4 Dosage Mediflention ia Putients with Remul Impuirment

I paticsts with crestining clearsnces of bess than 30 mLimiz, do not exseed 2 ablets every 12 hours.
.15 Sale Reducibon or Discontinuntion of TRAMACET

Do not abrupily discoatinne TRAMACET i patients who niay be physically dependent on opioids. Rapid discontinuation of psoid analgesies
i patients who ate physically dependent an opivids has resalted in sesious withdrawal symptams, uscontzofled pain, aed suicide. Rapid
discoalizgation has also been assoclated with stempts to find oiber sonrces of opicid analgesics, which may be confused with drug-seeking for
abuse. Patients may alse atiempt to treat thels pain or withdmwal symptoens with iflicit opiaids, such 22 beroin, and atber suldmeces.

Whes & decision has heen made i decrease the dose ar dkscontines theespy in an opinid-dependent patient aking TRAMACET, there are
a variety of factors thet should be considerad, including the dase of TRAMAUET the patient has beea taking, the dumtiva of treatment, the type of
ain being treated, and (b physieal and psycholagieal attribubes of the patient. [t i mportant 1o ensare ongeang care of the patient and in agres
o appropriate tapering sciaule and fallow-up plas 5o that pMI:nl nl\d pwwda( goals and expectations are clear nd realistic. When opioid

st being di i due to a suspected d treat the patient, of refer for evaluation and teatment of
Ihe sabisizes wse disorder. Trestment showld include evidesce-Based approaches, such us medieation msisted trestnweat of apaid use disonber.
Camplex patiznts with comorbid pain a8d sbstince wse disonders may benefit fiom referml o2 specialisL

There 252 s stanidand apiaid tapering schedules that ase suitable for all patiests. Good clinical practice diclates 2 patient-spacific plan W apst
1 e f the opioid gradually. Far patients am apiaids wha are phisically opsold-dependeat, inltiats the mper by 2 small evaugh iscrerment
{2, no gester thaz L0F% b 25% of the 10ml daily dose) m avodd withdrawal sympoms, and use a gradusl downword aper. Patiens wio have
been taking opicids for briefer pesiods of tinse may wlesate o mose rapid taper,

[t may he pecessary ba provide the patient with liwer dosige sirenpths fo accamplish ¢ successfil taper, Reassess the patient frequently to
tramagge pain and withidrawal sympinens, shoald they emerge. Common withdrawal sympioms incledz resilessness, lacrimatian, réinemhea,
svawning, perspisation, chills, myalgia, snd mydrissis. Cther signs 2od symploms also may develop, induding irrtbility, anxiery, backache, joint
pais, weakness, shdaminal cranps. insamnin. stesen, Aterexia, vomitisg, disrhea, or increased bload peessure, respirtory rale, ar heart rate. I
withdrawsl symptams arise, it may be necessary to pause the taper for & period of time or raise the dose of the opinid analgesic o the provious
dese, emd Ben proceed with a slower aper. [n addition, mositor patiests for asy changes i= mood, smergence of ssicidal thoughts, or use of other
suhsmaces.

When managing patients tking opioid analgesics, particalarly those who have been treated for a lang durstion and/os with high doses foe
cheisic pain, ensere that 4 maltimeds] approsch o pain mazagement, includisg mental health sspport {1 reeded), i in plece prior o izitiatizg
an opicéd analgesic taper, A i 1 approach m pein optimize the treatment of chroasc pain, &3 wel as assiat with the
saceessfisl tapering of the npinid analgesic fseo Special Wamings and Precastions (4.4.19), Drug Absse and Dependence (4.10.31]

4.6 Pediatrle Use

Tie salety nd etfectivencss of TRAMACET in pediatric patiests bave not been established. Life-thrcatening respimiory depression aad death
‘have accurred in children wia recived tramadol [see Specisl Wamings and Precautioes (4.4}, In some of the reported cases, these events
fllowed tonsillectomy anidior edencidectomy, aed ome of the children had evidence of being an ulira-mpid metabolizer of tamadel {i.c., mifliple
coples of the gene for eytochrome P45 iscenzyme 206). Childeen wath sleep apee may be particularly sensitive i the sespiralory depressant
effects of tramadal.

Becouse of the risk of life-threatening respiratory depression and death:
* THAMACET &5 comtraindicated for all :hﬂlh!n)mgn I3 age 12 vears of ape [3e Contraindications (4.3}

ial Warnings and f ons (4.4, 1],

istent with individusl patient trestment goals {see Special Wamizgs and

At Tisk fior socidestal exposare

ol administration [4.2.2), Special Warniugs and Precautions {£.4.2)]

Oypinids ane sought by drug abusers asd people with adicrion disonders and are sabject i crimizal diversion, Cossider these risks whes
prescribing or dispensing TRAMACET. Strasegies to redice Seso risks lnclude ibing the drug in the smalbest ate quantity asd
ndvising the patient on the peoper dispasal of usused drug [see Priient Counseling thon (7). O local stale sonal licensing
board or st2ts contralled sebaanees suthoriny for fnfarmasion an Bow to prevent and detect abuse or diversion of this pendect.

443 Life-Threuatening Respiratory Depression

Serious, life-threatening, or fatal respimtory depression has been reparied with the wse of opicids, =ven when used as recommended.
Respiratory depeession, if aot immedistely recognized and treated, may lead to sespirutory anest and deach. Manogemenl of respirabusy depraisian
may inchude elose observation, supportive mensures, and use of opicid antugonists, depending on the patient's clinical status [ses Overdoss (2.81],
Carbon diowide (20} retention from opiosd-lnduced respiratory depressica can exacerbale the sedting oflects ol oploids,

While ssrious, life-threasning, or atal respizatory depression can ocesr o ey time during the = of TRAMACET, the risk is greatest duriag
i< initiation of thetapy of foflowing 2 dosage increase, Manitos putients closely for respieatory depression, especially within the Erst 24-72 hoars of
imitizting Gerapy with and following dosage increases of TRAMACE

To reduce the risk of respiratory depression, proper dosing asd tieation of TRAMACET are essential see Posology und Metkod of
Administeution (4,20] Overesimating the TRAMACET dosags when cosverting patients from another opicid prodoct can result in o Gl ovenbase
with the first dose,

Accidental ingestion ol sven ome dose of TRAMACET, especially by children, can result in respiratory depeession asd death due w0
an overdose of ramadal.

Educate patients and earegivers oa how to recugnize respiratory deprassive and getting emergency medical help right away in the avent of
a keown or smpected overdose [ses Patient Counseling Infeenation (T1L

Opinids cas camsa sheep-reluted breatking disard luding central sheep apnen (C5A) nd deeprrelased hypoxemia, Opivid use ncreases
the risk of CSA in w dose-dependent fshion. In patieats who present with C5A, eonsider decreasing the opioid dnsage wsizg best practices lior
upumd tapar [#06 Pesodogy snd Method Adnunmnmn 4.2 :}I

Dlmsme ilahili nrmlnmnghr ol

Foploid Mlﬂuu wills the patient and caregiver and assess the poteatial peed
Tior aecess o nalonong, both when initiating 1nd renewing treatment with TRAMACET. Inﬁoml patican and curegivers aboat the variom ways 1o
obfin naloxene 2 permitted by isdividual state nelocnae dupnnsmg and i o guidelines (2., hy i dipecsly from
a pharnsicist, or 2 partafa program} Ed and caregivers oo how Io recognize respiratory depression snd getting
emergency medical help, even if naloxane & adminisserad [sor Putiest Cousseling laformatia {71}

Cansider preseribing naloxiae, hased on the patieat’s sk feotors for averdoss, sech &5 itant use of CNS 2 history of
apiaid use disander, ar priar opioid cvendose, However, the presence of risk factars for overdese should net prevent the proper management of pain
in amy given patient. Also comsider prescribing salonons if the patieat has household members (inciuding children) or ather clase contacts at sisk for
aeeidental sxposure of pverdose. If saloxone is prescribed, educate patieats and carcgivars an how o wreat with naloxnee. [sex Special Warnings
amd Precantions (4.4.1, 4.4.7), Patieat Cowmseling Information (71].

4,43 Ultra-Rapid Metabolism of Trumadel and Othser Risk Faetors for Life-threntening Respiratory Depression in Children

Lif-threasening respiratory depression and death kave oeenrred in childrea who received tnmadal. Tramadol and codeine re sobjoct 1
varfubility in metabotism hased spon CYP204 genotype {described belaw], which s lead 1o inereased exposare 1o aa acsve metabolite. Based
upan post-marketing raparte with tramadol or with codeine, chll.d;:u yuunger than 12 veurs of ape may ha msare susceptible m the respiriory

i Firamaidal- <hildren with 7 Apned who are treated with opsoids for post-onsitiestomy andos
adencddectomy paln may he particelarly sensitive to their respicaiory dqmnanl effect. Because of the risk of life-threatening respiralony depression
and death:

- TRAMACET & mmmmlmmd Tt all »Iu:ldmn yourgsr than |z years of age [see Contrindications {4.37].

- TRAMACET & i peddintrie paticats younger than 18 years of age following tonsillectomy andiar

adunoidisctony [e C‘onu\lmduum [4.3”

- Avaid the ese of TRAMACET in adolescenms 12 w 18 yeors of age whe have other risk Golocs that may inrease thelr stasitivity 1o the
respiratory depressant effeces of tamadol unless the besefite ourweigh the risks. Risk faotors includ ditines associaned with b
such as postoperslive stans, abstructive skeep apnea, ohesity, severs pulmonary disease, disease, and
medications (kat cawse respiratony depression,

= As with adults, when prescribing opioids for adoleseznms, healdcare peovidess should choose the lowest effective dosg o the shoriest period of
tittve and inform patients and capegivers about these risks and the signs of opind ovendose [se Pediatrio Use {4.2.6), Cverdoss (4.91],

use el olher

g lethes

Tramadal & sshject to the same polymorphic metsbolism =5 codeine, with ultra-raped metabofizers of CYP206 substmtes being potentially
exposed to lif: ing levels of C-desmeth 1 (M1), At lesst one denth was reported in o nursing infant who was anposed 10 kigh levels
af marphine in betst milk becasse the mother was an ultra-rapid metibolizer of codeine. A baby nursing Frons an ulire-rapid metabolizar mothie
taking TRAMACET conbd potentially be exposed 1 high levels of M1, and experiance life-threatening respiratney depression, For this renson,
breastizeding is not recommended during treatneat with TRAMACET [se= Lactatian (4.5.21].

CYERIS eretic Warighility: 1Mi-apid melsholize:

Sore [ndividuals may be wltm-rapid metabalizers because of a specifie CYF206 genntype (gene duplications demnted as LxN or
*1/43N), The prevalenes of this CYP206 phenotype vasies widely and has boen e3tinsated at 1 e 10%% for Whites (European, Nord American], 3
to 4% for Blacks (African Amedcans), 1 to 2% lor East Asians {Chinese, Japanese, Korean), and may be greater than 10% n certsln mcial'sthaic
prowps (12, Oeeanina, Morhem African, Middle Eastern. Ashkesazi Fews. Peero Rican). These individaals convert tramedul into its active
metabolite, O-desmethyimnmadol (M1, mose mpdlv and coenpletely than other pvoyl.e. This ufmi cunv\:mnn results ia higher than expected serum
M fevals. Even at labeled dosage regd who are ulira-rapid ing or fatal respiramey depressian
o experience signs of overbase (such 23 extreme sledpiness, confusion, or shallow bmnhng: Ise( Chverdoss (4.91], Tharsfors, individeals who are
ulira=ragid metabolizess should not use TRAMACET.

4,44 Neonalal Opiokl Withdranal Syndreme

Profanged use of TRAMACET during preguancy can result in withdrawal im the necaate. Neonatal opiosd withdrawal sysdrome, unkike opioid
withdrawal syndrome in sdults, may be lif-threasening if 20t recogaized and tresied, nnd requires masagement scconding to pratocols developed by
aeomalelingy experts, Observe newbarss for siges of neanatal apéaid withdrawal syndroms and manage secardiagly. Advise preguazt women usimg
opivids far o profonged period of the risk of seonstal apioid withdrawal syndsome and ensers thal appropriats treatmest will be available [see
Pregnancy {4.6.1) and Patient Comnseling [nformatics {7)]

4.4.5 Risks of Intersetions with Dmxsu-nﬂ-l Cytochranse P45 [sseniynses

The effexts of drant use or i P50 344 inducers, IA4 inhibitars, or 204 inhibiors on levels of nmadel
and M1 from TRAMACET are complex. Use of sytochrome P450 344 inducers, JA4 inhibitoes, ar 206 inkibitors with TRAMACET requires
careful consideration of the effects oa the parent drug, tramadal, which fs @ weak serotonin and norepisephrine resptake inhibitar and p-opivid
aganist, and the aelive metibalits, M1, which is meee patent than tramade] in p-opioid recspion binding [se= [nteraction with cther medicinal
weher Barms of i 5

+ TRAMACET ©# indi fior p im pediatric patienls yoenger than L% years of oge {bllowing
adencidectomy [see Comirindications (4.31}

+ ywaid the use of TRAMACET in adolescents 12 o 18 years of ape wha have odher risk factors that may inorease their seasitivity to e
nasparatody depressant effects of nmndal unls: the henefie outwaigh (ke fske. Risk fectors inclede conditions associaled wnl hypoventilation
such as ivie slabes, npie, abesity, I disease, ilzsease, and f nther
medications thal cause respiralory depressica.

417 Gerdatrle Use
Elderly patienss (65 years of age or older) mey bave incressed seasitivity to tamadol. In general, use castlon whea selecting 2 dosage fos

an elderly patient, ussally starfing at the low <ad of the dosing renge, reflecting the greater frequency af decreased hepatée, renal, or cardiae functicn
and of coacamitant disease or ather drag therapy.

Respiratory depression i the chicf risk far eldery patients treated with apioids, and has oecstred alisr largs initial doses were administerad
patieats who wese nol apioid-inlerant or when opioids were co-administered with ather agents that deprass esplration. Tiirals the dnsage of
TRAMACET shawly in gesiztric patients and monilor closely for sigas of centml nervows system and respiratary depressicn [ses Special
Warnings sl Precuusions (44,21,

Tremadal and paracetamol are keown 1o be substantially excreted by the kidney, and the sk of sdverse resctions 0 this drug may be greater in
pasients with impaired renal fenclion, Becamse elderty patients are mose likely to have decreased renal fenction, care should be akea in dose
seiustion, and |1 may be useful o mositar renal fuection,

4.2.% Renal Impairment
The pharmacokinelics and wlecabiliny of TRAMACET in patienss with renaf impaizment has not been studied. Bused on studies using sramadel

exntepded-release tablets, the excretion of tranadal asd metmbolie M1 i reduced in patients with creatinine clearance ol lass thas 30 mLimis,

1 patients with creatining clesrancss of less than 30 mLimis, it is recommended that the dosage of TRAMACET 20t exceed 2 tablels every 12
Baurs. s Pesology and Method of Adminismatios (4,2.411 The tatal amount of ramadal and M1 temoved dsring 2 4 hour dislysis period i less
than 7% of the administered dose based on stadics veing tramadol alose. Monitor clesely Far signs of respirasory depression, sedation, and
bypotession,

A9 Hepatic lmpairment
The pharmacakinetics and tolerability of TRAMACET in patiests with impaired bepatic fenction kave not been shudied. Based on izfarmation

wsing tramadal immediate-release tablats in subjeess with sdvanced cirthosis of the liver, tramadiol exposure was higher and hal Fives of ramadal
and gotive metmbalite M1 were Lunggn.‘nn in .mee‘.ls with mormal bepatic fiesction [see Pharmacokinetic Properties {5.2)L

A tramaded snid p 1 ized by the Hiver, the use of TRAMACET in pasienis with hepatic inspairment is not
recommended [106 Spam! Warnings and Precantivas 44 1]

4.2,10 Sex
Tl‘dmldol l:IElI'-lnBe Was. 20' " hlg}::r i !l:mnle subjects compated o mades b fous Phase | studies of TRAMACET ia 50 nsabe and 34 female

Th difFe is muknown,

lectomy asdior

43 Cnll‘.rlhik‘ﬂ.nnl
TRAMACET & costraindicated fie:

«all ehildeen yousger tean |2 vesrs of age [see Special Warnings and Precautions (4.4.31]

+ past-opantive masagement ia ehildren younges than LR years of age following lonstilectany andor sdenvidzciomy |se2 Special Warnings and
Precawtions (4.4.3)].

TRAMACET is lso cantmindicated in patients with:

» Significust respirstory depeession [see Speull Warnizgs and Precautioss (4.4, ]].
« Acmte or sivers bronehial asthma (s an ing oein the abs i 1y
Precautions (44,12}

« Patients with knowa or suspecead gastrointestinal obstriction, ineluding paralytic ibeus [se Special Warnings and Precautions i, lﬁ‘]

[ses Specinl Wamings asd

The concomitant uss of TRAMACET wilk 2l P50 200 B

quinidine) may resultin an increase iz
tramadol plasma levels and & deersase in the levels of the sctive metabolite, M1, A decrease in M| expossre in patients who have developed
physical dependence to tramaded, may result in signs and symptoms of apinid withdrawal and nedeeal sicacy. The effect of ineressed tramadol
levels may b: an increasad risk for serious sdverss avent including seizures and sesoianin syndrome.
tion ofa i used P450 206 inhibitor may result in & decrense in tamadol plasma levels and an increase in
halite M1 levels, which could iscremse or prolong ad i o opioad toxiciry and may cause potentially fazal respiratory
depression,
Follow patients receiving TRAMACET and any CYPIDG inkibitor for the risk of serioas adverse eveats incheding seizmzes asd sesvtanin
syndroene, signs and symptos it mey ref inid soxicity, and opioid wil when TRAMACET is used in conjenction with inhibioes of
CYPADG [see [nteraction with ather medisinal products and ather forms of interctions (4.511

Cytochrome P50 3A4 Interaction.

The concomitant use of TRAMACET with cytochrome NSD 3Ad inhibitoes, such &5 mm]lde antibiotics (e.g., ervthrmycin),
azole-antifungal agents (e.g., & leh, and prosease i g., ritonavir) or di ofa A P50 344 indueer such as
rifaenpin, carhamaz=pine, and phenyiven, may result in an ineresse n sramadod plasma concentrtions, which cusshd increase ot prolong adverse
reactions, lnceesse the risk For serious adverse events including sevzunes and serotonis syesdrome, and may couse potestially fatal respiratory
depression,

The coscomitant use ol TRAMACET with all eytochteme P430 344 inducers ve discoatinustion of'a cymelsome PA30 344 inhibiwr may
esalt i lower sramedol levels, This may be atsosiaked witk 1 deerense in efficscy, and in some palients, may result in signs and symptonss of
apimid withdeawal,

Fallaw patients reesiving THAMACET and any CYP3A4 inhibitor oc inducer for the risk for serious adverse events lociuding seizupes and
seratonia syadrome, signs and symptams that mdy refieet opioid waicity and apinid withdrawal when TRAMACET it wsad i conginetion with
inhibitors and inducess of CYPIAS [ses Intlaractivn with other medicinal products and ather ferms of intemctions {4.51].

445 Hepntotaxieity

TRAMACET comtains tramadod hy ide and hias baen associated with cases of scwe liver failure, at imes
resultisg in liver ransplant end death, Most of the csses of liver injery 2re associased with the mse of paraceianol al doses that exceed 4,000
milligmms per day, and aften invalve more then vee paracetamul-costalning product, The excessive iztake nr;m—.melmnl may be inbentivnal t
s sl [arm of unintentional as patients abempd to oblain mone pain reliel o ingly mke other products.

The risk of actte Hver failure is higher in individuals with sederlving Fiver dissas and bn fndividuals wha ingestatoobiol while mking

paracetamol.
Inatruct patients i Jook for pannmmnl or AFAP an packape labels and ot n use more Ihun ane preduct that costains parscetamd, [nsiret
patients o geck medical anzntion i upan i icm of more than 4, i per day, even if they feel well.

44.7 Risles from Comcomitant Use with Bem:ﬂuzullu or Other CN8 'Drpruullh

Profound sedation, respiratory wupmeinn, cansa, md dgath msay result fram the concomitaat use of TRAMACET wilh henzodsazepines or
ther CHE paotics, anxilytics, ilizers, musche refaxants, general ancsthatics,
antipsychotice, other opioids, ulcnhnl\ Because of these risks, itaat preseribing of th for use in patiests for whom
alternative treatment oplions ene inadequate.

o padies have uss of ogioid analgesics and beazodinzepimes incneases the risk of drag-related
moetabity eompared to use of opinid 2nalgesics alane. Became of similar pharmacological propertiss, i i reasonable fo expect similar risk with the
comcomitant uss of ather CNS depressant drugs with opiaid analgesics [see Intemvtson with sther medieinal produects and otber fosms of interctions
(451

I8 the decisica is made o prescsibe o benmdl:mplw ar uthés CNS depressant cancomitantly with 1z opiold analgesic, prescribe the lowest

« Praviois EHivity o femmadal, any olkes composent of i product, o ppinids |3 Special Warnings and
4447
« Concurent use of moncamine axidase inhibitors {MACIS) ar use witkin the last 14 days [see Inemetion with otber medicizal producss ond
ot forms of intemuctions (4.51]
4.4 Speciul warnings and preeautions
44.1 Addiction, Abuse and Misuse
TRAMACET cantains tramadal. As un opicid, TRAMACET exposss users 1o the risks of addictian, abuse, and missse [ses Drug Abuse and
Dependence (4,10/1
Althoagh the 3k of sddiction i sny individual is sakaown, it can oceur in patients appropeiasely preseribed TRAMACET. Addictian can
eeccur of recommended dosyges and if e drug i misused or shused.
Assess each patient's risk For opiaid addiction, abuse, ve misuse prior o prescribing TRAMACET, and monitor all patients ressving
wﬁl i paiiesls with 2 persenal or family kistary of
iesaion], The poteatial for these risks shoubd nat,
k may be prescribed oploids ssch 15 TRAMACET,
wtm In such patients necessitales intensive munsdllg nhm e nslu snd praper use of TRAMACET abang with intensive monftoring for
signs o addiction, sbuse, and misuse. Consider prescribing maoxane for the emergeney trestmest of opinid averdnse [se Posalogy and method

dosages anid minimum durati use, [n patients already receiving an npdoid enalgesic, prescrite: a lower izitial dose of the
benzadiampine or ather CNS depresssnt than indicaizd in the aboence af an epicid, asd titate based va clizical respanse, 1 an opicid analgsic &
initiated n 2 patient alzeody taking 3 beszodiazeping o other CNS deprassant, prescribe a lower initial dose of the opioid analgssic, and tieste
baséd om clinical respanse. Fallow patients closely for signs asd symgtenns of respiratary deprassion and sedation. If coacomitant use is warrsnted,
comsidar prederibing naloxons for the emergeacy peatment of apsaid averdose [ses Posology and method of sdministmtion (4.2.2], Special
Warsings and Precauticas (4.4.21],

Advise bath patients and caregivers abowt the risks of cespiratory depression and sedasive when TEAMACET is used with benzodazepines or
other CNS depressans lincluding aleahod and illicit dougs). Advise patients mot 4o drive or operate heavy machinery until the effects of concamitant
use of the bemzodiazeping o6 oihier CNS depressant bave been determined. Scxesn pationts for fisk of substasce wse disarders, including apiaid ahuss
asd misuse, azd warn thens of the risk tor overdose and death amsociated with e use of sdditional CNS depressants ineludiag aleobol and illici
drugs [ses Intemctian witk ather medicinal prodsects asd other forms of Inieractions (4.5, Patieat Counseling Ialarmation (71]

448 Serotonin Syndranse Risk

Cases ol i d & potentially life i ditis
dusing conconsitant ise with serolvaergie drugs,

Seromnergic drugs inclede selective serolonin rauptake seraloain 4ad soreginepbring reupiake
antidepressants ( TOAS), wriptss, & HT3 receptor aatagonists, drugs that affect th aysiem leg,

trieyelic

, have haen seported with the "“"‘mm‘l giTW‘Pg
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trazodoas, tramadal |, cestain mucle and drugs it impale metabolisn of seramain (ineludisg MAT
inkibiines, both those intzeded to treat psychinlsic dmnim andl alse athers, such as finezolid and intravenow methylens bluc) [see [neraction with
otber medicingl products and other forms of istersctions (4.51]. This may cecur within the recommended dosage range.

Setolowin p may inelude mental h [e m,aglwdu hallucinasives, eoma), suicaomic issmbility (e.g.,

¥ Tabite blood presiure, by pertbermial, (.., hy 1 i dis rgadityl, andior i
sympeams (2.6, n2usen, vamiting, diarrhes). The anset of symploms gemerally cccurs wilhiis several hours to a few days of coagotitang us, bot
may ocear later than that. Discontisue TRAMACET if serotanin syndrome is suspected,

including seivins and seralvain dyndranse, and advese reactions relatsd o apioid loxicity iscluding patentially fatal
respiraloay deprassion, particalacly when an inkibilos & added aller a stable dose of TRAMACET Is achieved,

Afler stoppinz a CYPIA imbibivar, a3 the ellets of the inhibitor decling, the tramadal plasma concensmation will
decrense [see Pharmacckizetic Propecties [5.2)], resulting in doveased opicid afficscy and possibly signs and symptoms
of opioid withibmwal in patieats whe bad developed physical dependesce fo tramadol.

Intervention: If eoncomitant use is necessary, consider dosage reduction of TRAMACET until stable drug effects are achicved.
44D Increased Risk of Seizures f 3 b 2 : -
vt e b vt atee . gl & trimndl wilicn I dosige tnige pos keting teports indieste ;T:v;lru.ns chosely for seizures and serotonin syadrome, asd signs of respimtary depression and sedation ai frequest
that seizuge risk i iscrensed with doses of tranmdol abave the recommesded range.
Coneomitent s of trasmadod iscreases the seizure risk in patients uking: [see Intercrion with atber medicing products and otber foems ol 10a CYFIAG inhilitns 8 discontinued, consider increasing the TRAMACET dosage until stable drug effects are
interactions (4.5} achieved and fiodlow patients for signs and symptoms of opiced withdsawal.

+ Selective serotunin re-uptake inkibitors (55R1s) asd Serioain-norepinephring re-uplake inhibitors (SNELI) snlidepreasants of snorectic:

-?‘:vyLI» s:’ndepman:t‘TCA:L and omLs;r LnlJ:vnlt (e : e ; eu—.]:. - " Exumples: Macrolide antibastics (e, ifusgal agens (e protease inhihitars (2.g., ritonavir)

» Othar opivide, CYPIAL Inducers

:?:z;:i:n;sr [zee Special Wamnings and Precautions (4.4.8), Isleraction with other medicinal products and other forms of istersctives (4.5)] Clinleul Impuets s P — of‘ll'llAMACF,'l-' and CYPIAS indsosrs can decrasse the plu_m ke o "_, mm' e

» Cthee g that s e sizare haesold, Risk ofseizures may afo incresse in parients with pilepay, those with  history of seizures, o in i ot e et e st ol S

- e y s Fipiiie physival dependence 1 trmmadal.
patients with o recognized risk for 1 a8 bead trauma, melabolie disoeders, aleohed snd drug withdmwal, CNS infecfions).
In rumadcl evendose, salaxone administraticn may increase the risk of seizze. After stapping 2 CYPIAS inducer, 48 the effeets of e inducer decling, the ramadol plasma concentration will increase

4400 Suleide Risk [see Pharmacokinetic Properties {5.2}], wiich coald increass or prolong both the therapeutic effect and adverse

* Da nat presstibe TRAMACET for paticais whe an sulcidal of sddietiva-prone, Consideratioa should be gives i the we of san-nareotio reactions, end may causs serious respiratory depressios, seimires and serotoniz syndrome.
analgesics in patients who are suicsdal or depressed [see Drug Abuse azd Depandence (4.101].

+ Prescribe TRAMACET with cautiva for pasients with a kistary of misuse and'or are curventhy taking CNS-active drugs including trnquiliaes, Interveatinn; If cancomitant use is necessasy, cansider izcrensing the TRAMACET desage uziil stable drag effects are achieved,

o antidepressant draps, of alcobal in excess, snd petizets who suifer from emotianal disturbance or depression [see Interaction with other medicinal Follow patisats for signs of opiold withdmwal.
b aiid othar fcsan ot luseniony (4] 1 CYESAY inducer i discantinued, cansider TRAMACET dosaga reduction and moniles o seizuees ani serarosin

+ |mfiarm pat In exceed the dose and 1o limil theiz intake ol aleahol [$e0 Passdogy and Method of Adininsmaton (4.2);

Special Wamings snd Precautions (44,6, 4.471] syndeome, and signs of sedation anil respiratory depression.

4401 Adrenal TnsufTicieney Fatieats tking carbamazepine, a CYEIA4 inducer, may have a significantly reduoed snalgesic effect of trmmadol.
Adrenal insufficiency has beee reparted with opioid use, mare allen fillowing long-torm use, Sympooms neay neluds nasses, vomiting, anorexis, Bnune anmnaaepln inereases tramadol meetsbodism and becarse of the seizure risk associated with ramadal,
fatigee, wenkness, dizzness, oc baw blood pressure. I sdrenal imsuficiency is suspected, appropriate lsbocatary lesting is recommended 1sd ios of TRAMACET and pine s nat
discontineation of veatment with TRAMACET should be considersd, = = =

4,407 Life-Threntening Respiratory Depression bn Patients with Chronic Fubmonary Disense or I Elderly, Cacheetie, or Beapgle Rifempf, oarbemazepine, phenytain

Patients

and Ctver Central N System (CNS) Depr

The use of TRAMACET in patients with acuse or severs bronchial astima in an unmoadicred setting or in the absnce of
equipment wnmunnluul:d [oee Cnnlmudiulluns(t 3l
: TRAMACET-trested gatients with sigsificant ehonie obstractive pulmosary disesse or cor
puinionele, and thase with 2 substantially decressed respirainey reserve, hypaxia, bypercapnia, or pre-suisting respiratary depression are al lscreased
rigk of decreased rnpumm) drnnncludlu apned, evea af recommended dosages of TRAMACET 522 Special Warsings and Precautios [4.4.21).
: Life-thesakening eespianory degression ks more likedy wo oceur in elderly, cachectic, or dehilitated
patieats hecamse they may have alizred pharmecakizetics, or altered clearance, compared to younper, bealthice patients [see Special Warsings and
Precautioes (4.4.21],

Clismenl Irupust: D 1o addit flect, the itans use of s of ather CMS depressants, including
aleuhol, can iscrense the rigk ol hypolension, respinatory depression, profoensd sedation, coma, and desth.

Menitoe sich patients closely, parteslarly when initlating and iirating TRAMACET aad when TRAMACET is gives i with
other drugs that depress respiratios [see Special Wamings and Precastions [4.4.7), Interaction with ctber medicinal produets and other farms of
Interctioas [4.5). Alvsrnatively, considr the e of pan-opicid analgesics in these patients

44,13 Severs Hypotension

TRAMAUET may cause sevare hypolension imeluding orthoatatie hypotension aod syncops in anshubatory patieats, Thers is increased risk in

patizats whese zhility to maintais hbm.l preszare has already been compramised by a sedwand blood volume or concurrest adminisration of c:nnll

CNS dep tdrugs (e.g., ph gememl [see Inteeaction with ather medicinal products asd other forms of i
14.5)]. Musitar these pativals J?ursups ol hypotesmslin after mitsatlng oe innting the dosage of TRAMACET. In patients with circulsiory shock,
TRAMACET may causs i
cirenlatary shock.

4414 Risk of Use in Patients with lneressed Intrucrunial Pressure, Braln Tumors, Head Injary, ar Inpaired Consclonsmess

I patiznts who may be sasceplible to the intacrnisl stliaes of C0, retention (&g, those with evidenes of inereased intraczanial pressure of bmin
temos), TRAMACET may reduce respiratory drive, and the resultant 0, relention ot further increass Entracrasial pressuse. Moslior sush paticats
for signs of sedation and respimory depression, particularly when initiating therapy with TRAMACET.

Oipicids may also obscure the chinteal course in 4 patient with o head tnjery, Avaid the wse of TRAMACET in patients with impaired
cnscinusness of coma,

4.4.15 Serlous Skin Reactions

Rarely, | may skim reactiong such as zout AGET), S Joki Synrome
{505, and toxic epidermal secrolyes {TEN), which can be fiul, Patiedts should be informed obout the signs of serious skin reactinas, and use of
the drug shosld be discontineed 21 the first appearance of skin rask or any olber sign of hypertensitviy,

4418 sk of Use In Patlents with Gastrolutestinal Conditions

TRAMACET ks contsaladicated n patieats with known of suspected gastrointestinal obstructian, including paralytic ileus {see
Caontmindications (4.3]).

The tramadal in TRAMACET may casse spasm of the sphincter of Oddi. Opioids may Galise ncntes in senem amytase, Patiens witk
disosders of the hikisry tract or & history of hiliary sergery should be monitoeed for p devel ol acute i, or worteming
symplums.

4417 Anaphylazis snd Otber Hypersensitivity Reactions

Serioes and rarely fatal anaphylactic rections have been reparted in patients receiving therapy with tramadol. Wika these events do ocest itis
wlten Balkowtng the fies dose, Caher reporred alléegie reactions include prasitug, hives, hronchosposm, angivedema, taxio epidermal necralysis, and
Stevens-Tobnson syndrome. Patients with & history of anaphyBctaid reactions & tramadol and other opioids may be at increased risk and there fore

that cam Further red diac culpst and blood pressure, Avoid the wse of TRAMACET in patienss with

Intervention: Reserve coacomilant prescribing of (ese drugs for ose in palieats fior whom alteenative teatment optioss ers nadequate.
Limit dosages end durstions to the misinem required. Follow patents closely for sigas of respiralory depression and
sedation [see Special Warnings and Precautions (4.4.71], if jisant use is warmntad, cossider ing nalooee
[ar the emergescy treatment of opicid cvendoe fse Posology and methid of sdministration (4.2.2), Speciil Warnisgs
and Precantions (441, 4.4.2, 44T,

- Examples: and ather paotics, anxiofyeics general anesthetics,
anEpsychotics, olher opicids, aleosal,

Serutonerghe Drugs

Clinicsl Tnspact; The concomitamt use af opicéds with other drugs thal alfest the sesotonerghe seurotranaminer sysiem has resubted in
segodanin syndrome.

lmtervention: IT comcomitant use @ warmanted, carelally observe the paticat, particlarly during meatment initiation wad dose
adjustment. Discontinue TRAMACET if serutonin syndrome = sespected.

Examples: ) ke inhil serudanin and imephring resptake inhibisars (SNRIs), tricyslic

should not seceive TRAMACET. is or other alivity peeurs., stop of TRAMACET immediately, discontinue
TRAMACET p ly, and do not ith amy f iramadl. Advise pasients o sesk immediate medical atteation if they
eperie vmpl [a il mu‘[soei indicati ”.Jk iva fr Patienss [71].
Theerz have been reparts af hy ity and willy the uss af Clinical sigs imcluded

swelling of the face, mouth, and theoat, respirsingy distress, nmmun rash, prusits, and vomiting. There were inlrequent report of 1ife-(reatning
amaphylasis requiriag emengesey medieal onention. lnstrwet patients 1o discontinue TRAMACET immediately and seek medical care if they
exparience thess symptoms. D not prescribe TRAMACET for patients with paracetamal allergy.

4418 Inereased Risk of with Cr Use of Other P Products
Dree 1o the mndal fr parscztmol h:nﬂoow::lmy at doses higher than the recommesded dose, TRAMACET shoald sot be nsed
i ith uther ¢ products,
4400 Withdrawal

Do not abreptly discostinee TRAMACET in a patient physically dependent on cpicids. When discostinuing TRAMACET in a physically
dependent patieat, gradunlly taper the dosape. Rupad taperiag of trampdol and in 2 patient physically deps apinids may lead to
0 withdrawal symireane and return of pain [see Pasology ud Method ol anauam ti.l 3, Diug Abuge and Dependesce {4.10.3)1

Additianally, mvaid the use of miixed agon partal agoaist (2.,
lgesics [m patizats who ase receiving o full onioid including TRAMACET. In these patieats, mixed
agomistantagonist and partial agonist asalpeset may roduce the snalgesic ffect and'or may precipiute withdrowal sympeams [see Interaotion witk
other medicinal products 2nd ather fomms of interctions {4.5))

4420 Driving and Operating Machisery

TRAMACET mmy impatt the mestol o physical abilites nceded 1o perfinn potentially kazardous sctivithes such 2s driving a car or operating
machizery. Warn patienss not t drive or cperate dangeroes mackinery anless they are tolsrant bo the effects of TRAMACET aod know how they
will react o the medication [see Patient Counseling Informatian (7))

4411 Hypevatremia

Hypanatnemia {2erum sodivm < 135 mmol L) bas bien reported with the use of ramadol, and many cases are sevese (sodimm level < 1200

mimalL), Most cases of hypnnnngmn nc:um:dm rmss over the age of 65 and within the Erat week of therapy. In some reports, hyponatzenia

entidepressants (TCAs), wiptass, S-HT3 receptor aatagonlsts, drugsihnnlfem &eummmn n:lunvmmlm:ysmn
le.g., mistazmpine, razedone, ramadol), certaiz musele el
nidase (MAD) inhibitars (those intended o treat psychiatric disonders and also others, such 48 lmemolid aed miravenans
methylens blusl

Monoamine Otiduse Inhibitors (MAC)

CHnical Tmpact: MADL imteractices with opioids may mwsifer as seosonin syndeome [see Specisl Warnings snd Precautions (.48} or
opiaid foxicity (e.g., respiratory iom, coma) [see Special s dnd B 4420

Interventing: D ot we TRAMACET in patients taking MAOLs ar within 14 days of stopping swch treatment.

Eumples: prenelzine, ranylevpromise, linezalid

Mived AgonlstiAntagonist and Partisl Agomist Opinid Anslgesics

Climicul Irnpact: My reduce the analgesic effect of TRAMACET and'or precipitase withdrawal symgploms.
Intervention: Avoid concomitant use.
Exampless butorphasal, salbupht P

Muscle Reluxants
Clinieal lmpact:

Tranzdol may snbance the neuromussular bocking sction of akeleml muscle rdexans and produce as incressed degree

of respiraiory depression.

Intervention: Mesitar patkents far signs of respiraory deprassion that may be greates thag otherwise expected aad decrass the dosage
of TRAMACET andoe the musche relaxant as neesssary, Due to the risk of respirstory depression with concomitant use
af skeletal muscle relavants and opsaids, codsider preseribing saboxose tor the emengency teatment of opioid overdase
[56¢ Posobagy and method of administratian (4.2.2), Spacial Warnizgs and Precautions (4.4.2, 44.7)1L

Dimretics

Clinfeal Timpact: Ot cam reduge the efficacy of dinrstics by inducing the relesse of antidinretic harmane.

Intervention: ‘Manitoe patients foe siges of dimisisted diurssis andiar elicts on blood pressire and increase the dosags of the diuretie

s peuded.

Antiehalinergic Trags

Clinieal Impact: | Th izl use of
ey lead to paralytic iles.

drugs may [ncrease vk of urinary retention snd/or severs constipation, wiich

lnterventinn: Mlomitar patients far signs of wrinary retention or reduced gastric motility when TRAMACET is used concomitandy with
aztichalinergic drags.

Digosin

Clinleal Tmpact: | Post-marketing survelllance of tramadol has revealed rare reports of digaxin toxicity.

Interventinn: | Follow patiests for signs of daposin toxseiy and adjust dosage of digoxio as nesded,

Warfarin

Chnieal Impaet: Past-markating supveillanes of tamadol haa revealed eare reponts of altertion of wasfaria «ffect, inclading elevation of

prothrombis fimes.

Interventing: Muositor the prothrembin time of patienss oo warfarin for siges of an interection and adjust the dasage ol warfarin as

moeded.

resizlted from the synd {SIADH). Monitor for siges wl i feg.,
confusian, di wdunhhun] during reatitént with m\mL Er.:wl, during mitiation of teerapy. IFsigns and sympioms of hypanatremiz are
prasent, i 8-, M resitri TRAMACET [see Posology snd methad of adminkstruson Safe
Redwction or Dﬁcwn-unmn af TRAMACET [4.2.53].

4,421 Hypuglyeenilu

Cages of tramadod-azsociated hypoglycentia have boen repotted, some resulting in hospimlizagion. (s mast cases, patients had predisposing risk
Factors [=.g- diabetes). [F hypoglyeemia s suspecied, monitor blood glucuse lovels anil consider drug discontinuation as sppeopriste [see Posology
and method of sdministration, Safe Redsction or Discantinuation of TRAMACET (4.2.51].

4423 Hyperprolactinemia

Long term opived wse may be associated with incramad prolactin levels and decreased sex hm\nne levels, Symptoms may include
gelsctoerhen, gynecomastia, impotence, decreased libido, infertility, or in i3 suspected, ixks labaratory
testing iz recommended and discontingation of tressmeat with TRAMACET should be comidersd
4.5 Interustion with o(mr mtlﬁﬂhl prounu aud wther forms of Interacton

4.6 Pregmoney wnd lastatisn
461 Pregnancy

Bisk Sammary
Prolosged sse of opicid analgesics during pregnancy may cause neunatsl opiced withdrawal syndrame [see Special Warnizgs and Precantices
44411 Availshle dsia with TRAMACET in pregnant women are insufficient to inform 2 drog-sssocizted risk for major birth defeots and

miscariage.
In animal v studivs, th iom of tramadil aml decrensed Tetal weiphts and incisased su-paoumrnry nbs nl L&
times the maximum recammendead heman daily dosage (MRHD [n b amimal ion studies, tramadal

orgnnogenesis decressed fetal weights and reduced assification in mice, rats, and mbbits 2t |4, 0.6, and 3.6 times the maximom mcmmndcd
heman daily desage (MRHD)L Tramade] decesased pup body weight and increzsed pup mogtaliry a2 1.2 and 1.9 fimes the MRHD.
Reproductive and developmental studies iz rats and mice [rom the p-Mhau.l leieratuee identified adverse evens at chisdeally relevast doses

TR ¢ T A TRSASET with Tressment of wilh doses of 13 time the masimum human daily dose (MRED) showed
= evidend of fetotoxicity and increases in bone variations in the fetsss. In another stady, necrosis was observed in the liver and kidney of hoth
Tuble 1: Clinically Drag with TRAMACET pregmant rats and tamu at dosss nppnr.umlcly 1.9 times the MHDB In mlc: treated with paracetamal at doses within the clisics] dosing range,
Inhihiters of CYP2D4 cumulative ad: were sem in A redduction b number of litters of the parenial pating pair
Clisicul Tt | The cncomsisat e of TRAMACET sad CYPIDA lnbibitorsmay 630t i en increase in he lasma somesaivtion of :‘::“‘:m‘d LA AN df:';;"e:‘:."l‘:; elidpeegile weight i the st gensration e Daia], Basad o
tramadol 29 o decqense in the plasma coscentration of ML, parileutarly whea an tahibitor |5 added after o stable dose of All pregnanies have 1 background risk of birth deleet, loss, or other adverse owcomes, In the 1,5, genesnl popalation, the essimated
TRAMACET s iekdsve Simoe M1 i9's mor poieat 1 apioid sgows, demrinsed M| axposies ol resditin background risk of najor birth deficts and miscarringe i clinically rocopnined peognancies is 3-6% and 15-20%, respectively.
devreased terapsentic alTocts, and may reselt in signs and sympams of opioid withdrawal in patients who had % Cossi
developed physical depandence to tnmadol. Increased transdol sxposline ein resultin incremsed ar vmhngﬂi Fainl/Noannml Adverss Reaetbans
therapentis effeoty and ipapeused risk for - synieoene, Prolonged use of opicid azalgesics daning pregaascy for medical or noamedical parposes can resslt in respiestony depeession and physical
Alier stopping a CYPIDE imhibitor, a4 the elleets of the inbibitor deciiae, the wamadol plasma cosseairation will dependemec i the neanate and acanatal opioid withdrawal syndrome shorly aflec . o -
decresse end the M1 plasme cancentration will increase which sould increase or prolusg therapentic effeets buralsy Huomatal oploid withdrawal sy & imitability, ky y and almormal g2ep pastern, kigh pitohied cry, tremor, vomitiug,
inerease adverse reactions eelated 10 opioid twicity, snid may c1sse polentially fat] respiratary depression [see dinrrha aad Erilure 1o gain waight The onsed, dugation, aul severity of seonaial apicid withdrawal syndrome vary based on the specific opicid
Pharmacukinetic Properties (.21] wsed, duratioa of uss, Hming asd amaunt of L=t matersal use, and rate urah'mlmin- of the drug by the newbors. Observe newborss fos symptonts
- rrrvrmy - and siges of neonatal opinid syndrome and ingly [see Special Wamings and Precastions (4.4,4)]
Tnhevintiyn: If cancoanitant wse ofa CYP2DG inhibitor iz necestary, follow patiants closely for adverse reactions [mctuding apiold Muoatal seizures, neonatal wichideswal syndrome, fotal death and s61bists have been reported with tramadsd hydrachlaride during
withidrawal, seimsres and seratosin syndrome. past-markaling,
12 CYP2DG inhibitoe is discontizued, comsider Jowering TRAMACET dosape until siabie drug effecis are achieved, Lakor gc Pefirery
Fallow putients clogely for advesse eveats incloding rspirtoey depressiun and sedativa. TRAMACET is ant d for e in pregnant d price 4o Eabar, whes other analyesic techniques are more
Toanagtes r—— - e and b = Oipiedds crass the placssia and may produce respimtany d.ew!sﬂm and psycho-physiologic effects in seanates. An opicid antagoaist,
La Qutpidins, noxeing, pokefne wid bupropicn such a5 naboxone, must be available for neversal of opioid induced neplrasory depression in the neonats, TRAMACET is not recommesded for use
Inhibltors of CYPIA4 in peegnast women dusing or insmediaialy prior to laber, when other analgesic bechalijses e mote sppropriate. Opioid asalgesss, ineluding
Clinfeal Trupact: The concoenitant nse of TRAMACET and CYFIA4 inhibitars can incresss the plesma concentmtion of mmadel asd TRAMACET, sam profang labor throsgh actions which temparasily reduce the strengi®, dumtion, asd frequency af utering contmetions. Hewover,
iy resull in a greater amount of metabaliam via CYF206 and greater levels of M1, Fellow patients clesely for this efTect i not constatint aml may be offser by an ncressed rate of cervical dilstion, which tesds 30 sbarten labee. Monitor neoaates exposed ta
i 4 i H orpinid analgesics during Labor for sipes ol excess sedation and respiranory depressios,

1.3.1.32Pg,2
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LR for 40 women gives tramsadol during labar.
The effect of TRAMACET, if any, on 2 later growth, development, and fanctional maniation of ihe child Is unknows.

Luta

Animal Dk

o drtig-related teratogenic atlicts were observed in the progeny of rats teated ceally with tramadol snd peracetamal.

The tramadal/peracetnmol combination product was shown [ be embryatosic asd fasaxic in rats ata maternally oo dose, 50434 mpkg
eramadnl parscetemod (1.6 Emes the maximum daily buman dosagel, but was zal i at this doss bevel, Embryo and
feral todeity consisted of deceessed fetnl weights asd increased supemumerary rihs. Tramadol hes been shown to be embryotaxic and felotoxic in
micy, (120 mpke), als {25 mpkeg) and rabbits (75 mpig) st matersally wondc dosages, but was nof reesbogenic ¢ these dose levels. These doses on
a mg'm’ basis are 1.9, 0.8, mnd 4.9 times the maximum heman daily fiot momss, sntand EABbY, pespectively.

No drug-rebted termtogenic effcss wese ohsarved in progeny of mice (=p ta 140 mg/kg), s (up 1o BO mg/kg) or rabbiss (up 1o 300 mpkg)
neaned with tramsdod by varioes routes, Embeyo and fete] toxicity consised primasily of decrensed feml weights, skeleta] camification and increased
supernumarary ribs at maternally toote dose bevals. Transienst delays i dovelopmental ar behaviorsl parameters were abso ssen in pups from rat
dams allowed 1o deliver. Ensbryo and fetal lethality were repariad cely in one rabbil study 20 300 mp'kg, o dose that would c1use sxteeme matesl
woieiry in the rubbit. The dosages |sned for moose, it ond mibhitare 23, 2.4, and |9 times e MEHD, nspectively.

Tramaded alone was evaluated in peri- and peat-aatal studies I ras, Progesy of dams receiving oral (gavage) dose levels of 50 mgkg
(300 mg/m® or L6 times the maximum daily buman tamadu] dosse) of grester hod decresed weights, and pup survival was deereased carly in
Lactation st 80 mg/kg (430 mg/m® or 2.6 imes the maximum daily heman (mmadal dosage).

Srudies |m peegnant rats that seceived aral mcenml durlng organogenesis ot doses wp to 1.3 times the maximum heman daily dose (MHDD
= 2.6 grametiday, hased on 3 body surface ared avidence of tefry (oeduced fetul weight and length) and a doze-related
increase in bane varistices (reduced ossification and rudimentary rih changes. Offspring kad no evidence of external, Viseeral, or skeletal
il mmstions.

When pregmant mis recervad oral paracetamol troughout gesmion ot deses ol 19-tmes the MHDD (hased oa & hody surfice anen
comparisan), wreas of necrasis scearred in both the Hver and kidsey of pregzant rals snd fetuses, These elleets did vot oeeue in animols that
received oral parmcetamel at doses 0,3-6mes the MHDD, based oa 2 body susface area camparisan.

|5 & cantinwous bresding sbedy, pregnant mics rsccived 0.25, 05, or 10% paracemmal vin the diet (337, 7L5, or 1430 ma'ky/day). These doses
are approximately 107, 1.3, end 1.7 Gimes e MHDD, respectively, based on o body surfice area comparisos. A dose-relsted reduction in hedy
weights of fourth and filih litter offspring of the treated mating peir cocorred dering lactation and post-weaning at all doses. Anfmsls in the high
ose gronp had & reduced sumber of litters per mating pais, male offspring with an increased percestage of absormal spesm, and reduced birth
weights in e next generation pups.

4.6.2 Lactution

ik Summary
TRAMACET fa not recommended for obstetries preopersiive medication or for post-delivery anelgesia in nursing methers becanse its safuty
in infants and newhoms has not beem studied.

Tramado] and its metabalite, O-desmethylmmadol (ML), are present in human milk, Thene i no information an the effeets of the drug on the
reastied imfant or the effiscts of the drug oa milk prod=ction, The M1 metabalite is more patent than ramadsl in mu opinid receptar binding [sse
Pharmicologival Prupeties (51]. Published studles huve repoered tramadol snd M1 in colostrum with admizistration of tmmedod to nursing mothers
in the early past-partum period. Women who ane ulim-rapid metabolizers of ramadil may have higher than expected serum levels of M1,
poseatinlly keading w higher levels of M1 in brenss milk that cas be dangesvos in their breastfed infants. In womes with nommal remadal
matabolism, the amosnt of Eamadol secreted into bumas milk is low and dose-dependent. Because of the poteatial for serious adverss reactions,
incleding axcess sedation and respiratory depression in o bresstled infant, sdvise patents that breastfeeding is not recommended durizg treatment
with TRAMACET.

[T infants are exposed o TRAMACET throogh breast milk, they ahosll be monioeed for excess sedation asd respiratory depression.
Withdrawal symploms cam oocor in breastfed infants wien matersal administration of a8 opioid annlgesic s stopped, or whes bresstieeding &

stopped.

Daw
Foltowizg a single [V 100 mg dese of tramadol, the cumulative exeretion b bresst milk witkin 16 houes post dose was 100 meg of tramadal
(015 of the maternal dose] and 27 meg of M1
463 Femsales and Males of Repraduetive Potential
Infertilitd

Chranic wse of opicids may cawse raduced Fertility in famabes and males of reprodustive potential. 11 is not ksown whether these effecs on
festility ase peversifle [se i ects (4,8.2), F ic Praperties (5.1}, Preclinical Safety Data {5.3)].
4.7 EMfects on abifity fo dreive and use mushines
S 4.4.20 Driving and Operating Machinery
4.8 Undesirahle elects
The fodlowing serious adverse reactions are discwssed, or described in greaier demil, in other sections:
+ Addiction, Abuse, and Misuse [see Spoctal Wamnings and Frecamtions (44,15
+ Life-Threatening Retpiratory Depression [see Special Warsings and Precautions (4.4.2)]
« Ultra-Rapid Mesbalisn of Tramadal asd Other Risk Factars for Life-threatening Respiruary Depression in Children [sis Special Warsings
amd Precastions (4.4.31]
» Neomalal Opicid Witbdeawal Syndrome [see Special Wamings asd Precastions (4.4.41]
+ Hepalnsaxicity [see § pecial Warnizgs and Precautions (4.4.6}]
. joes with Oither CNS [see Special Wamings and Precautions (4.4.7]]
» Sarosanin Syndronss [se2 Speelal Warnings ssd Precaution (4.4.8)]
» Seizures [see Special Wamings and Precautions (4.4.9)]
+ Seicide [see Spevial Warnings and Precautions (4.4.10)]
» Adrenal lnsuificleney [ses Speial Warnings rnd Precantions (4.4.111]
+ Seveee Hypoteasion [ses Special Warsings and Precautions (44.13)]
+ (astruintesting] Adverse Renctions [see Special Warsings and Precastions {4.4.15)]
« Hypersensitivity Resctions [see Special Wamings 1sd Precamtions (4.4.17})
= Witkdrawal [see Spectal Wamings and Precautions (4.4,191]
4.8.1 Clinical Trials Experience
Becase clinical trisls are conducted undes widely varying cosditions, adverse reaction rales observed in the clinkeal trials of o dreg eannat be
mucﬂy compured 10 raies in the disical wrials of snother dlug and may nomﬂecnh: rates ohsenved in practice.
inctdance of =30} in shjects from clinical trisls was constipation, diamien, nausa,
somsalence, anarexia, dizdAness, asd swealing inreased.
Table 2 shows the incidence mie of Festment-emergant adverss evenis reported in 22,0% of subjects over five days of tramadol
bydrochioride paracetamol use i <linical trals (subjeets ook an average of of least & tblets per day),

Table 2: Incidencs of Treatment-Emergent Adverse Events (2 2.0% )}

Serosonis syndrome; Cases of serotosin syndrome, 2 patentially [ife-threatening condition, have been reparted during concomitant use of apiaids
with serodnnengic drugs.
Adeenal E Cases of adress] i have been reparted with upivid use, mone fien Fallowing greates thin one month of use.
Anaphylasia; Amphylasis has been reporied with ingredienis contained in TRAMACE
Amhmdhﬂmt‘m of androgen deficiency d with chronic sse of op i les (5,111
Or i dis poigtes; Cases of QT andior toesde de pointes havg been meporied with :r.mmdnl s, Many of these
Lases were mpn(kllm palmnn taking anmr deug Tabeled for QT prolomastion, in patients with o risk factor for QT prolangason
{e.g. or in (b

e disorbers; mivsis, mydriasis
Metabolism and anirition disoelec:

Cuses of savere b i asdor SIADH have been reporiad in patients taking tramadol,

st aften in females over the age of 65, :ml wilhin [ [irst week of therapy [se6 Special Wamnings and Precantions (4.4.2011]
Hypoplycemin: Cosas of hypogivoemia have been raported in patbenis aking tramadol, Most repots were [n patienss with predispesing risk
factoes, including Illlhels or rezal insuffickency, oo in eldesly patients, [see Special Wantings and Precastions (44,2211
movemest diserder, speech diseder
b\mhnsds.d.:smms.delmum

: Otber eveats which have hea reporied with

the useohnmudol pvo\iun.ls and mrwhleh .Auusul assac mn hs not bun & ined include:
tsehemin, pulmanary cdensa, sllsegie reactions (acinding vlnxis and urticasia, 5 TENS), cogaitive d
difficulty concentrating, depression, suicidal tendency, heparids, Hves failure, and ileeding. Reported labaralosy
included elevated creatinine and liver luncGon tesss, Seratonin syndrame (whcs: sympioms may isclude menil status change, bypernafeia, fover,
shivezimg, tremor, agitation, diaphoresis, seszures, and coma) has been seporsed with tramadold when wsed concomitantly with atber serotonergic
agents such as SSRIs and MAOIs.

4.8 Overdose

TRAMACET iz a combinaton drug. The clinical presestation of overdose may include the sipns and symptoms of tamaidol wecity,
pamestamol toxieity ar both. The initial symptoms of ramadal overdosage may include respiratory deprission and/or sermares. The luidal
symptoms seen within the st 24 Bours following an pameetamal overdose zre: anorexia, nansea, vomilisg, malaise, pallor asd diphosests,

Tramadol

Acuts overdosigs witk bl can be manifested by respiratory depressing, somnclence nmyuxmg ta srrpnrnn.wm :tdsu] musche
Dacvidity, cobd and clammy skin, constricted pupils, and, in some cases, pelmonary edema, qr pastial or
complete sirway abstroction, atvpical snoring, seizines, asd death. Marked mydsiasis rather than miosis may be seen with hypoin in overdose
sitnations.

Deaths dus ta pvendose have been reparted with abuse dnd misssa of tramadol [ses Special Wamings snd Frecautions (4.4.11]. Review of case
reparts kas indicated that the risk of Ml overdose is further inereased when transdol is abwsed ith sleohal oy other CHE
inclading osher apeoids.

Parseztamol

In e wlmmol overdosage, dose-dependent, potestially fatal hepatic necrosis & (e moat serious sdvesse sfbest, Renal ubolar neceosis,

1 i thy v in alsa occur. Plasma pasacatmmal levels = 300 mag/mL al 4 hours after oral ingestion wese assoelated
wua h-puuc dlmlpnn 0% ol patients; minimal hepatie damage is anticipated if plosma levels at 4 hoers sre = 150 megfmL ar < 37.5 meg/mL at
12 hours after ingestion. Early symptors following & potendally bepatotoxic ovenbose may includes nansen, vamiting, diaphoresss, and genaral
‘malaise. Clinical and labomtary evidence of bepatic toocieity may not be appacent until 28 to 72 hoers post-ingestian.

Trmtment of Overduse.

A singhe ar multiple d with tramadol and i a potentially kthal polydiug averdose, aed cossultation with a regional
poison control center is recommended. Enmediale rextmest includes sopport of cardiorssperatary finctios and measurss b reduce drug absorption.
Choyges, intravenoms fluids, vasopressors, assisted ventilation, and other supportive measune shauld be eploved s indicanad,

Tramaial

In ease of avendoss, priceities are the l\:—ﬁimbhd ment of & patent and prosected ainvay and instiution of asssted or contrallad venilagon, i
needed. Employ ather supportive g oxygen and n e circulatnry shock and pulmonary edéma
indicated, Cardiae arrest of arhythmias will requice sdvanced life-support techniques.

Dipioid antagonials, such a3 naloxose, are specific antidots o respirainry depression resulting fom opioid overdase.

Far olinically signilicant respiratory or citculstory dépression y.'codnry w opiodd ovendose, admisister an opinid antagonist,

While n:lqsnuu will pevarse some, but nod all dostg wuh tmmadol, the risk of seizures is also incrensed with

| ion. In animals, aons following e T f TRAMACET could be suppressad with barbiturates
or benmadinzepines but vers increased with nalokvee. Nalonone sdministration did not changs the bethality of an overdose jo mice. Hemodialysis is
texpected to be helpfsl in an ovendase b it reaves Jeas than 7% of the administersd duse in o A-bous dialysis period.

Biecause the duration of opioid reversl is sxpected to be less than the durtion of astion of tramadal i TRAMACET, carefully mositor the
patisat entil speataneous respimticn is refishty re-estahlished. [F the response i an opsoid enlagonist is suboptimal of only brief is nene,
sdminister addigonal antagunist as dirscted by the prodsct's prescribing informatiosn.

In an individual physically dependent an opicids, inisteatian of the wsual dosage of the antigonist will precipitals an acuie
withdrawal syadrome. The severity of the withdmwal symprems experienced will depeed on the degree of physical dependence and the dose ol the.
antaganist admisistered, [F o decision i made 10 treat sefrous respimiory depression in e physically dependent patient, sdministeztion of the
antaganist should be begua with care and by diration with smaller than usuzl doses of the antagoaist.

Paracetamel

fan is suspected, oblain & Serum A mssay a3 soon as possible, bet no sooner than 4 hours following ol
ingestion. Obtain liver finction studies imitzally and sepeat ar 24-hour tntervals, Administer the aptidote N-ncetyicysteine {NAC) a5 easty os.
possible. As a geide 0 treatment of scule ingestion, e prracstamol level cas be ploted against time sines orsl isgestinn on 8 nomegram
Rumack-Matthew). The lnwer toxic lise on the namagram & equivalest o 150 mog/ml a8 4 bours and 37.5 meg/'ml at 12 hours, If seeum level is
above ihe boveer ling, administer the entire course af NAC treatment. Withhold NAL thesapy if the paracetamol level i below the lowes Bioe,

Gastric decoammination with sctivaied chascoal shauld b i just prior i - ing (MAL) to deersase symemic absorptica
if paracetamol ingsstion & keawn or suspected to kave ocourned within a fw hours of iun. Serum laviels should be obiak
immediately if the atient presents 4 houss of more sfier ingestion o assss patential risk of hepataloxicity; paracatnnmal levels drawa less thas 4
hours past-ingestion may be

islasding. To obizin the bast p NAC shoald be a5 soon as possible where impending ar evaling lives injory i
NAC may be d when el preclude oeal admi
Vignrous suppartive terapy is reguired in sevens mboxication. Frocedures to limit the continsing ahsoaption of the drug must be readily
performed since the hepatic injury is dese-dependent and occans carly in the course of intoxication,
4.10 Dirug Ahuase snd Dependence
4.10,1 Controlled Substance
TRAMACET contains trsmadol.
41032 Albvuse

TRAMACET contains tramadol, a substance with a kigh poteatial for abuse similar to otker apioids and tan be abused dnd is aubject o

misiies, addictivn, anid crlminad diversion [see Special Warsings and Precantioas (4.4.11).

* Numbar of males = 62

Incidence at lexst 1%, causal relalionship at beast possible or greatér:

The Follenwing lists ndverss reactions that aconrred with an incidence of al least 1% in single-dess oe repeated-dose elinical wisls of Tramadol
hydrochtorde Paraeetamol

Body 3 a Whole - Aatkenia, Tatigue, hot Hushes

Central and Peripheral Nervous System — Dizziness, beadache, tromor

Gastraistestinal System - Abdomiza] pain, constipasion, diarrhea, dyspepsia, latulence, dry mouth, sueses, vomiliag

Payehisiie Disonders - Anosexio, amxiery, coafusion, esphoria, issomnia, nervousness, somnolence

Skim and Appendaged - Proriug, msh, incressal sweating

Selected Adverse events oocuming at bess than 1%

The fallowing lists clinicalty adverse reagtions thi d with an incid [ less than 1% in tramodu] bydrochlonde pmeetimol
clinical irials.

Endv 21 2 Whole - Clesl pain, rigors, a}mpn,\nmdmm syndlmc

[ Désonfers - aggmvated by

Central asd Peripbem] }‘ervous System - Ataxin, coavulsions, Evpertonia, migraine, aggravased nvigruise, isvoluntiry muscle contractions,
paresthesias, shipor, Vertigo
Gastroiztestinal System — Dysphagia, mebena, tongus edema
Hearing and Vestibular Disorders - Tinmites
Heart fate and Rbythm Disordzrs - Arrhythinis, palpication, schycaniia
Liver and Biliary System - Hepatic function absarmal
Metaholic and Nutritional Disorders — Weight decraase
Pevehiatric Disorders - Amsesis, depersanalization, depression, drug ohuse, emutional lsbility, balluctnation, ipotence, panmlia, stnosmal
thisking
Hed Blood Cell Disorders — Anemia
Respimtary System - Dyvpmea
Urinary System — Albumiseria, mictusigon disorder, oligeria, uinary relention
Visian Disondiers - Abuormal vislan

4.8, Past-murkeling Experience

The fallving adverse reactions have been ideatifad during post approvel we of pendncts. Becau

reporiad voluntarily fram 2 popalation of uncertain size, it is not always possible ta reliably estimate their fraquancy of esmblish & cassal

Sederice Package Ledflet - English

Bndy System Al patients treabed with opinids require careful mesitaring for signs of abuse snd addjctian, since use of opicid analgesic products carries the

bt Ui Tramadol Bydrachloride/Parncetamal (N=142) (%} ot ok ven i Sppeopriube wedial e

iption drag abuse is the inbethanal peutic use of o iption d ven ace, fof its rewaniing ical or

Gustreintestinnl System Disorders physivtogical effeves.

Cansiipation 3 Dirug addiction is 2 chustes af hehavioral, cognitive, and physiological phenaniena that develop afhes tepeased substanee use and includes:

Dian 1 a 3uneg desire o ke g drug, dificaltes in controlling its use, persisting in 18 use despive harmful, oe potentialty harmll, cossequences, a kigher

priodity gives (o drug mse thas o ather activities and obligations, increased fulsrance, and somelimes a physical withdrawal.
Nausza 2 “Dirag sesking” hehaviar s very in pecsons with ssombers, Delg soeking teties inelue emengeney ealls ar visits sear
Dry Mouth 2 e end of 1efuss] ta underg testing or referral, repeated “Joss” of prescriptions, tanpiring Wil
presriptions, and reluctanes w provi medical recoeds o7 contact ian for ather meating phy “Doclor shopping™ (visiting

Peyehiatrle Disarders maltiple prescribars) ta obiain quldllloul prescaiptions i common ameng drog abesers and peopbe suffering from entreatzd addiction.

Somaalence & Preccupation with achicving adequase pain ralicf cxa be appmpriste behavior in a pati=at with poos pain costrol

Anorexia 1 Abese and adducnnum sepanate and distinet [roni physieal depesdence ani toletance, Health wders shauld be sware i

K may not be by talerance and symp F pyazal d I all addiets. In sddition, abese of opivkds can cocur in the

Hapmile + ahsence of true sddistion,
Ceatrul & Peripheral Nervous System TRAMACET, fike other opicids, can be divected [br nan-medical use into {llict chanseds of diswibation. Carsfil record-keeping of prescribing

Bierrtnens 4 {alisrmation, inctuding quantity, Frequency, azd renewal requests, as requined by stute and federal law, is siromgly advised,

Praper sssesament of the patient, proper prasoribing practices, periodic ne-ovalstion of therapy, and proper dispensing and stoeags are

Skin and Appenduges appropriste messures that Bedp ta [imit abuse of apioid drugs.

Sweating Increased 4 Hisks Soceifls o Abues of TRAMACET _ o )

A 5 TRAMACET i fir oral uss only, Abuse of TRAMACET poses a risk of ovenlose and death, The risk is increased with coacement abuse of

bk . TRAMACET with aleshal and atber central

Repraductive Disorders, Male® Parenteral drug abiss {2 conmealy dssociated wuh lnusmlsalo. of infectious diseases such as hepatitis and HIV.
B 4,103 Dependence
Fenaiile Distanar 2 ‘Both tolerance and physival dependance can devalop during chranie opioid (berapy. Toberance i the need for inereasing doses of apioids to

mzintin o defined effect such 23 analgesia (in 15e absence of deicase peogresston of other extemal factoes). Todimnees msay occur in hoth the desined
and undesired effects of drugs, end may develop ol dillerent rates for differcat offeets,

Physical dependance & o physsological state in which the body adapts 1o the drsg after o period of regular sxposare, resulting in withdrawal
symptoms afier abrupe discontinuation or 2 significant dasage mdunmm nd'n dnlr i alsa may b et 1) Ihtlulgh the sl i
of dmgs with opicid antagonist activity (e.g., maluxone, I
nalbughine}, or partial sgowisss (e.0-, bupresarphine]. Physival d.epmigm:u may nol oot do a clmically sug-lﬂmmcgm umt] after several days
weeks of confinued opicid usage.

Do st abeupily diseontinee TRAMACET in & petizat physically dependent on opicids. Rapid tapering of TRAMACET in a patient physically
dependant on apiodds may lesd 1 serious withdemwal synsproms, uncontrolled pais and suicide

Rapid discostinuatian has also heen associated with sitempes ta fisd other sources of opicid analgesics, which may be confused with
rug-sacking fi abuse,

When discoatinuing opiosds, gradually teper the dosage using a putient-specific plan that coasiders the following: the dose of the opinid the
patient has beem taking, the duration of teatment, and the physbcal and pevebological anributes of de patient, To inprove the likelibood of 2
sucesssfl tnper and minimis: withdrawal symploms, it fs important that the opsoid mpesisg schedule & sgreed upan by the patient. [n patiens
taking opioids for 2 Tong deratios a1 high Soses, ensere that a multimodal approsch o pain management, including mental health suppart (if
weudad), i5 in place priar 1o initiating an opioid analgesic mper [see Posalogy and Maothod of Administrtion (4.2.5), Special Warsings and
Precawtions {4.4.19)].

Infasts hom do methers physically dependest oa apiaids will ko be physically dependent and may exhibit respiratory HeGieulties asd
witkdrawal signs [see Pregnancy (4.6.1)]

5. Phnrmuacslogicnl properties

The foilowing information & based va studizs of mamadal akone or paracetamod alone, except where otherwise noted:

Meschunism ol Action

TRAMACET contains tramadal, an opickd agrais: snd inhibitor of norepinephsine 2nd serctozin re-uptake, and pamcetamal. Altbough the
mode of zciion of tmmads] i nol compieiely undessiocd, the anakgesio effect of madal is befieved t0 be due o both binding to p-opioid recepiors
and weak inhibition of rouptakie of norspinephrine and seromnin,

Opiaid activity of tramsadol 18 dug 10 both low affinity binding of the pasent compoand and higher affinity binding of the O-denvethylzied
metabalite M1 o p-opiid reptors. In animal medets, M1 & up 106 tmes mose patent tan tramadol in producing enalgesis and 200 Smes mare
patent in p-opicid binding. Tramadod-induced analgesia is ouly partially antagosized by the opiane anixponiet nalione b several ankmal 123,
The relative coptribution of bats iramadal asd M1 to human analpesia i dependeat upon the plisma concentrations of cach compound
|5&= Phasmacakinetic Properties (5.2]].

Tramodal has basn shows 1o inkibit reuptake of sorepinephring and seredonin én vitre, a8 havie some albes oplowd analgssies, These

mgehanisms may contribatz independeatly to the averal] analgssic profike of tmmadol. 1 3 1 3 2 Pg




Lol

LN TN IUE
210 mm

Parseetamid 18 4 non-opiaid, nea-mlicylsl: analgesiv, The sit and mechasism for the anslgesic effect of parscetzmod has not been determined
but i ghaught o primarily invalve eentral actions

5,1 Phurmacodyaumic Froperdies

Tramadol prodices respiratory depressian by direct action oa brain stem nespiratiey ceaters, The respinatary depression isvolves o reduction in
the resposivensss of the brain stem respirtary centers 1o bath increases is carban dioxide easion and electrical stimulation,

Tramedol canses miosis, eves in fotal darkness, Plapoint pugils sre o sign of apiaid averdose but are not pathognomoanis (2.4, poatis: lesions
of hemorkagie o kchemic arigizs may produce similar fndizgsl, Marked mydriass rather than micsis may be seen due 1o hypaxia in overdase
silulions.

Tramaided causes a reduction in matility associanal with an increase in smonth mascle one is (e astrum of the stomach sl duodenum.
Digssticn of food in the small intestine is delayed asd propulsive i d 4 Propulsive peristallic weves in the calon are decreased,
wiile wae muy be increaseld 1o the point of spesm resulfing i constipation. Dther opivid-isduced effects may include a reduction in Biliary asd
jpancreatio secretions, spasm of spkincter of Oddi, and transhent elevations in serum amylase.

Effests oo the Condiovascalar System.

Tramadol produces peripheral visedilatios whick may resull is urihodtatic hypotensivn or syncope. Manifestations of histamise release asdior
peripbeml \umtlahu- may isctude prerins, flashing, red eyes, sweating, end or oetbastatic bypotension, The effect of oral ramadol oa the TcF
interval d double-blind, d, four-way crassaver, placebor and positive- (moxiflonacing contralbed sudy in 68 adalt male
and lensate healthy subjects. At o 600 mg/day dose { 1.5-fobd the maximum fmmediais-selease daily dese), the sudy demnnsirated no significant
effect on the TeF nterval.

Effecs on the Endverioe Sysier

Opinids inhibit the secretivs of adrencearticutrapic bormane (ACTH), eoetisal, and weinizing hoemane (LH} in Sumans [see Special
Warnings and Precautions (44,11}, Undesirable effects (4.8.21]. They alsa stimulate prolactin, growth hemmage (GH) seeretion, and pancreasc
sestelicn ol inselin and plucagon.

Chromic use of opicids may influemce the hypothelansie-pititary-ganadal axis, leading ta androgen deficiency that neay manifest as low libida,
\mpatenes, erectile dysfunction, amenosthea, or infertility. The castal robe of uganids n the clinical syndsome of hypoganadism i3 unknown becaliie
tha variois medical, physical, lifestyle, and psychological stressers that may influssce gonadal hommone kevels have nes been adeguately controlled
Far in stuilies conducted W date [s0a Undesiralie «ffects (4.8.2)]

Effzcis on the Immune System
Opinads have been shown to have a vanety of effects an companants of (e instiuse System in v vire and animal models. The clnical
sigzificance of Bess fndiags & unknown, Cverall, the efteces of apiaids app i

“The minimwm e feotive anlgesio concentration will vary widsly amang patients, éspecially smong patienss who have beea previously teabad
with pobeat opicad aganists, The minimum effective analgesic concentration of mamadol for sny miividual patient may increase over fime due to an
increass in guin, the . 4 new paln sy dar the Fasalgesic b fuee Posalogy and Method of
Admsinistration (4.2.13

& Ad Heastion B

There it 2 nelatiomship betwesn lnereasing tramadol plasma concentration and increasiag Irequency of doserelasd asuand Adverse mnnnn-
swech a5 pamsen, vomiting, UNS effects, and respicstory depression. [n opioid-inkerant patients, the situation may ba alwenal by th

trmmadal were apprcximately 20% higher in “poor memholizers” versus “axtensive metabolizers,” while M1 concentmations were 40% lower,

CYPID6 lahibitors
I vitro drug mberaction studies i heman liver micresomes indicate that inhibitors n(LYI"‘_DGlﬂUmIIﬂ. warfluoxetive, amitriptyfing, and

quinidine] inhibit the metsbolism of trmmaidal 1o suggestieg ids could result in
[ dol £ & ! ons of M1, The full p impact of these alterations in terms of either
efficacy ar safaly is wnknown,

rinidine

Transadal is metmbolized to ML by CYPIDG. A study wus coniucted b examine fhe effect of yuinidine, asélelive nkibitor “fCﬂ”Dﬁ.
the ineties of ramadol by admi iling twa hours before the admini of o relesse
tahilet, The results demussteated that the exposare nflnmnhl increased 50-60% and the exposure of M1 de!:l!ued | S0-60%. I vitro drug
interaction studies in human [iver microsomes indicste that amadol has no eff: quinidize | Special Wamings and
(4.45) and Intéractiom with cther medicinal products and othee forms of in temotans (4.51].

Cimetidize

(Comcamitant administsation of ramadal and cimetidine does not resalt in elinically sgnifl hanges in rmmadal i

Therefore, v alteration af lhe TRAMACET dosege regimen is recommended.

C¥FIA4 lnhibitors and Inducers

Tramoded fs metabalized by CYFIAL, Administration of CYPIAL inhibitoes, such a5 keteconazale and eryhmmycin, or CYPIAD indecers,
such s rifampin and $1 John's Woet, with unmsdol may affect the memholism of framadol leading 0 altered tramadnl expesure [see Special
Wtnings anl Preceutions (4.4.2 and 4.4.5) asd Inseractions with ether medicinad products and other forms of isteractions (4.51]

Carbamaneping

Carbamazepine, o CYF3A4 inducer, incresses tramadol Paents taking
effect of tramadal. Coacomilant sdminstrtion of ramadol asd carhamazepine is not necommended.

Potential for Tramadod to Affect Otter Drugs

I vitro stedics indicase that mamadal s usliksly to inkibit te CYPIA4-medaned mewbedisn of other drugs when mmadol is adminisieed
concomiszntly at therapeutss doses, Tramabol docs sat appear fo indsce its awn metabolism in humass, since sbserved maximal plasma
eoncentmiions afier multiple oral dases are higher tan expected bised on single dose data.

may bave 250 seduced snslgesic

53 Preclinical Safety Dats
5310 Inspaals 'l-‘erﬂ.l.li;l
There are no azimal or boratory studies o the combé and t i i is, or

imgpuirment of fenitity, Dat on the individual companints are dcmm«i bretawy.

Crimnigezsis

A slight but statistically sign‘l]ennunumse in fwo commoa murine tmors, pulmoenary asd hegasie, was abserved in an WM mouse
carcinogenicity study, particularly in aged mice. Mive wers dosed orally up i M0 mg/kg in the drinking water (0.5 s the maximum
recommended daily human dosage nr\m.}m: for approsimalely two yeas, although the study was not done with the Maximsm Tolerated Doze,
This Fnding is mot belivid g & in humass. Mo evid 1 dedry was moted in a mt 2-year corcincgenicity study lesting osal
dazes of up in 10 mg'kg i= the drinking watée (1 times the MRHDL

Laong-4erm studies in mice and s have been complened by the National Toxieology Brogram to evaluate the sarcinogents poteatial of

eleranee o apioid-related adverse reactions [ses Passlogy and Matbod of Adminisiation (4.2.1, 4.2.3)] i
5.2 Pharmacokinetic Froperties
Tramatol is administored 2% o racemate and both e [-] asd [+] farms af both tramadol and M1 ans detectal in the dlreslaion,

Absorption
Thc absolutc bionvailability of tramadol fram TRAMACET tablats has not been desernibned, Tramaded has o mean obsalute Bozvailabilzty of
T5% follawizg i f a single 100 mg oral dase nﬂJ'LTR.AMInhIeN. The mean peak phsﬂlﬂ concestration of meemic
tramadol and M1 afler allml!uhhnn af twa TRAMACET wblets occurs at two and three hours, post-doge,
The phermacokinetics of plasma tumadol and I f oae TRAMACET tablet are shawn in Table 3,
Tramadol has a shower absorption asd longer half-life whes compared to punummul.

Table 3; Summary of Mean {5D) Pharmacolduetic Paranseters of the (+)-and () T ML and P 1]
Fellawing A Single Oral Dose O One TramodolParacetamol Combination Tablet (375 mp325 mg) in Volunteers

L In Zeyear feding studies, F344N rats and BECIFL mice were [ a diét costaining paracetizmal up lo 6000 ppus. Femals tats

41 1 evidenes of carcs e activisy based o increased incidences of moncaselear cell leukemia ut 1.2 times the maximum
huenan daily dase (NHDED) of 2.6 grame'day, based oo s body sarface ares consparison. ln contrasi, thers was no evidense of carcinagenio activity
in male sate (1,1 times) or mice (1.9-2.2 times the MHDD, based o a body sarface area comparisanl.

Mlslaganasis

Tramadal was matagenic in the presence of metbalic activatica in the mauss lymphoma assey, Tramadol was not mtagenic in the Iy vitre
bacterlal reverse muztion assay using Satmonetia and £ coli (Ames), the mouse lymphoma assay i the absence of metabolic activatios, the
in vitro chromosomal abermton assay, or the i vive micronuckems assay o bose marrow,

Paracetamal was not mulageaic s the bacterial reverse mutatica essay {Ames isith In contrast, passcsiamol tesied pesitive for indection of
sister chenmatid exchanges sd chromesomal aberratlons In ér vire sssays using Chinese hamster ovary eells. In the published Hterature,
parscetamed lns bees reported 1o be clastogenic when admisistened & dose of 1500 mg/kg/day to the mt model (3.6-tines e MHDD, based on
& body surface ars cumparison). [n coatrast, s clasiogenicity was noted al @ osg of 750 mp/kp/dey (2.8~ fimes the MHDD, based oo 2 body
sarface area comparizan), supgesting a theeshold effect,

Lepalement of Ferility

For pasaestamal, C,_,, wes measured as megiml,

A single-dose pharmocokisetic sudy of TRAMACET ia volunieers showed no drag interactions between samedel end peracetamal.

Upan multiple oral dosing to suady state, however, fhe hicavailabiliy of srameded and metabalite M1 was lower for the combisation mblets
compared o trmadal adninistered alone. The decress in ALC was 14% for {+Framadod, |0:4% for (-amadal, 11.9% for (+)-MI, and 23.2%
Bt £=3-M L, The cause of this reduced bioavailahiliey is not clear.

Peak phasma concentrations of pameetamnl accer within oze hous and are 2ol alfecsed by co-adminisiration with tamadol. Follawing single-
or mufiple-doss sdminisration of TRAMACET, oo sipaificant changs in parzcetamel pharmacakinetics was shssrved when compared t
pamcemel given alone

When TRAMACET was admisisserad with food, the time 1o peak glasma was delaved For app 3 35 minuses far
tramadol and almost ane bour for prracelamol. Howevar, peak plasma eoacenirations, and the extens of absorpticn, of tamado] and paracetaml
wet nol afféesad, The clinical signifieance of this difference is unknows.

Disiribylion

T volume of distribution of tramadal was 2.6 and 2.9 L'kg in male and female sabjects, respectively, followmg a B4 g intravenous doge.
The bading of tremadol o bumas plasma proeins i i a0t asid Mnd-mn s 1o be independunt ol wp
L0 meg/mL. Sararation of plasma peetzin hinding 1y ligically relevans range.

Paracetsmal appears 1o ba widely distrituned Ihmn]houtmestbndr!mugs except Eat, s apparent voluise of distributica is about 019 Lkg.
A relutive smal| portion (~20%) of pasacetamul is boumd ta plasie proncis.

[Elmuinaton

Tramudol i alimsisasd primarily throngh metabaolism by the liver and the metabolites are <lmisaied primarily by the kidneys. The mean [51)
apparsat tatal clearasce of tmmsadol after a single 37.5 g dose is 388 (226) mL/min for the (<] lsnmerznd TI6 (2441 mLimin for the (-} omer.
The plasma elimisation kalf-fives of meemic tramadol and M1 an: i S-fiand T bouss, aber administration of
TRAMACET, The apparent plasma elimination half-life of racemic mansadal ineosasad 1o 75 bouss spos multiphe dosing of TRAMACET.

The half-lile of parscstamod is about 2 103 howrs in adelts, [t is somevehal sharter in children and somewhat longes in seonates and i cirthotic

atieats. Parmcetamal is sliminated fram the body primarity by inn af ide and sulfase conjugates in a dose dependent manser.
Mabolism
Fuolkawing oral tstration, wamedol i v 2 number of pathways, tecluding CYP206 and CYP3AL, m well o by

cnsjugation of parent and metabolives, The major metsholic pathvys appear 1o be N- aad O-demeriylation asd Pucussidation or sulfation in the
liver. Mesabolite M1 {O-desmethyltmmadal} is pharmacelogically setive in snimal models, Formation of MU is dependent on CYP2D6 asd us such
it sshject o |ahibitien, which mey affect the thempeusic respans: [see Intemction with ot medicinal prodecs und atber farms of inleractions
s
Appmeun-nelr 7 of the populatian has mduwd .cmuy onhe CYP206 isoeazyme of oytockmome P45 These individels ars “poor
o of anyong other dregs. Hased nnlpﬂp!'l!lmn qud]sisurnucl

studies in healthy sul;mms4 coneentmibons o(lu.mudni w\:u appeaximately 20% igher in “poat " versus e
while M| concentrations were 40% lower, fir vitre drug inssmetion stuiss in heman fiver microsanves isdicats that inhibitoes of CYP206 such as
[uoxetine and its metmbalite norfluaxetine, amitriptyline, and quinidine Bhibit th holism of ramadal t various degreds. The full
pharmacalogical impact of these alierstions in terms of either eficacy or safety i unknown,

Paracetsmod is primarily metabulized in the Bver by first-onder kinssics and involves taree principal scpasate pathways:

a} coajugation with gincoranide;

b conjugntion with sulfare; asd

b oxidation via the evlochiome, Fasl-dépendent, mixed-function oxidee enzyme pa&way 5] Bamn reacsve intermediale metnbolite, which
conjugatss with glutathione and is than fusther halized va firm cysteine 2nd pates, The principal P30
mosnzyme involved sppears to be CYP2E], with CYPLAZ and CYF3A4 as sdditions] pathways,

Tn adults, the majority of paracetamal is conjugated with plucuranic acid and, 1o a lesser exteat, witk sulfue. These glacamnide-, sulfuie:, and
giutathione-derived metabalites lack biologic setivity, [n premater infants, newbarns, and young infans, the salfaic conjugate predominates.

Exestion

Appraxinately 2% of the tamedod dose is excreted in the urine as anchanged drug, wheesss 60% of the dose is excreled os metabolits,
Less than 9% of paraostamod is exereted uschanged in the wrine.

Special Popalations

Hepatic Impaimment

Pharmacekinetics of mamadol wis studied in patients with mild or modérane bepatic impairmeat ofter peosivizg multiple doses of tramadal
extended-reboase 100 my The espesure of {+Fand (-1 ramado! was similar iz mild 22d moderate bepatlc impairment patiens iz comparison Lo
patients with armal hepatic funtion. However, expesurs of (+F s (=11 decreased ~50% with incoozsed severity of the hepatic impaimest
{inm normal oo mild I'I.d lmdemel.Tb: € tramadol afier d inistratian of ramadal d b ot bezn studied
in patiemis with ssvens hep Afier af tramadal [ mblets to patients with advimced cirboss of the
liver, ramadol are undér the plasma concentration fime curve was larger and the Iramadol and M1 hall-lives wers longer thas subjects with normial
hepasie functice [see Hepatic mpairmeal (4.2.8)].

Henal Impairmest

Impaired semal funstion results in @ decrensed mate asd extent of exeretion of trantadol and i aetive mtabolite, M1. The pharmavekinetivs ol
\ramedo! were studied in patients with mild o moderase resal impairment after receiving multipls dosas of ramadal extended-release 100 mg-
There is no consistent rend observed for ramedol sxposuse related to renal Fanction in patients with mild (CLer: S0-80 ml/min} or moderate
{C'Ler: 3050 mL-min) renal impairment in comparisos o patrents with normal senal Renetion. However, exposare of M1 increased 20-40 with
increasad severity of the real impalrment {from nermal b mild and medembe). tramedul sstendad-release has wat been studied iz patizats with
severs reqal impairment{Cler < 30 mL/min), The 021l amount of ramadol and M1 removed during a 4 hour dialysis period is less thas 7% of the
sdministered dose [see Posology and Methed of . (4.2.4), Renal A9

Cheriatric Fopulation

A pepulation prermacokinelic asalysis of dacs obtained from a climical trial i patients with cheenic pain treated with TRAMACET, wh.;h

Iscludad 45 patients between 65 and 75 yeurs of ags and 19 patients over 75 years of age, showed no significant changes in the
tmadu] and parscstamal in elderdy patiens with nornal renal asd hepate fanction [see Geriatric Use (4.2.7)]
Sex.

Tramadal chearnos was 2% higher I female suhjects compared to mabes om four Phase | studies of TRAMACET in 50 male and 34 fensale
healthy subjects.

Poor ! Exrensive Metnbolizers, CYPIDE

The formnution of the sstive metahalite, M1, is mediated va‘Y'P"Dﬁ Apmmnuiy Teofthe mul-mn- has reduwoad mwm'u(&c{NFZDG
B P50, These individuals ars “poor and tricyeli
among uher dngs Based e 2 popnlation FK analysis of Phase | shufies vnll immediate—relense tablets in healthy subjects, conesntmtions of

_géquence Package Leaflet - English

Parameter® (+)-Tramadal {--Tramadal (431 (431 purncetamol
C_lmgmil) 643 (93} 555 (B.L) 109 (37 128 (43 42 (03 !
Lt 18 (0 18 (T 1 12 (07 09 (0.7
CLF {mLimin} 8% (226) 736 (244) - - 365 (84
1,8 S AL a7 (1 TE (30 62 (18 15 (06

fertiliy were ohserved for tramadal at aral dose Levels up (o 50 mp/kg in male rats and 75 my/ky in female s, Thess dasages
are |6 and 2.4 Emes the MEHD [see Females and Males of Reprodective Potential {4.639]
I studies of parcetamol canducied by e Nations| Toxieology Pmmm, fertifity massments kave been sompleted n Swiss mice vin n
ing wp to 1.7 nmu uu MHDD urpmpsumul bused on
s, e it

conlizious beeeding study. There wese no <Mects on el p les
a2 bady surface area conrparizon, Although there was no gﬂeﬂnnspcm motlity of speem demsity in
in the perceatnge nf absarmal sparm ix mivs consaming 1,7 fimss the MHDD (based an a body sirfaes area eomrlwiwmd ther= way s palustion
it the nusmber of mating pairs producizg @ G4 lilter 1 this dose, suggsting the potential for v tosdeaty with ehrone adn of
pameatamal séar the ugper limit of daily dosing.
‘Puhblished studies in sodests report that ol paraceramod meatment of mabe animls at doses toat wre 1,3 finses the MHIDD and grenter (hased oo
4 body surfoce area comparison ] rasull in devreased testicular weights, reduced spermatogesesis, reduved feriility, snd reduced implastation sites in
lemales glven the sume doses. These effects appear to inerease with the duration of treatment. The clinical si of these findings is nar
known,
5.4 Clinical Studies
54,1 Single-Dose Studies for Treatment of Acute Pain
[n single-dose sdies in aoute pain, tw tablets of TRAMACET adminstesed %0 patients with pain following oral swrgical procediine provided
preatar relil Ban placebo or gither of the individual campanens gives at the same dose, The onzst of pain relief afler TRAMACET was Faiter than

incrense

tramadal abone. Onset af analpesia cecurnsd in les thas ose hour, The darafion of pais redief aflee TRAMACET was longer thaa paracetamol 2loae.

Asabgesiu was generally comparable i (3al of the comparator, huprofen.
. Pharmaceutical partienlsrs
6.1 List of excipienss
- Carn starck
- Micracrystalline cellubose
- Pregelatinizad starck
= Sodium such glyeolate
= Magnesium stearzie
= Purified walar
- Opadry™ Yalbow
6.2 Incomputibilities
Hot applicable
6.3 Shelr lile
2 years
.4 Special precuistinns far storuge
Store below 30T
6.5 Nature and contents of container
TRAMACET & contained in hlister pack {Alumisiem-PYC) of 10 lbless inta paper box of 3 packs
7. Marketing autherization holder
Mansfactured by ; POND CHEMICAL COMPANY LIMITED
118 Mo 4, Bussgknmproi,
Lam Luk Ka, Patkumihani (2130
Distributed by : MASA LAB COMPANY LIMITED
Bangkok 10150, Thailand
Tel. (662) ¥71-6259 E-mail address : infol@nasabab.com
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SUMMARY OF PRODUCT CHARACTERISTIC

1. Name of the medicinal product
TRAMACET
2. Qualitative and quantitative declaration
Each tablet contains paracetamol 325 mg. and tremadol hydrochloride 37.5 mg
3. Pharmaceutical form
Oblong, biconvex, yellow f[lm coated tablet with plain on both side,
4. Clinical particulars
4.1 Therapeutic indications
TRAMACET tablets are indicared for management af scute pain severe enough Lo require an opioid analgesic and for which alternative
treatments are inadequate.
Limitations of Use TRAMACET tablets are indicated Tor short-term use of five days or less,
Because of the risks of addiction, abuse, and misuse with opioids, cven at recommended doses [see Special Wamnings and Precautions (4.4.1 il
reserve TRAMACET [or use in patients for whom alternative treatment options [e.g., non-opioid analgesics]:
» Have not been tol d, or are not exp to be |
» Have not provided adi or are not
4.2 Posology and method of administration
4.2.1 Impaortant Dosage and Administration Instructions
« TRAMACET is not approved for use for more than 5 days.

d to provide ad ]

- Do not exceed the recommended dose of TRAMACET. Do not co-administer TRAMACET with other dol or p 1 g
products [see Special Warnings and Precautions (4.4.181].
+ Use the lowest effective dosege for the shortest duration i with individual patient goals [see Special Wamings and

Precautions (4.4.1)].
« Initiate the dosing regimen for each patient individually, taking mto account the patient’s severity of pain, patient respanse, prior analgesic
treatment experience, and risk factors for addu;unm abuse, und misuse [see Special Warnings and Precautions (4.4.11].
+ Monitor patients ¢losely [or i dep m, jally within the [irst 24-72 hours of initiating therapy and [ollowing dosage increases
with TRAMACET and adjust the dosag: ly [see Special ings and | ions (4.4.2)]
4.2.2 Patient Access to Naloxone for the Emergeney Treatment of Opioid Overdose
Discuss the availability of naloxene for the of opioid dose with the patient and caregiver and assess the potential need
for aceess to naloxone, both when initiating and renewing treaiment with TRAMACET [see Special Warnings and Precautions (4.4.2), Patient
Counseling Information (7)],
ln!'orm patients and caregivers about the variows wiys (o oblain naloxone as permitted by individual state naloxone dispensing and preseribing
or guidelines (e.g., by p iption, directly from a pharmacist, or as part of a community-based program).
Cnnslder prescribing naloxone, based on the patient’s risk factors for averdose, such as concomitant use of CNS depressants, a history of opioid
use disorder, or prior opioid overdose. However, the presence of risk factors for overdose should not prevent the proper management of pain in
any given patient [see Special Warnings and Precautions (4.4.1, 4.4, 2 4.4, T}J’

of administration (4,2.2), Special Warnings and Precautions (4.4.2)].

Opioids are sought by drug abusers and people with addiction disorders and are subject Lo eriminal diversion. Consider these risks when
preseribing or dispensing TRAMACET. Strategies to reduce these risks include prescribing the drug in the smallest appropriate quentity and
advising the patient on the proper disposal 01' unused drug [see Patient Counseling Information (7)), Contact local state professional licensing
board or state controlled sub I for inf ion on how to prevent and detect abuse or diversion of this produet,

442 Lil‘&Thremenlng Respiratory Depression

Serious, il ing, or fatal i y dep has been reporied with the use of opioids, even when used as recommended,
Respiratory o ion 1I'no| diately gnized and treated, miy lead 1o respiratory arrest and death. h of y dep
may include c]o&c observation, supportive measures, and use of opioid antagonists, depending on the patient”s clinical status {see Overdose (4.9)].
Carbon divxide (CO,) retention from opioid-induced respiratory depression can exacerbate the sedating effects of opioids.

While serious, life ing, or fatul resp v der can oceur at any time during the use OFTRAMACET the risk is greatest during
the initiation of therapy or lollowing & dosage increase. Monitor patients elosely for respi ¥ dep A1y within the first 24-72 hours of
initiating therapy with and following dosage increases of TRAMACET,

“T'o reduce the risk of respiratory depression, proper dosing and titration of TRAMACET are essential [see Posology and Method of
Ads ion (4.2}). Owver the TRAMACET dasage when converting patients from another opivid product can result in a fatal overdose
with the first dose.

Accidental ingestion of even one dose of TRAMACET, especially by children, can result in respiratory depression and death due to
an overdose of ramadol.

Educate patients and caregivers on how o i i ry dep
a known or suspected overdose [see Patient Counseling Inl’nrmauon (71,

Oipioids can cuuse sleep-refated breathing disorders including ventral sleep apnea (CSA) and sleep-related hyp Opigid use i
the risk of CSA in a dose-dependent fashion. In patients who present with CSA, consider decreasing the opioid dosage using best practices [or
apinid taper [see Posology and Method Administration (4.2.5)].

Putient Access 1o Nal for the E T of Opioid Overdose

Discuss the availability of naloxone [or the emergency treatment of opiofd overdose with the patienl and caregiver and assess the potential nead
for access to naloxone, both when mmalmg and renewing Imlment with TRAMACET. Inform patients and caregivers about the various ways o

and getting B medical help right away in the event of

abiain s p | by individual state nal p g ind preseribing requirements or guidelines (c 2. by prcsmphon directly from
a pharmacist, or as part of 2 community-based program), Educate ]'.hlll:nls and caregi on how to D T on and getting
emergency medical help, even if naloxone is administered [see Patient Counseling Information {731,

Cansider prescribing naloxone, based on the patient's risk factors for L such as use of CNS depi a history of

opinid use disorder, or prier opioid overdose. However, the presence of isk factors for overdose should not prevent the proper management of pain
in iny given patient, Also consider preseribing naloxone if the patient has household members (including children) or other close contacts at risk for
accidental exposure or pverdose, Ifnaloxone is prescribed, educate patients and caregivers on how to treat with naloxone. [see Special Warnings
and Precautions (4.4.1, 4.4.7), Patient Counseling Information (7)].

4.4.3 Ultra-| Ilapld anhoilsm of Tramadol and Other Risk Factors for Life-threatening Respiratory Depression in Children
b and death have oceurred in children who received iramadol, Tramadal and codeine are subject to

l.m.

Consider preseribing naloxone il the patient has h 1 {i fing children) or other close contscts at risk for accidental exp
4.2.3 Initial Dosage
The initial dese of TRAMACET is 2 tablets every 4 to 6 hours as needed for pain relief up to o maximum ol # (blets per day.
4.2.4 Dosage Modification in Patients with Renal Impairment
In patients with creatinine clearances of less than 30 mL/min, do not exceed 2 tablets every 12 hours,
4.2.5 Safe Reduction or Discontinuation of TRAMACET
Do not abruptly discontinue TRAMACET in patients who may be physically dependent on opioids. Rapid di of upioid analg
in patients who are physically dependent on opioids has resulted in serious withdrawal symploms, uncontrelled pain, and suicide. Rapid
discontinuation has also been associated with altempis Lo find other sources of opioid analgesies, which may be confused with drug-seeking for
abuse. Patients may also atlempt 1o treal their pain or withdrawal symptoms with illicit opicids, such as heroin, and other substances.
When a decision has been made 1o decrease the dose or discontinue therapy in an opioid-dependent patient taking TRAMACET, there are
a varicty of factors that should be considered, mr.ludmg the dose of TRAMACET the patient has been taking, the duration of reatment, the type of
pain being treated, and the physical and p | 1 attrik of the patient. [t is important Lo ensure ongoing care of the patient and (o agree
on in appropriate tapering schedule and follow-up plan 50 that patient and provider goals and expectations are elear and realistic. When opioid
analgesics are being discontinued due to a suspected substance use disonder, evaluate and treat the patient, or reler for evaluation and weaiment of
the substance use disorder. Treatment should include evid based approaches, such as medi assisted of opiaid use disorder.
Complex patients with comorbid pain and substance use disorders may benefit [rom referral to a specialist
There are no standard opicid tepering schedules that are suitable for all patients. Good clinical practice dictutes a patient-specific plan (o tuper
the dose of the opivid gradually. For patients on opicids who are physically opioid-dependent, initiate the taper by a small enough increment
(.2, no greater than 10% 1o 25% of the total daily dose) to avoid withdrawal symptoms, and use a gradual downward taper. Patients who have
been taking opioids for briefer periods of time may tolerate & more rapid @aper.
1t miy be necessary 1o provide the patient with lower dosage hs to plish & | tuper, R the patient frequently 1o
manage pain and withdrawal symptoms, should they emerge. Common withdrawal symptoms include restlessness, lacrimation, rhinomheas,
yawning, perspiration, chl[!s. myalgia, and mydnasns Other signs and symploms also may develop, including irritability, anxiety, backache, joint
pain, i bdominal eramps, nausea, i g, diarrhea, or increased blood pressure, respiratlory rate, or heart rate. 1f
wilthdrawal sympmm-. arise, it may be necessary to pause the taper fora pcnud of time or raise the dose of the opioid analgesic w the previous
dose, and then proceed with a slower taper. In addition, monitor patients {or any changes in mood, emergence of suicidal thoughts, or use of other
substances,
When managing patients taking opioid analgemcs particularly Ihasc wha have been treated for a long duration sndéor with high doses for
chronic pain, ensure that a multimodal approach o pain fing mental health support (if needed), is in place prior to initiating
an opioid analgesic taper. A mullimodal approach to pain management mary optimize the treatment of chronic pain, a5 well as assist with the
successful tapering of the opicid analgesic [see Special Wamnings and Precautions (4.4.19), Drug Abusc and Dependence (4.10.3)]
4.2.6 Pediatric Use
The salety and effectiveness of TRAMACET in pediatric patients have not been cstablished. Life-h i pi v depression and death
have oceurred in children wha received tramadol [see Special Warnings and Precautions (4.4.3)], In some of the reporied cases, these events
followed i and/or adenoid . and one of the children had evidence of being an ultra-rapid metabolizer of tramadol {i.e., multiple
copies of the gene for cytochrome P450 isoenzyme 2D6). Children with sleep apnea may be particularly itive to the respiratory dep
effeets of ramadaol.

Y

in hased. upon CY P20 genotype (described below), which can lead to § 1 10 an active bolite. Based
upon posi-marketing reports with tramadol or with codeine, children younger than 12 years of age miy be more susceptible 1o the Tespiratory
depressant ellects of tramadol. Furthermore, children with obstructive sleep apnea who are treated with opioids for post-tonsillectomy andfor

y pain may be p larly sensitive to their respiratory depressant elfect. Because of the risk of life-t g respiratory d

and death:
« TRAMACET is contraindicated for all children younger than 12 years of age [see Contraindications (4.3)]
- TRAMACET is contraindicated for postoperative management in pediatric patients younger than 18 years of age following tonsillectomy andfor
id [see O indications {4.3)].
« Avaid the use of TRAMACET in adolescents 12 10 |8 years of age who have other risk factors thal may increase lheu sensitivity to the
respiralory depressant effects of tramadol unless the benefits cutweigh the risks, Risk factors include e d with hyp

such as postoperalive status, obstrctive ‘.]ecp apnea, obesity, severe p y disease, lar disease, and concomitant use ol other
ications that cause respi y d
- As with adulls, when preseribing npmnis for adol healtk providers should choose the lowest effective dose for the shortest period of

{ime and inform patients and caregivers about these risks and the signs of opivid overdose [see Pediatric Use (4.2.6), Overdose (4.9)].

Tramadal is subject to the same polymorphic metabolism as codeine, with ultra-rapid metabolizers of CYPID6 substrates being potentially
exposed 1o life-1} g levels of O-d fol (M1). At least one death was reported in a nursing infant who was exposed to high levels
al morphine in breast milk beeause the mother was an ultra-rapid metsbolizer ofw\leine A baby nursing from an ultra-repid metabolizer mother
tuaking TRAMACET could potentially be exposed o high levels of M1, and experience 1if respiratory depression. For this reason,
breastfeeding is not recommended during treatment with TRAMACET [see Lactation {4.6.2)].

Some individuals may be ultra-rapid metabolizers because of  specific CYP2D6 genotype (gene duplications denoted as *1/* IxN or
*1/*2xN). The prevalence of this CYP2D6 phenotype varies widely and has been estimated at | to 10% for Whites (European, North American), 3
1o 4% for Blacks [Alrican Americans), | to 2% for East Asians (Chinese, Japanese, Korean), and may be greater than 10% in certain racialfethnic
groups (i.e., Oceanian, Northern A frican, Middle Eastern, Ashkenazi Jews, Puerio Rican), These individuals convert tramadol into its active
metabalite, O-desmethyliramadol {(M1), more rapidly and completely than ather people. This rapid conversion results in higher than expeclcd serum
M1 levels. Even at labeled dosage regimens, individuals who are ultra-rapid lizers may have life-tt ing or fatal respi ¥
or experience signs ol overdose (such as extreme sleepiness, 1i ar shallow b hing) [see Overdose (4.9)], Therefore, mdmdun]s who are
ulira-rapid metabolizers should not use TRAMACET.

4.4.4 Neonatal Opioid Withdrawal Syndrome

Prolonged use of TRAMACET durin], pregnancy can result in withdrawal in the neonate. Neonatal opioid withdrawal syndrome, unlike opioid
withdrawal syndrome in adults, may be life-t} ing if not { and treated, and requires according to p 1z developed by
neanatalogy experts, Observe newbarns for signs of neonatal epioid withdrawal syndrome and manage accordingly. Advise pregnant women using
opioids for & prolonged period of the risk of neonatal opioid withdrawal syndrome and ensure that appropriate treatment will be available [sce
Pregnaney (4.6.1) and Patient Counseling Information (7)]

4.4.5 Risks of Interactions with l)rugs Al‘l‘eﬁlng Cytochrome P450 Isoenzymes

The effects of i usge or di ion of cytochrome P450 344 ind 3A4 inhibitors, or 2D6 inhibitors on levels of tramadol

and M1 from TRAMACET are complex. Use of cytochrome P450 3A4 inducers, 3A4 inhibitors, or 2D6 inhibitors with TRAMACET requires
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Substanies.
When managing patients taking opioid analgesics, particularly those who have been treated for a long duration andfor with high doses for
chronie pain, ensure that @ multimodal approach o pain management, 'mclmiing mcmnt health support (il needed), i in place prior 1o iniliating
an opioid analgesic taper. A multimodal approach to pain 1 iy of the of chronic pain, as well as assist with the
successiul tapering of the opioid analgesic |sec Special Warnings and Prea.aul:nm (4,4.19), Drug Abuse and Dependence (4.10.3)]
4.2.6 Pediatric Use
The safety and effectiveness of TRAMACET in pediatric patients have not been established, Life-t i pi v depression and death
have occurred in children who received tramadol [see Special Warnings and Precautions (4.4.3)). In some of the reported cases, these events
followed tonsillectomy andfor adenoidectomy, and one of the children had evidence of being an ullra-rapid metabolizer of tramadol (i.e., multiple
copies of the gene for cytochrome P450 isoenzyme 2D6). Children with sleep apnea may be particularly sensitive to the respiratory depressant
effects of ramadol,
Because of the risk of life i fey and death:
« TRAMACET is s.onlmmd[cau;d for all ;h;ldmn younger than age [2 vears of age [sce Contraindications (4.3)],
* TRAM»\CET is e i 1 for postop ing ic patients younger than 18 years of age following tonsillectomy andfor
y [see C indications (4.3)].
L Avmd the use ol‘TRAMr\CE.T in adolescents 12w 18 years of age who have other risk factors that may inerease their sensitivity to the

or experience signs ol overdose {(such as extreme sleepiness, conlusion, or shallow breathing) |see Cverdose (4.9}, Therelore, individuals who are
ultra-rapid metabolizers should not use TRAMACET,
4.4.4 Neonatal Opioid Withdrawal Syndrome
Prolonged use of TRAMACET during pregnancy can result in withdrawal in the neonate. Neonatal opioid withdrawal syndrome, unlike opioid
withdrawal syndrome in adults, may be life-threatening if not recognized and treated, and requires ding to [ 1 ped by
neanatology experts, Observe newborns for signs of necnatal opioid withdrawal syndrome and manage accordingly. Advise pregnant women using
opioids for a prolonged period of the risk of neonatal opioid withdrawal syndrome and ensure that appropriate treatment will be available [see
Pregnaney (4.6.1 ) and Patient Counseling Information (7)]
4.4.5 Risks of Interactions with Drugs Affecting Cytochrome P450 Isoenzymes
The effects of ¢ use or discontinuation of cy P4A50 3A4 ind 344 inhibi or 204 inhib on levels of tramadol
and M1 from TRAMACET are complex. Use of cytochrome P450 3A4 inducers, 3A4 inhibilors, or 2D6 inhibitors with TRAMACET requires
carelul consideration of the effects on the parent drug, tramadol, which is a weak serotonin and norepinephrine reuptake inhibitor and p-opicid
agonist, and the aclive metabolite, M1, which i more potent than tramadol in p-opioid receptor binding [ses Interaction with other medicinal
products and other forms of interactions (4.5)].
Risks of Concomitant Use or Disconti ion of Cytochrome P450 206
The concomitant use of TRAMACET with all eylochrome P450 206 inhibitors (e.g., ) may resull in an ingrease in

jioy et

y deg effects of {ol unless the benefits outweigh the risks. Risk factors include conditions d with hyp il
such as postoperalive status, obétructive sleep apnea, obesity, severe pul ¥ disease, lar disease, and use of other
fications that cause respiratory dep
4.2.7 Gerlatric Use
Elderly patients (65 years of age or older) may have i 1 sensitivity 1o lol. In general, use caution when selecting a dosage for

an elderly patient, usually starting at the low end of the dosing range, reflecting the greater (requency of decreased hepatic, renal, or cardiac function
and of concomitant disease or other drug therapy.

Respiratory depression is the chief risk for elderly patients treated with opioids, and has oceurred aller large initial doses were adminisiered 1o
patients who were nol opioid-tolerant or when opioids were co-pdministered with other agents thal depress respiration. Titrate the dosage of
TRAMACET slowly in geratric patients and monitor closely for signs of central nervous system and respiratory depression [see Special
Warnings and Precautions (4.4.2)].

Tramadol and paracetamol are known Lo be substantially excreted by the kidney, and the risk of adverse reactions to this drug may be greater in
patients with impaired renal function, Because elderly patients are more likely to have decreased renal function, care should be taken in dose
selection, and it may be useful 1o monitor renal function.

4.2.8 Renal Impairment
The pharmacokinetics and tolerability of TRAMACET in patients with renal impairment has not been studied. Based on studics using tramadol
led-release twhlets, the of tramadol and metabolite M1 is reduced in patienis with creatinine clearance of less than 30 mL/min.
In patients with creatinine clearances of less than 30 mL/min, it is recommended that the dosage of TRAMACET not exceed 2 tablets every 12
hours, [see Posology and Method of Administration (4.2,4)], The total amount of tramadol and M1 remaoved during a 4 hour dialysis period is less
than 7% of the administered dose based on studies using tramadol alone. Monitor closely [or signs of respiratery depression, sedation, and

dol plasma levels and a decrease in the levels of the active metabolite, M 1. A decrease in M1 exposure in patients who have developed

physical dependence to tramadol, may resull in signs and sympmms of opioid withdrawal and reduced eflicacy, The effect of increased tramadol
levels may be an inereased risk for serious adverse events i seizures and i

Discontinuation of a itantly used P450 2D6 inhibitor may result in a decrease in tramadol plasma levels and an merease in
active melabolite M1 levels, which could increase or prolong adverse reactions selated to opioid toxicity and may cause potentially fatal respiratory
depression.

Follow paticnts receiving TRAMACET and any CYP2D6 inhibitor for the nisk of serious adverse events including seizures and seratonin
syndrome, signs and symploms that may reflect opioid toxicity, and opioid withdrawal when TRAMACET is used in conjunction with inhibitors of
CYP2D6 [see 1 wilh ather fucts and other forms of interactions (4.5)].

Cytochrome P450 3A4 Interaction.

The concomitant use of TRAMACET wilh eytochrome P450 3A4 inhibitors, such us macrolide anlibiotics {e.g., erythromycin),
amlc amliungai agcnls {e.g., kn:m.unazole,!, and protease inhibitors {e.g., ritonavir) or discontinuation of a cytochrome P450 3A4 inducer such as
T and pheny . may result in an increase in tramadol plasma coneentrations, which could increase or prolong adverse
n::mluon:. increase the risk for senons adverse events including seizures and serctonin syndrome, and may cause potentially fatal respiratory
depression,

The concomitant use of TRAMACET with all cytochrome P450 3A4 inducers or di inuaticn of a cytochrome P450 3A4 inhibitor may
result in lower tramadol levels. This may be associated wilh a decrease in efficacy, and in some patienis, may result in signs and symptoms of
opioid withdrawal.

Follow patients receiving TRAMACET and any CYP3A4 inhibitor or inducer for the risk for serious adverse events including seizures and
seratonin syndrome, signs und symploms that may reflect opioid toxicity and opicid withdrewal when TRAMACET is used in conjunction with

hypotension. inhibitors and inducers of CYP3A4 [see Interaction with other medicinal proclucts and other forms of interactions (4.5)],
4.2.9 Hepatic Impairment 4.4.6 Hepatotoxicity
The g kinetics and bility of TRAMACET in patients with impaired hepatic function have nol been studied. Based on information TRAMACET conlai dol hydrochlonde and p 1. Par 1 has been d with cases of acute liver failure, al times
using tramadol immediate-release lablels in subjects with ad d ci s of the liver, lol was higher and hall-lives of durl ing in liver lant and death, Most of the cases of liver injury are associated with the use of paracetamol at doses that exceed 4,000
and active melabolite M1 were longer than in subjects with normal hepatic function [see Pharmacokinetic Properties (5.2)]. milligrams per day, and oflen involve more than one | i~ product. The intake of par.u.e!amui rmy be m[en[mna] to

As tramadaol and § 1 are both y metaholized by the liver, the use of TRAMACET in patients with hepatic impairment is not
recommended [see Special Wamings and Precautions (4.4.6)]
4.2.10 Sex
Tramadol clearance was 20% higher in female subjects compared to males in four Phase | studies of TRAMACET in 50 male and 34 female
healthy subjects. The clinical significance of this difference is unknown.
4.3 Contraindications
TRAMACET is contraindicated for:
« all chitdren younger than 12 years of age [see Special Wamnings and Precaulions (4.4.3)]
» post-operative management in children younger than 18 years ol zge following il
Precaulions (4.4.3)].
TRAMACET is also contraindicated in patients with:
+ Significant respiratory depression [see Special Wamings and Precautions (4.4.2)].
+ Acute or severe bronchial asthma in an unmonitored selting or in the absence of resuscilative equipment [see Special Warnings and
Precautions (4.4.12)].

and/or adenc

[see Special Warnings and

+ Patienls with known or B , paralytic ileus [see Special Wamings and Precautions (4.4.16]].

* Previous hyp itivity o fol, 1 1, any other p of this product, or opioids [see Special Wamings and Precautions
{4.4.170].

+C use of ine oxidase i (MAOIs) or use within the last 14 days [see I with other medicinal prod and

other forms of interactions (4.5)]

4.4 Special warnings and precautions
4.4.1 Addiction, Abuse and Misuse

TRAMACET coniains tramadol, As an opioid, TRAMACET exposes users to the risks of addiction, abuse, and misuse [see Drug Abuse and
Dependence (4.10].

Although the risk of addiction in any individual is unk it can oceur in patients appropriately prescribed TRAMACET. Addiction can
vecur al recommended dosages and if the drug is misused or abused.

Assess each patient’s risk for opioid addiction, abuse, or misuse prior to prescribing TRAMACET, and monilor all patients receiving
TRAMACET for the develop of these behaviors and conditi Risks are incrensed in patients with a personal or family history of
substance abuse (including drug or aleohol abuse or addiction) or mental illness (e.g., major depression). The potential for these risks should nat,
however, prevent the proper mznagemcm nrmm in any given paticnt. Patients at increased risk may be preseribed opioids such as TRAMACET,
bul use in such patients i ling about the risks and proper use of TRAMACET along with intensive monitoring for
signs of addiction, abuse, and misuse. Consider pn:scnbmg i for the ol opivid [see Posology and method

cause self-harm or unintentional as patients atiempt (o obtain more pain reliel or unknowingly take other p

The risk of acute liver failure is higher in individuals with underlying liver disease and in mdmdua]s who ingest aleohol whlie takmg
paracetamol.

[nstruet patients to look for paracetamol or APAP on package labels and not lo use more than one product that contains paracetamal. Instruct
patients to seek medical attention immediately upon fngestion of more than 4,000 milligrams of paracetamol per day, even il they feel well.

4.4.7 Rigks from C itant Use with B liazepines or Other CNS Depressants

Profound sedation, respiratory dcprcsau:n. t.uma. and rle:uh rrmy rﬁn!l rrom the concomitant use of TRAMACET with benzodiazepines or
other CNS ; i ) ili muscle rel general i
antipsychotics, other np:ou.is aluﬂm!) Ben.au_lie al these usks, feserve cuncomunnl. preseribing of these drugs for use in patients for whom
altemative reatment options are inadequate.

Observational studies have demonstrated that concomitant use of opivid analgesics and b the risk of drug-related
mortality compared Lo use of opioid analgesics alone. Because of similar pharmacological properties, it is reasonable to expect similar rigk with the

concomitant use of other CNS depressant drugs with opicid analgs [see I ion with other products and other forms of interactions
(4.5)].

11 the decision is made to p ibeat linzepine or other CNS deg with an opioid analgesic, prescribe the lowest
cllective dosages and mini ions of use, In patients already receiving an opioid analgesic, prescribe a lower initial dose of the

benzndiazepine or ather CNS depressant than indicated in the absence of an opioid, and titrate based on clinical response, [Fan opioid analgesic is
initiated in & patient already taking a benzodiazepine or other CNS depressant, preseribe a lower initial dose of the opivid analgesic, and litrale
based on clinical response. Follow patients closely for signs and symptoms of respiratory depression and ion. If itant use is
consider prescribing nal for the y of opinid fuse [see Posology and method of administration {4.2.2), Special
Warnings and Precautions (4.4.2)].

Advise both patients and caregivers about the risks of respiratory depression and sedation when TRAMACET is used with benzodiazepines or
ather CNS depressants {including aleohol and illicit drugs). Advise patients not to drive or operate heavy machinery unnl the effects of concomitant
use of the benzodiazepine or other CNS depressant have been determined. Sereen patients for risk of sut use including cpioid abuse
and misuse, and wam them of the risk for overdose and death associated with the use of additional CNS dep including aleohol and illicit

drugs [see | fon with other medicinal p and other forms of interactions (4.5), Patient Counseling Information (7))
4.4.8 Serotonin Syndrome Righk
Cases of serotonin synd ap ially life-tt ing condition, have been reparied with the use of tramadol, ineluding TRAMACET,
during itant use with gic drugs.
Seratonergic drugs include selective serotonin reuptake inhibitors (SSRIs), serotonin and novepi ine reup ibitors (SNRIs), tricyclic

antidepressants {TCAs), triptans, 5- HT3 receptor antagonists, drugs that affect the serotonergic neurotransmitter system (e.g., mirtazapine,
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trazodone, tramadol), certain muscle relaxints tu e., cyclobenzaprine, metaxatone), and drugs that impair lism al in (i ing MAQ
inhibi hath those intended o treat p: and also others, such as linezolid and intravenous methylene blue) [see Interaction with
ofher medicinal products and other l'nrrns of interactions (4.5)], This may ocour within the recommended dosage range.

Serotonin syndrome syrnproms. may include mental status changes (e.g., agilation, hallucinations, coma), autonomic instability (e.g.,

Lachycardia, labile blood p perthermia) aberrations (e.g,, hyperreflexia, incoordination, rigidity), and/or gastrointestinal
ymp (e.g., nausew, g, diarrhea). The onset of symptoms gcncmlly OCCUrS wnhm several hours 1o a few days ol concomitant use, but
may oceur Jater than that, Dimﬂmue TRAMACET il i is

4.4.9 Increased Risk of Seizures

Seizures have been reporied in patients ing dol within the ded dosage range. Spontaneous post-marketing reports indicate
that scizure risk is increased with doses of abowve the ded range.
C itant use of fol i the seizure risk in paticnts taking: [see Interaction with other medicina! products and other forms ol
interactions (4,5)],
+ Selecti in re-uptake inhib ($8RIs) and Seratonin-norepinephrine re-uptake inhibitors (SNR1s) P or
+ Tricyclic antidepressants (TCAs), and other tricyelic ds (e.g., cy prine, p hazine, ele.),
* Other opioids,

« MAC inhibitors [see Special Warnings and Precautions (4.4.8), Interaction with other medicingl produets and other forms of interactions (4.5)]

* Neuroleptics, or

« Other drugs that reduce the seizure threshold, Risk of seizures may also increase in patients with epilepsy, those with a history of seizures, or in
patients with a recognized risk for seizure (such as head trauma, metabolic disorders, alcohol and drug withdrawal, CNS infections).

In tol . naloxone may increase the risk of seizure.

4.4.10 Suicide Risk

« Do not prescribe TRAMACET for patients who are suicidal or addiction-prone. Consideration should be given to the use of non-narcotic
analgesics in patients who are suicidal or depressed [see Drug Abuse and Dependence (4.10)1.

+ Prescribe TRAMACET with caution for patients with a history of misuse and/or are currently taking CMS-active drugs including tranquilizers,
or antidepressant drugs, or alcohol in excess, and patients who sulfer from emotional disturbance or depression [see Interaction with olher medicinal
products and ether forms of interactions (4,5)],

« Inform patients aot to exceed the recommended dose and to limit their intake ol aleohol [see Posology and Method of Administration (4.2},
Special Warnings and Precautions (4.4.6, 4.4.7)].

4.4.11 Adrenal Insufficiency
Adrenal insufficiency has been reported with opioid use, more oflen following long-term use. Symploms may include nausea, vomiting, anorexia,
fatigue, weakness, dizziness, or low blood pressure, [ adrenal insulficiency is suspected, appropriate 1 v Lesting is rec ded and
discontinuation of weatment with TRAMACET should be considered.

4.4.12 Life-Threatening Respiratory Depression in Patients with Chronic Pulmonary Disease or in Elderly, Cachectic, or Debilitated
Patients

The use of TRAMACET in patients with acute or severe b
is indi i [see Co indications (4.3)].
Patignis with Chronic Pulmonary Disease: TRAMACET-treated patients with significant chronic obstructive pulmonary disease or cor

| asthma in an

§ setting or in the absence of resuscitative

g seizures and und adverse related to opioid toxicity including potentially fatal

ly when an inhibitor is added after a stable dose of TRAMACET is achieved,

¥ depression, p
Alter slopping a CYP3A4 inhibitor, as the effects of the inhibitor decline, the tramadol plasma concentration will

decrease [see Pharmacokinetic Properties (5.2)], resulting in decreased opioid efficacy and possibly signs and symptoms
of opicid withdrawal in patients who had developed physical dependence to tramadal.

Inter

Ir use is necessary, consider dosage reduction of TRAMACET unlil stable drug effeets ane achieved.
Follow paticnls closely for seizures and serctonin syndrome, and signs of respiratory depression and sedation al frequent
intervals.

Ifa CYP3A4 inhibitor iy di inued, consider i the TRAMACET dosage until stable drug effects are
achieved and follow patients for signs and symptoms of opioid withdrawal,

Examples:

Macrolide antibiotics (e.g., erythromycin), azole-antifungal agents (e.g. ketoconazole), protease inhibitors (e.g., ritonavir)

CYP3A4 Inducers

Clinical Impact:

The concomitant use of TRAMACET and CYP3A4 inducers can the plasma ce ion of ol [see
Pharmacokinetic Properties (5.2)], resulting in deereased cfficacy or onset of a withdrawal syndrome in patients who
have developed physical dependence to tramadol.

Alter stopping a CYP3A4 inducer, as the effects of the inducer decling, the tramadol plasma concentration will increase
[see Pharmacokinetic Properties (5.2)], which could increase or prolong both the therapeutic effects and adverse
reactions, and may cause serious respiratory depression, seizures and serotonin syndrome,

Intervention:

I itant use 1s necessary, consider i
Follow patients for signs of opioid withdrawal.

g the TRAMACET dosage until stable drug effects are achieved.

Ifa CYP3A4 inducer is discomtinued, consider TRAMACET dosage reduetion and monitor for seizures and serotonin
syndrome, and signs of sedation anid respiratory depression.

Patienss taking carbamazepine, a CYP3IA4 inducer, may have a signilicantly reduced analgesic effect of tramadol.
Because cart pine i dol holism and because of the seizure risk associated with tramadol,
concomitant administration of TRAMACET and cart ine is not 1

Examples:

Rifampin, carbamazepine, phenytain

Benzodizzepines and Other Central Nervous System (CNS) Depressants

Clinfcal Impact:

Due to additive phar ie effect, l.'hc itant use of t

alcohol, can increase the risk of hyf i ¥

| or other CNS depressants, including
found sedation, coma, and death.

pulmonale, and those with a substantially decreased respiratory reserve, hypoxia, iypercapnia, or pre-existing respiratory dey are at i 1 Interventi Reserve concomitant prescribing of these drugs for use in patients for whom alternative treatment options are inadequate.
risk of d d y drive including apnea, even al remmme.uded dosages of TRAMACET [see Special Warnings and Precautions (4.4.2)]. Limit dosages and durations (o the minimum required. Follow patients closely for signs of respiratory depression and
Elderly, Cachectic. or Debilitated Paticnts: Life-th ing pression i more likely to oceur in elderly, cacheetic, or debilitated sedation [see Special Wamnings and Precautions (4.4.7)]. 1 concomitant use is wamranted, consider preseribing naloxone
patients because they may have altercd pharmacokinetics, or altered c]carame compared to younger, healthier patients [see Special Wamnings and for the emergency treatment of opioid overdose [see Posology and method of administration (4.2.2), Special Wamings
Precautions (4.4.2)]. and Precautions (4.4.1, 4.4.2, 4.4.7)].
Monitor such patients closely, particularly when initiating and titrating TRAMACET and when TRAMACET is given concomitantly with = " = fiarerinpsand cifersen Jhypmotics, anxiolytics, ranquilizers, muscle relaxants, genoral anssthetics,

other drugs that depress respiration [see Special Warnings and Precautions (4.4.7), Interaction with other medicinal products and other forms of
interactions (4.5)]. Altemnatively, consider the use of non-opioid analgesics in these patients
4.4.13 Severe Hypotension

TRAMACET may cause severe hyy fon including orthostatic hy and syncope in ambulatory patients. There is mereased risk in
patients whose ability to mammm bload pressure has alveady been comprmsed by o reduced blond volume or concurrent adminstration of certain
CNE depressant drugs (eg., pl or general hetics) |see [ ion with other | products and olher forms of interactions
(4.5}, Monitor these patients for signs of hypotension afler initiating or titrating the dosage of TRAMACET. In patients with circulatory shock,
TRAMACET may cause vasodilaticn that can further reduce cardiae output and blood pressure. Avoid the use of TRAMACET in paticnts with
circulatory shock.

4.4.14 Risk of Use in Patients with Increased Intracranial Pressure, Brain Tumors, Head Injury, or Impaired Cnuscmusness

In patients who may be susceptible to the inteacranial effects of CO, relention {e.g., those with evid ofi | pressure or brain
tomors), TRAMACET may n:dln.e ru.sp:ralm'y drive, and the resuliant CO, retention can further inerease intracranial pressure, Monitor such patients
for signs of 1om and y e , particularly when initiating therapy with TRAMACET.

Opioids may also ubsume the elinical course in a patient with a head injury, Avoid the use of TRAMACET in patients with impaired
CONSCIOUSNLSS OF coma.

4.4.15 Serious Skin Reactions

Rarely, paracetamol may cause serious skin reactions such as acute g is (AGEP), Stevens-lohnson Syndrome
(85}, and toxic epidermal necrotysis (TEN), which can be fatal. Patients should be informed about the signs of serious skin reactions, and use of
the drug should be discontinued at the first appearance of skin rash or any other sign of hypersensitivity,

4.4.16 Risk of Use in Patients with Gastrointestinal Conditions

TRAMACET is contraindicated in patients with known or suspected gastroi inal ot
Contraindications (4.3)].

The tramadol in TRAMACET may cause spasm of the sphincter of Oddi. Opicids may cause increases in serum amylase. Paticnts with
disorders of the biliary tract or a history of biliary surgery should be monitored for potential development of acute pancrealitis, or worsening
symploms,

4.4.17 Anaphylaxis and Other Hypersensitivity Reactions

Serious and rarely ftal anaphylactic reactions have been reported in patients receiving therapy with tramadol, When these events do peeur it 15
ofien following the first dose. Other reported allergic reactions include pruritus, hives, bronchospasm, angioedema, toxic epidermal necrotysis, und
Stevens-lohnson syndrome, Patients with o history of anaphylactoid reactions to tramadol and other opivids may be at increased risk and (

paralylic ileus [see

antipsychotics, other opioids, alechal,

Serotonergic Drugs

Clinical Impact:

The concomitant use of opioids with other drugs that alfect the serotonergic nevrotransmittes system has resulted n
serolonin syndrome.

Intervention: If concomitant use is warranted, carclully observe the panenl pnmcularly during treatment initiation and dose
adjustment. Discontinue TRAMACET if in sy is susp

E 1 lecti i inhibitors (SSRIs), in and norepinephrine reuptake i (SNRls), tricyclic
anlidepressants {TCAS}. triptans, S-HT3 receptor antagonists, drugs that affect the serotonin neuroiransmitier system
(&.g., mirtazapine, trazodone, tramadol), certain muscle relaxants (i.e., cyclobenzaprine, metaxalone), monoaming
oxidase (MAQ) inhit (thase intended to treat psychiatric disorders and also others, such as linezolid and intravenous
methylene blue).

M ine Oxidase Inhit 5 (MAOIs)

Clinical Impact:

MAOCH interactions with opioids may manifest as serolonin syndrome [see Special Warnings and Precautions (4.4.8)] or
upioid toxicity (e.g., respiratory depression, coma) [see Special Wamings and Precautions (4.4.2)].

Intervention:

Do not use TRAMACET in paticnts taking MAOITs or within 14 days of slopping such treatment.

tranyleyproming, linezolid

Mixed Agonist/Antagonist and Partial Agonist Opioid Analgesics

Clinieal Impact: May reduce the analgesic effect of TRAMACET andfor precipi ithd 1 symp
Intervention: Avoid concomitant use.

E butorphanol ine, pentazocine, buprenorphing

Musele B

Clinical Impact:

Tramadol may enhance the neuromuscular blocking action of skeletal muscle relaxants and produce an increased degree
of respiratory depression,

should not receive TRAMACET. If anaphylaxis or other | ity oceurs, stop admini ion of TRAMACET immediately, discontinue

TRAMACET permanently, and do not I with any formulation of tramadol. Advise patients to seek immediate medical attention if they
experience any symptoms of a hypersensitivity reaction [see Contraindicalions (4.3), Inf: for Patients (7).
There have been postmarketing reports of hyy itivity and anaphyl d with the use oi'parawlamn!. Clinical signs included

sw::]lm{, of the face mouth, and thrmt. rup;rulury dmress nl'ncana- ms.h prun:us, amd vomiling. There were reports of life

Intervention: Monitor patients for signs of respiratory depression that may be greater than otherwise expected and decrease the dosage
of TRAMACET and/or the muscle relaxant as necessary. Due to the risk of respiratory ion with itant use
of skeletal muscle and opioids, ider prescribing nal for the of opioid
[sce Posalogy and method of administration (4.2.2), Special Warnings and Precautions (4.4.2, 4.4.7)].

Diuretics
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disorders of the biliary tract or a history of biliary surgery should be monitored for potential devel ol acute p ilis, or worsening Intervention: | Avoldconzomitant use.
symploms. Examples: l butorphanal, phine, p ine, bup i
4.4.17 Anaphylaxis and Other Hypersensitivity Reactions Musele Relaxants
Serious and rarely fatal anaphylactic reactions have ‘been reported in patients receiving therapy with lramadul When lh_ese evenis do :Jcn.ul itis Clinical Impact: Tramadol may ent the lar blocking action of skeletal muscle relaxanis and produce an increased degree
alten following the first dose. Other reported allergic reactions include pruritus, hives, b b il mx:c , and of respiratory depression.
Stevens-Johnson syndrome. Patients with a history of ansphylactoid reactions to tramadol and olher uplmds may be at i 1 risk und t
should not receive TRAMACET, If anaphylaxis or cther i oceurs, stop administration of TRAMACET immediately, discontinue Intervention: Muonitor patients for signs of respiratory depression that may be greater than otherwise expected and decrease the dosage
TRAMACET pet ly, and do nod rechallenge with any & of tramadol. Advise palients to seck immediate medical atlention if they of TRAMACET and/or the muscle relaxant as necessary, Due Lo the risk of respiratory dey with itant use
experience any symptoms of a b ity reaction [see Co indicati (4.3), Infi ion for Patients (7)]. of skeletal muscle relaxants and opioids, consider prescribing naloxone for the emergency treaiment of opioid overdose
There have been postmarketing reports of hypersensitivily and anaphylaxis associated with the use of paracetamol, Clinical signs included [see Posology and method of administration (4.2.2), Special Warnings and Precautions (4.4.2, 4.4.7))
swelling of the face, mouth, and throat, respiralory distress, urticaria, rash, pruritus, and vomiting. There were infregquent repors of liles Diuretics
cxp;ri::nccl tl:;ﬂ::;::mws. Do nz‘::;ﬂ:if;ﬁﬁg;?F;[;:;:Ed‘z::'::::e;mﬁﬁsg immediaiely auid secl medical oaee iF they Clinical Impact: Opioids can reduce the efficacy of diuretics by inducing the release of antidiretic hormone,
4.4.18 Increased Risk of Hey icity with C itant Use of Other Paracetamol-containing Products Intervention: Manitor paticnts for signs of diminished diuresis and/or effects on blood pressure and increase the dosage of the diuretic
Due to the | ial for 1 hey at doses higher than the recommended dose, TRAMACET should not be used a5 needed.
i i m:r‘;:‘::' e FromctE. Anticholinergic Drugs
Da nol abruptly discontinue TRAMACET in a patient physically dependent on opioids, When discontinuing TRAMACET in a physically Clinical Impact: The oo itant use of ie drugs may increase risk of urinary retention and/or severe constipation, which
dependent patient, gradually taper the dosage. Rapid tapering of tramadol and 1in a patient physically dependent on opioids may lead to may lead to paralytic ileus.
a withdrawal syndrome and return of pain [sez Posology and Methad nl'Admlmslmtmn (4.2.5), Drug Abuse and Dependence (4.10.3)]. Intervention: Monitar patients for signs of urinary retention or reduced gastrie motility when TRAMACET is used concomitantly with
Additionalty, avoid the use of mixed ug ist{e.g., p phine, and butorphanol) or partial agonist {e.g., antichalinergic drugs.
buprenorphing) analgesics in patients who am receiving a [ull opioid agonist analgesic, including TRAMACET. In these patients, mixed
agonist/entagonist and partial agonist analgesics may reduce the analgesic effect and/or may precipitate withd | symy [see ion with Digoxin
ather medicinal products and other forms of interactions {4.5)], _ ” = - ~ e— =
44,20 Driving and Operating Machinery Clinical Impact: Post-marketing surveillance of tramadol has revealed rare reports of digoxin toxicity,
TRAMACET may impair the mental or physical abilities needed to perform potentially hazardous activities such as driving & car or op o Intervention: Follow patienis for signs of digoxin toxicity and adjust dosage of digoxin as needed.
machinery. Warn paticnts not to drive or operate dangerous machinery unless they are tolerant o the effects of TRAMACET and know how they Warfarin
will react to the medication [sce Patient Counseling Information (7)) = - - - - - - -
4.4.21 Hyponatremia Clinical Impact: Pos:-msrkr..-[m.g surveillanee of tramadol has revealed rare reports of alteration of warfarin effect, meluding elevation of
Hyponatremia (serum sodium < 1335 mmol/L) has been reported with the use of tramadel, and many cases are severe (sodium level < 120 prothrombin times.
mmal/L}, Most cases of hyponatremia oceurred § n females over the age of 65 and within the (st week ol therapy. In some reports, hyponatremia Intervention: Monitor the prothrombin time of patients on warfarin for signs of an interaction and adjust the dosage of warfarin ag
n:sulled Trom the synd of inappropriate anti ic h (SIADH). Monitor [or signs and symptoms of hyponatremia {e.g.. needed.
disari ton), during with TRAMACET, especially during initiation of therapy. I{' signs and symptoms of hyponatremia are

present, initiate appropriate treatment (c.g., fuid restriction) and discontinue TRAMACET [see Posology and method of administration Sale
Reduction or Discontinuation of TRAMACET (4.2.5)],
4.4.22 Hypoglycemia
Cases of tramadol-associated hypoglycemia have been reported, some resulting in hospitalization. In most cases, patients had predisposing risk
factors (e.g. disbetes), IF hypoglycemia is suspected, monitor blood glucose levels and consider drug discontinuation as appropriate [see Posology
and method of administration, Sale Reduction or Discontinuation of TRAMACET (4.2.51].
4.4.23 Hyperprolactinemia
Long leem opioid usc ma}' be associated with increased prolactin levels and decreased sex hormone levels. Syrnptom may include
galactorrhea, g I i i libido, infertility, or amencrrhea. I hypery i is I, appropriate laboratory
festing is and discontinuation of with TRAMACET should be considered,
4.5 Interaction with other medicinal products and other forms of interaction
Table 1 includes clinically significant inleractions with TRAMACET,

Table 1: Clinically Significant Drug Interactions with TRAMACET

Inhibitors of CYP2D6

Clinical Impact: The eoncomitant use of TRAMACET and CYP2D6 inhibitors may resull in an increase in the plasma concentration of
tramadaol and a decrease in the plasma concentration of M1, particularly when an inhibitor is added after a stable dose of
TRAMACET is achieved. Since M1 is & more polent p-opioid agonist, decreased M1 exposure could result in
decreased therapeutic effects, and muy result in signs and symptoms of opioid withdrawal in patients who had

1 d physical depend o fol. 1 d tramadol can result in i dorp ged
ic effects and i | risk for serious adverse events including seizures and |
Alter stopping a CYP2D6 inhibitor, as the effects of the inhibitor decline, the {0l plasma conc inn will

dlecrease and the M1 plasma concentration will inerease which could increase or prolong therapentic effects but also
increase adverse reactions related to opioid toxicity, and may cause patentially fatal respiratory depression [see
Pharmacokinetic Properties (5.21].

Intervention: 11 coneomitant use of o CYP2DE6 inhibitor is necessary, follow patients closely for adverse reactions mcluding opioid
withdrawal, seizures and serotonin syndrome.

11 2 CYP2D6 inhibitor is di inued, consider | g TRAMACET dosage until stable drug elfects are achieved.
Follow patients ciasely for adverse events ineludi I y depression and sedation,

E 1 poeares - and bupiopi

Inhibitors of CYP3A4

Clinical Impact: The concomitant use of TRAMACET and CYP3A4 inhibilors can increase the plasma concentration of tramadol and

may result in 4 greater amount of metabolism vie CYP2D6 and greater levels of M 1. Follow patients closely for
increased risk of serious adverse evenls

4.6 P'regnancy and lactation
4.6.1 Pregnancy

Prolonged use of opioid ics during preg LY Guse opioid [see Special Wamnings and Precautions
(4.4.4}]. Available data with TRAMACET in pregnant women gre insulficient to inform a drug-associated risk for major birth defects and
miscarrisge.

In animal reproduction studies, the combination of fol and f d fetal weights and inereased supemumerary ribs at L6
times the maximum recommended human daily doszge (MRHD). In separate animal reproduction studies, tramadol administration alone during
organogenesis decreased fetal weights and reduced ossilication in mice, rats, and rabbits at 1.4, 0.6, and 3.6 times the maximum recommended
human daily dosage (MRHD). Tramadol decreased pup body weight and increased pup monality at 1.2 and 1.9 times the MRHD.

Reproductive and developmental studics in rats and mice from the published literature identified adverse events at clinically relevant doses
wilh 1 . T of rats with doses of paracetamal approximately 1.3 times the maximum human daily dose (MRHD) showed

id of fi icity and i in bone ions in the fetuses. In another study, necrosis was observed in the liver and kidney of both
pregnant rats and fetuses at doses approximately 1.9 imes the MHDD. In mice treated with paracetamol at doses within the clinical dosing range,
cumulative adverse effects on reproduction were seen in a continuous breeding study. A reduction in number of litters of the parental mating pair
was observed as well as retarded growth and abnormal sperm in their offspring and reduced birth weight in the next generation [see Data]. Based on
animal data, advise pregnant women of the potential risk to a fetus,

All pregnancies have a background risk of birth defect, loss, or other u\ivc'rs: outcomes. In the U.S. general population, the estimated
background risk of major birth defeets and miscarriage in clinicall prized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations.

Felal/MNeonatal Adverse Reactions

Profonged use of opioid analgesics during pregnancy for medical or nonmedical purposes can result in respiratory depression and physical
dependence in the neonate and neonatal opioid withdrawal syndrome shortly aner birth.

1 opioid presents as irritability, hyp v and abnormal sleep patem, high pitched ery, tremor, vomiting,
diarrhea and Failure 1o gain weight. The onset, duration, and severity of | opiodd withd d vary based on the specific opioid
used, duralion of use, timing and amount of last maternal use, and rate of elimination of the drug by the newbormn. Observe newborns for symptoms
und signs of neonatal opioid withdrawal and manage accordingly [see Special Warnings and Precautions (4.4.4)]

N | seizures, I wi syndrome, fetal death and stillbirth have been reported with tramadaol hydrochlonide during
post-marketing.

Labor or Delivery

TRAMACET is not led for use in pregnant women during or immediately prior to labor, when other analgesic techniques are more

appropriate, Opioids cross the placenta and may produce respiratory dep n and psycha-pl logic effects in An opioid

such as naloxone, must be available for reversal of opivid induced respiratory depression in the neonate. TRAMACET is not recommended for use
in pregnant women during or immediately prior to lubor, when other analgesic lechniques are more sppropriate. Opioid analgesics, mciudmg
TRAMACET, can prolong labor through actions which temporarily reduce the strength, duration, and frequency of ulerine co

this effeet is not consistent and may be offset by an increased rate of cervical dilation, which tends to shonen ]abol. Monitor necnates exposed (o
opioid analgesics during labor for signs ol excess sedation and respiratory depression.
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Data

Animal Data

Mo drug-refated teratogenic effects were observed in the progeny of rals treated orally with tramadol and paracetamal.

The tramadel/p 1 combi product was shown to be embryotoxic and fetoloxic in rats at 2 maternally toxie dose, S0/434 mp/kg
tramadol/paracciamel { 1.6 times the daily human | | dosage), but was not teratogenic at this dose level. Embryo and
fetal toxicity consisted of decreased fetal weights and increased uupcrnumv:r.ury ribs, Tramadol has been shown 10 be embryotoxic and fetotoxic in
mice, {120 mg/kg), rats (25 mg/kg) and rabbits (75 mg/ki) at maternally toxic dosages, but was nol leratogenic al these dose levels. These doses on
amg/m’ basis are 1.9, 0.8, and 4.9 times the maximum recommended human daily dosage (MRHD) for mouse, rat and rabbil, respectively.

No drug-related teratogenic effects were observed in progeny of mice (up Lo 140 mg/kg), rats {up to 80 mg/kg) or rabbits (up to 300 mg'kg)
treated with tramadol by various routes, Embryo and fetal toxicity consisted primarity ofdcm:ascd fetal weights, skeletal ossification und increased
supernumerary ribs at maternally toxic dose levels. Transient delays in devele 1or were also seen in pups from rat
dams allowed to deliver. Embryo and fetal lethality were reported only in one rabbit study at 300 mgfkg. a dose that would cause exireme matermal
toxicity in the rabbit, The dosages listed for mouse, rat and rabbit are 2.3, 2.6, and 19 times the MRHD, respectively.

Tramadal alone was evaluated in peri- and post-natal studies in rats, Progeny of dams receiving oral (gavage) dose levels of 50 mefkg
(300 mg/m” or 1.6 times the maximum daily human tramadol dosage) or greater had decreased weights, and pup survival was decreased early in
lactation al 80 mg/kg (480 me/m’ or 2.6 times the maximum daily human ramadol dosage).

Studies in preg rats that received oral p 1 during is at doses up Lo 1.3 times the maximum human daily dose (MHDD
=12.6 grams/day, based on a body surface area comparison) showed evidence of fetotoxicity (reduced fetal weight and length) and & dose-related

aof the child is unk

increase in bone variations {reduced ossification and rudi ¥y rib Offspring had no of external, visceral, or skelefal
malformations.
When preg als ived oral | i ion al doses of 1.9-times the MHDD (based on a body surface area

comparison), areas of necrosis oceurred in both the liver .md k:ﬁney of pregnant rats and fetuses, These effecis did not oceur in animals that
received oral paracetamol at doses 0.5-times the MHDD, based on a body surface ares comparison,

In & conti ing study, pregnant mice d 0.25, 0.5, or 1.0% paracetamol via the diet (357, 715, or 1430 mg/kg/day). These doses
are approximately 0.7, 1.3, and 2.7 times the MHDD, respectively, based on a body surface area comparison. A dose-related reduction in body
weights of fourth and fifth litter offspring of the treated mating pair occurred during lactation and post-weaning at all doses, Animals in the high
dose group had a reduced number of litters per mating pair, male offspring with an increased percentage of abnormal sperm, and reduced birth
weights in the next generation pups.

4.6.2 Lactation

TRAMACET is not recommended for obstetrical preoperative medication or for post-delivery analgesia in nursing mothers beeause its salety
in infants and newbomns has not been studied,

Tramadol and its bolite, O-d byl dol (M1}, are present in human milk. There is no information on the effects of the drug on the
breastfed infant or the effects of the drug on milk production. The M1 metabolite is more potent than tramadal in mu epicid receplor binding [see
Pharmacological Properties (53], Published studies have reported tramadol and M1 in colostrum with administration of tramadol t nursing mothers
in the early post-partum period. Women who are ultra-rapid metabolizers of tramadol may have higher than expected serum levels of M1,
potentially leading 1o higher levels of M1 in breast milk that can be dangerous in their breastied infanis. In women with normal tramadol
metabolism, the amount of tramadol secreted into human milk is low and dose-dependent, Because of the potential for serious adverse reaclions,
including excess sedation and respiratory depression in a breastled infant, advise patients that ¢ fecding is not led during
with TRAMACET.

Clinical Considerati

1f infants are exposed to TRAMACET through breast milk, they should be monitored for excess sedation and respiratory depression.
Withdrawal symptoms can oecur in breastled infants when matemal administration of an opioid analgesic is stopped, or when breastfeeding is
stopped,

Dala

Following a single IV 100 mg dose ol fol, the
(0. 1% of the maternal dose) and 27 mog of M1

4.6.3 Females and Males of Reproductive Potential

in breast milk within 16 hours post dose was 100 meg of tramadol

Chronic use of opioids may cause reduced fertility in females and males of reproductive potential. It is not known whether these eflects on
fertility are reversible [see Undesirable effects (4.8.2), Pharmacodynamic Properties (5.1), Preclinical Safety Data (5.3)].

4.7 Effects on ability to drive and use machines

See 4.4,20 Driving and Operating Machinery
4.8 Undesirable effects

The following sericus adverse reactions are discussed, or described in greater detail, in other sections:
- Addiction, Abuse, and Misuse [see Special Wamings and Precautions (4.4,1)]
« Life-Threatening Respiratory Depression [see Special Warnings and Prcuxulmns fxi 4. E}I

+ Ultra-Rapid Metabolism of Tramadol and Other Risk Factors lor Life-it g v Dep

and Precautions (4.4.3)]

+ Meonatal Opioid Withdrawal Syndrome [see Speeial Wamings and Precautions (4.4.4}]
+ Hepatotoxicity [see Special Warnings and Precautions (4.4.6)]
« Interactions with Benzodiazepines or Other CNS Depressants [see Special Warnings and Precautions (4.4.7)]
+ Serotonin Syndrome [see Special Warnings and Precautions (4.4.8)]
+ Seivures [see Special Warnings and Precautions (4.4.9)]
* Suicide [see Special Wamings and Precautions (4.4.10)]
« Adrenal Insufficiency [see Special Warnings and Precautions (4.4.11)]
+ Severe Hypotension [sce Specinl Wamings and Precautions (4.4.13)]
G i} inal Adverse R [see Special Wamings and Precautions (4.4.16}]
« Hypersensitivily Reactions [see Special Warnings and Precautions (4.4.17)]
+ Wilhdrawal [see Special Warnings and Precautions (4.4.19)]
4.8.1 Clinical Trials Experience

Because clinical trizls are conducied under widely varying conditions, adverse reaclion rates observed in the clinical wrials of a drug cannat be

in Children [see Special Wamings

Serolonin Cases of in syndrome, a p life:
with serolenergie drugs.

Adrenal insulficiency: Cases of adrenal insufficicney have been reported with opioid use, more ofien following greater than one month of use.

Anaphylaxis: Anaphylaxis has been reported with ingredients contained in TRAMACET.

Anidrogen deficiency: Cases of androgen deficiency have oceurred with chronic use of epioids [see Pharmacodynamic Properties (5. 11

T prolongationfiosade de pointes: Cases of QT prolongation and/or torsade de pointes have been reported with tramadol use. Many of these
cases were reported in patients taking another drug labeled [or QT prolongation, in patients with a risk factor for QT prolongation
{e.g., hypokalemia), or in the overdose setling.

Eye disorders: miosis, mydriasis

Metabolism and nutrition disorders: Hyp Cases ol severe lyponatremia and/or STADH have been reported in patients taking tramadol,

maost often in females over the age of 65, and within the first week of therapy [see Special Warnings and Precautions (4.4.21)],

Hypogl: ia: Cases of hypogh ia have been reported in patients taking tramadol. Most reports were in patients with predisposing risk
factors, including disbetes or renal insulficiency, or in elderly paticnts, [sec Special Wamings and Precautions (4.4.22)].

Nervous system disorders: movement disorder, speech disonler

have been reporied during concamitant use of opioids

Psychiatric disorders: delirium

Other clinically signilicant adverse experience reporied with dol by Ohther events which have been nepor:ed wnh
the use af tramadol products and for which a causal association has not been ined include: lilati Iy ic hyp
ischemia, pu[monnry cdcma, allergic reactions (including anaphylaxis and urlicaria, Stevens-Johnson synd.mrne.-’TENS}. t.ogmlwe dy:,l'uncmm,
difficulty cc [ ion, suicidal tend . hepatitis, liver failure, and i i Toedi 1 lat

5. Ry Y
may include mental status change, hyperreflexia, fever,
when used Iy with other serotonergic

included elevated crcal.lnlnc and liver function tests, (whose sympl
shivering, tremor, agitation, disphoresis, seizures, and coma) has been reported with
agents such as SSRIs and MAOIs.
4.9 Overdose
Clinical P :
TRAMACET is & combinalion drug, The clinical presentation of overdose may include the signs and symptoms of tramadol toxicity,

paracetamol toxicily or both. The initial symp of dol overd may include respiratory depression and/or seizures. The initial
symploms seen within the first 24 hours following an paracetamol overdose are: anorexia, nausea, vomiting, malaise, pallor and diaphoresis.
Tramadol
Acule ! with dol can be d by respiratory d i i progr 2 10 Slupor or mma, skeletal muscle

flaccidity, cold and clammy skin, constricted pupils, and, in some cases, pul ¥ cdema, bradycardi QT 1 partial or
complete airway obstruction, alypical snoring, seizures, and death. Marked mydriasis rather than miosis may be Qeen with hypaxm in overdose
silualions.

Deeaths due to overdose have been reported with abuse and misuse of tramadol [see Special Warnings and Precautions (4.4.1 1)- Review of case
reports has indicated that the risk of fatal lose is further i d when
including cther opioids.

Paracetamol

In wente paracelamol ially fatal hepatic necrosis is the most serious adverse effect. Renal tubular necrosis,
hypoglycemic coma, and thre sylupenia also occur. Plasma paracetamol levels > 300 meg/mL at 4 hours after oral ingestion were associated
with hepatic damage in 90% of patients; minimal hepatic damage is anticipated if plasma levels at 4 howrs are < 150 meg/mL or < 37.5 meg/mL at
12 hours after § ion. Early p following a ially ic jose miy include: nausea, vomiting, diapharesis, and general
malaise. Clinical and faboratory evidence of hepatic umcuy rruzy not be apparent until 4% (o 72 hours post-ingestion.

and

A single or multiple drog overdose with
poison conirol center is e ded. I di
Oxygen, intravenous (uids, P

Tramadol

In case of averdose, pricrities are the re-establishment of 2 patent and protected airway and institution ol assisted or controlled ventilation, if
needed. Employ other supportive measures {including oxygen and vasar ) in the of girculatory shock and pulmonary edema as
indicated, Cardiac arrest or arrhy will require ! life-support

Opioid antagonists, such as naloxone, are specilic antid ] ¥

For clinically significant respiratory or circulatory depression sccondary 10 npmld % an opioid

While naloxene will reverse some, but not all, symy caused by ge with Jal, the risk of seizures is also increased with
ion. In animals, convulsions following the ion of loxic doses of TRAMACET could be suppressed with barbiturates
urb i incs but were i d with dal {ministration did not change the lethality of an overdose in mice. Hemodialysis is
not expeeted Lo be helpful in an overdose because it removes less than 7% of the administered dose in a 4-hour dialysis period.

Because the duration of opioid reversal is expected 10 be less than the duration of action of tramadol in TRAMACET, carefully ‘monitor the
patient until sp i is reliably v blished. 1 the resp to an opioid antagonist is suboptimal or only brief in nature,
administer additional antagonist as directed by the product’s prescribing information.

In an individual physically dependent on epivids, administration of the

isap ially lethal polydrug overdose, and consultation with a regional
includes suppm‘t of cardiorespiratory function and THeAsures to reduce drug absorption.
and other supportive should be employed as |

assisted

2 {rom opioid overdose,

ded usunl dosage of the antagonist will precipitale an acute
withdrawal syndrome. The severity of the wi Yo P d will depend on the degree of physical dependence and the dose of the
antagonist administered. [[a decision i made to treal serious respiratory d in the physically dependent patient, ion of the
antagonist should be begun with care and by titration with smaller than usual doses of the antagonist,
Paracetamol
Ifang is susp 1, obiain i serum paracetamol assay as soon as pussible, but no mnur thian 4 hours [ollowing oral
ingestion. Obtain liver function studies initially and repeal at 24-hour intervals. Administer the antidote N-acetyleys (NAC) as early as
possible. As a guide 1o of acute ingestion, the 1 level can be plotted against time since oral ingeslion on & nomogram
Rumack-Matthew). The lower toxic line on the nomogram is equivalent to 150 meg/mL at 4 hours and 37.5 meg/mL at 12 hows. 1T serum level is
above the lower ling, administer the entire course of NAC treatment, Withhold NAC lhmpy if the paracetumaol level is below the Iowcr line,
Gastric decontamination with activaled chareoal should be administered just prior to b yleysteine (NAC) to decreas at
il paracetamol ingestion is known or suspected to have occurred within & few hours of g Serum par 1 levels should be abwuu::l
immediately if the patient presents 4 hours or more afler ing 10 ASSEES | ial risk of hep icity; 1 levels drewn less than 4
hours post-ingestion may be
misleading. To obtain the best possible outcome, NAC should be administered as soon as pDGhlbl: where impending or evolving liver injury is
suspected. Intravensus NAC may be 1 when ¢l P de oral
Vigorous supportive therapy is required in severe intoxication. P

1 1o lirnit the ahsarption of the drug must be readily

1 15 abused concurrently with alcohol or other CHNS depressants,

Paracetamaol
but is thought to p
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« Neonatal Opioid Withdrawal Syndrome [see Special Wamings and Precautions (4.4.4)]
* Hepatmmucuy [see Special Wamings and Precautions (4.4.6)]
. ions with fiazepines or Other CNS Depressants [see Special Warnings and Precautions (4.4.7)]
+ Serofonin Syndrome [see Spnual Warnings and Precautions (4.4.8)]
= Seizures [see Special Warnings and Precautions (4.4.9)]
+ Suicide [sce Special Wamings and Precautions {4.4.10)]
= Adrenal InsulTiciency [see Special Warnings and Precautions (4.4.11}]
« Severe Hypotension [see Special Wamings and Precautions (4.4.13)]
- Gastrointestinal Adverse R [see Special Warnings and Precautions (4.4.16)]
« Hypersensitivity Reactions [see Special Wernings and Precautions (4.4.17}]
+ Withdrawa! [see Special Warnings and Precautions (4.4.19)]
4.8.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying condilions, adverse reaction rates observed in the clinical trials of a drug cannot be
directly compared to rates in the elinical trials of another drug and may not reflect the rates observed in practice.
The most inci of adverse events {23.0%) in subjects from clinical trials was constipation, diarrhea, nausea,
= il ing
Table 2 shows the incid rae of mergent adverse events reported in 22.0% of subjects over five days of tramadol
hydrochloride/paracetamol use in clinical trials (subjects took an average of at least 6 tablets per day).

Table 2: Incidence of Treatment-Emergent Adverse Events { = 2.0% )

Body System

Prokii e Tramadol hydrochloride/Paracetamaol (N=141) (%)
Gastrointestinal System Disorders

Constipation 6

Driarrhea 3

Mausea 3

Dy Mouth 2
Psychiatric Disorders

Somnolence &

Anorexia 3

Insomnis 2
Central & Peripheral Nervous System

Dizziness 3
Skin and Appendages

Sweating Increased 4

Praritus 2
Reproductive Disorders, Male*

Prostatic Disorder 2

* Number of males = 62

Ineidence at least 1%, causal relationship at least possible or greater:
The following lists adverse ions that 1 with an incid
hydrochloride/Paracetamaol

Body as a Whole — Asthenia, fatigue, hot Mushes

Central and Peripheral Nervous System — Dizziness, headache, tremor
Gasirg inal Systern — Abdominal pain, i digrrhea, dyspep

Psychiatric Disorders - Anorexia, anxiety, i phoria, i i, ner 1
Skin and Appendages — Pruritus, rash, increased sweating

Selected Adverse events occurring at less than 1%:

The fallowing lists clinically relevant adverse reactions that cecurred with an ineidence of Tess than 1% in tremadol hydrochloride/paracetamol
clinical trials.

Body asa Whoic C!!Cbt pain, rigors, syncope, withdrawal syndmmc

of at Teast 1% in single-dose or repeated-dose clinical trials of Tramadol

dry mouth, nausea, vomiting

C ] — Hyp ion, aggravated hyp

Central and Peripheral Nervous System ~ Ataxia, convulsions, h)"pcrwma, igraine, aggravated 1 ¥ musele c
paresthesias, stupor, vertigo

Gastrointestinal System - D melena, ongue edema

Hearing and Vestibular Disorders — Tinnitus

Heart Rate and Rhythm Disorders — Arrhythmi Ipitati 1y

Liver and Biliary System - Hepalic function a.hnonnal
Metabolic and Nutritional Dlsorders Wclghl du.rca.sc
Psychiatric Disorders — A T fepression, drug abuse,
thinking
Red Blood Cell Disorders — Anemia
Respiratory System — Dyspnea
Urinary System — Albuminuria, micturition disorder, oliguria, urinary relention
WVision Disorders — Abnormal vision

4.8.2 Post-marketing Experience

The following adverse ions have been id

reported voluntarily from a population of uncertain size, it is not always possible to reliably e their frequency or
relationship to drug exposure,

1 lability, hallucination, impolence, paroniria, abnormal

{ during post approval use of tramadol-containing products. Because these reactions are
blish a causal

untagomst should be begun with care and by Uiration with smatler than usuasl doses ol the anlagomst.

Paracetamal

Ifang i is suspected, obtain a serum paracetamol assay &5 soon as possible, but no sooner than 4 hours following oral
ingestion, Oblain liver function studies initially and repeat at 24-hour intervals, Administer the antidote N leysteine (NAC) as eurly as
possible, Asa guide 1o of acute ingestion, the par | level can be plotied agamst lime since oral ingestion on a nomogram

Rumsck-Matthew), The lower toxic line on the nomogram is equivalent to 150 meg/mL at 4 hours and 37.5 meg/mlL at 12 hours, I serum level is
above the lower line, administer the entire course of NAC treatment. Withhold NAC lhempy il the paracetamol level 1.5 below the Iuw:r lm:
Gastric d ination with i ch 1 should be ini Jjust prior to N-geetyleysteine (NAC) to d sy
ifp | ingestion is known or suspected to have d within a few hours of presentation. Serum paracetamol levels should be obtained
immediately if the patient presents 4 hours or more alfter ingestion o assess potential risk of hepatotoxicity; paracetamol levels drawn less than 4
Tours post-ingestion may be
misleading. To obiain the best possible outcome, NAC should be administered as soon #s possible where impending or evolving liver injury is
1.1 MAC may be inistered when ci preclude oral administration,
Vigorous supportive therapy is required in severe intoxication. Procedures (o limit the continuing ak
performed since the hepatic injury is dose-dependent and oceurs early in the course of intoxication.
4.10 Drug Abuse and Dependence
4,10,1 Controlled Substance
TRAMACET contains tramadol.
4.10.2 Abuse
TRAMACET ¢ontains tramadol, a substance with a high potential for abuse similar to other opioids and can be abused and is subjeet 10
misuse, addiction, and criminal diversion [see Special Warnings and Precautions (4.4.1)],
All patients treated with opicids require careful monitoring for signs of abuse and addiction, since use of opioid analgesic products carries the
rigk of addiction even under sppropriate medical use,
Preseription drug abuse is the infentional non-therapeutic use of a preseription drug, even once, for its rewarding psychological or
physiological eflects.

of the drug must be readily

Drrug addiction is o cluster of behavioral itive, and 1 ph that develop after repeated substance use and includes:
a strong desire 1o 1ake the drug, difficulties in Lnntmllmg its usc persisting in its use despite harmful, or potentially harmful, | u higher
priority given to drug use than to other activities and obligations, @ d tol and a physical wilhrimwal.

“Drug seeking” behavior is very common in persons wilh substance use disorders. Drug seeking tactics include emergency calls or visits near
the end of affice howrs, refusal 1o undergo appropriate examination, lesting or referral, repeated “loss™ of prescriptions, mpering with
prescriptions, and reluctance to provide prior medical records or contact information for other treating physician{s). “Doctor shopping” (visiting
mulliple preseribers} (o obtain additional preseriptions is common among drug sbusers and people suflering from untreated addiction.

Preoceupation with achieving pain refief can be appropriate behavior in a patient with poor pain control,

Abuse and addiction are separate and distinet from physical dependence and tolerance, Healtheare providers should be aware that addiction
may not be aceompanied by concurrent tolerance and symptoms of physical dependence in all addicts. In addition, abuse of opivids can occur in the
absence of trug addiction.

TRAM»\CE‘T likee other upmm ¢an be diverted for non-medical use into illicit channels of distribution. Careful record-keeping of preseribing

including quantity, freyg . and renewal requests, as required by state and federal law, is strongly advised.

Proper assessment of the palient, proper prescribing practices, periodic re-evaluation of therapy, and proper dispensing and storage are
appropriate measures that help to limit abuse of opicid drugs.

Ris ifi¢

TRAMACET is lor oral use only, Abuse of TRAMACET poses a risk of overdose and death. The risk is increased with concurrent abuse of
TRAMACET with aleohol and other central nervous system depressants.

Parenteral drug abuse is | inted with isgion of infi

4.103 Dependence

Both tolerance and physical dependence can develop during chronic opioid therapy. Tolerance is the need for increasing doses af opioids to
maintain a defined cffcel such as analgesia (in the absence of disease progression or other external factors). Tolerance may oceur to both the desired
and undesired effects of drugs, and may develop at different rates for different effects.

Physical dependence is a physiological state in which the body adapts to the drug alter a period of regular exy lting in w

ymp afler abrupt di or a significant dosage reduction of a drug. Wlthdmwal also may be precip d through the istration
of drugs with opioid anlagonist activity {e.2., nal mixed agont i {e E.p ine, butorphanol,
nalbuphine), or partial agonists (e.g., bup phing). Physical depend may not oceur to a clinically significant degree until afler several days 1o
weeks of continued opioid usage.

Do not abruptly discontinue TRAMACET ina puu:nl physically dependent on opicids. Rapid tapering of TRAMACET in a patient physically
dependent on opioids may lead to serious withd led pain and suicide.

Rapid discontinuation has also been associated with mtcmp:a te find other sources of opicid analgesics, which may be confused with
drug-seeking for abuse.

When discontinuing opioids, gradually taper the dosage using a patient-specific plan that considers the following: the dose of the opioid the
patient has been tuking, the dmt:on of treatment, and the physical and psychological attributes of the patient, To improve the likelihood ofa

uccessful taper and i | symptoms, il is important that the opioid tapering schedule is agreed upon by the patient. In patients
taking opioids for a long duration at high doses, ensure that a dal apg b 1o pain including mental health support (il
needed), is in place prior (o initiating an opioid analgesic taper [see Posology and Method of Administration (4.2.5), Special Wamings and
Precautions (4.4.19)].
Infants born to mothers physically dependent on opicids will also be physically dependent and may exhibit respiratory difficulties and
ithdrawal signs [see Preg (4.6.1)]
5. Pharmacological properties

The following information is based on studies of ramadol alone or paracetamol alone, except where otherwise noted:

Mechanism of Action

TRAMACET contains tramadol, an opioid agonist and inhibitor of norepinephrine and serotonin re-uplake, and paracetamol. Although the
mode of aclum of tramadol i$ not completely understood, the 1nal.gcs1c effect of tramadol is believed to be due 1o both binding 1o p-opicid receptors
and weak inhibition of reuptake of norepinephrine and

Opioid activity of tramadol is due to both low afTinity bmdm,g of the parent compound and higher affinity binding of the O-demethylated
metabalite M1 16 p-opioid receptors. In animal models, M1 is up o 6 limes more potent than tramadol in producing analgesia and 200 times more
polent in p-opioid binding. Tramadel-induced analgesia is enly partially antagonized by the opiate antagonist naloxone in several animal lests.

The relative contribution of both tramadol and M1 Lo human analgesia is dependent upen the plasma concentrations of cach compound
[see Pharmacokinetic Properties (5.2)].

Tramadal has been shown to inhibil reuptake of norepinephrine and serotonin in vitro, as have some other opioid anaigesics, These

mechanisms may contrbute i ly to the overall ic profile of dol. 3

diseases such as hepatitis and HIV.
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were 40% lower.

bolizers,” while M1 cong

Iy 20% higher in “poor metabolizers” versus “exte

In vitro drug interaction studies in human liver microsomes indicate that inhibitors of CYP2D6 (Mucxeline, norfluoxeting, amitriptyline, and

Paracetamol is & non-opioid, non Y The site and mechanism [or the analgesic effect of p | hias not been d ined ol

but is thaught e primarily invalve central actions
5.1 Pharmacodynamic Properties CYP2D4 Inhibitors
Tramadol produces respiratory depression by direct action on brain stem y centers, The iratory dep involves a ion in

the responsiveness of the brain stem respiratory centers 1o both increases in carbon dioxide tension and eleetrical stimulation.

Tramadol causes miosis, even in total darkness. Pinpoint pupils are a sign of opioid ov but are nol pathog nic (e.g., pontine lesions
of bemorrhagie or ischemic origing may produce similar findings). Marked mydriasis rather than miosis may be seen due to hypoxia in overdose
situations,

Effec e Giastrointeslinal T iher §

Tramadol cavses a reduction in motifity associated with an increase in smooth muscie tone in the antrum of the stomach and duodenum.
Digestion of food in the small intesting is delayed and propulsi tions are d d. Propulsive peristaltic waves in the colon are decreased,
while tone may be inereased to the pint of spasm resulting in constipation. Other opioid-induced effects may include a reduction in biliary and

i . spasm of sphi of Oddi, and transient elevations m serum amylase.
Effects on the Cardi Sysiem
Tramadol produces peripheral vasodilation which may resull in orthostatic hyp ions of hi ine release and/or
peripheral vasodilation mey include pruritug, fAushing, red eyes, ing, and/or orthostatic hyf The effect of oral tramadol on the QTeP
interval was evaluated in a double-blind, randomized, four-way crossover, placebo- and positive- (moxifloxacin) controlled study in 68 adult male
and female healthy subjects. At a 600 mg/day dose (1.5-fold the maximum immediate-release daily dose), the study demonstrated ne significant
cffect on the QTcF interval.

or syncope. B

Opioids inhibit the secretion of adrenocorticotropic hormone (ACTH), cortisol, and luleinizing hormone (LH) in humans [see Special
Warnings and Precautions (4.4.11), Undesirable effects (4.8, 2)]. They also stimulate prolactin, growth hormone (GH) secretion, and pancreatic
secretion of insulin and glucagon.

Chronic use of opioids may i the hyp ic-pituitary-gonadal axis, leading to androg i that may as low libida,
impotenee, erectile dysfunction, amenorrhea, or infertility. The causal role of opioids in the clinical syndrome of hypogonadism is unknown because

the various medical, physical, lifestyle, and psychological stressors that may influence gonadal hormone levels have not been adeguately

inhibit the metabolism of tramadol to various degrees, suggesting that concomitant administration of these compounds could result in

in ol ions and 1 ce af M1, The full pharmacological impact of these alterations in terms of either
cfficacy or safety is unknown.
Quinidine

Tramadol is metabolized to M1 by CYP2ZD6. A study was fucted 1o the elfect of quinidine, a selective inhibitor of CYP2ZDE, on
the pharmacokinetics of tramadel by administering 200 mg quinidine two hours before the 1on of 100 mg lal ded release
tablet. The results demonstrated that the exposure of tramadol increased 50-60% and the exposure of M1 decreased 50-60%. In vitre drug
interaction studies in human liver microsomes indicate that tramadol has no effect on quinidine metabolism [see Special Warnings and Precautions
{4.45) and Interaction with other medicinal products and other forms of in teractions (4.5)],

Cimetidine

C i inistration of dol and cimetidine does not result in clinically significant changes in tramadol pharmacokinetics.
Therefore, no alteration of the TRAMACET dosage regimen is recommended.

CYP3A4 Inhibitors and Inducers

Tramadol is bolized by CYP3A4, Ad of CY P3A4 inhibitors, such as ketoconazole and erythromyein, or CYPIA4 inducers,
such as rifampin and St John's Worl, with tramadal may affect the metabolism of ramadol leading to aliered tramadol exposure [see Special
Warnings and Precautions (4.4.2 and 4.4.5) and with other medicinal products and other forms of interactions (4.5)]

Carbamazepine
Carbamuzeping, 2 CYP3A4 inducer, increases tramadol metabolism. Patients laking carb may have a significantly reduced anal
effect of dol. C Iministration of dol and cart pine is not led

Potential for Tramadol 1o Affect Other Drugs
In vitro studies indicate that tramadal is unlikely to inhibit the CYP3Ad-mediated metabolism of ather drugs when tramadol is administered
concomitantly at therapeutic doses. Tramadol does not appear to induce its own metabolism in humans, sinee observed maximal plasma

for in studies conducted to date [see U ble effects {4.8.2)].

Opioids have been shown o have a variety of effects on components of the immune system in in vitro and animal models. The clinical
significance of these findings is unknown. Overall, the elfects of opioids appear (o be modestly immunosuppressive.

The mini flecti Igesi ion will vary widely among patients, especially among patients who have been previously treated
with potent opivid agonists. The mini cffective analgesic cc ion of dol for any individual patient may increase over lime due (o an
increase in pain, the development of a new pain syndrome andfor the development of analgesic tolerance [see Posology and Methad of
Administeation {4.2.1}].

i L Adverse B

Relatinnship:

There is 4 relationship bety i ing dol plasma ion and i ing frequency of dose-related opivid adverse reactions
such as nausea, vomiting, CNS effects, and respiratory depression, [n opioid-tolerant patients, the situation may be altered by the development of
tolerance (o opioid-related adverse reactions {see Posology and Method of Administration (4.2.1, 4.2.31]

5.2 Pharmacokinetic Properties

Tramadol is administered s a racemate and both the [-] and [+] forms of both tramadol and M1 are detected in the eirculation,

The absalute bivavailability of tramadol from TRAMACET tablets has not been determined. Tramadol hus a mean absolule bipavailability of
approximately 75% lollowing administration of a single 100 mg oral dose of ULTRAM tablets, The mean peak plasma concentration of racemic
tramadal and M1 after sdministration of two TRAMACET tablets vecurs at approximately two and three hours, respectively, post-dose.

The pharmacokinetics of plasma tramadol and [ | following oral adminisiralion of one TRAMACET tablet are shown in Table 3.
Tramadol has a slower absorption and longer hal(-life when compared 1o paracetsmol,

Table 3;: Summary of Mean (£5)) Pharmacokinetic Parameters of the (+)- and {=) Enantiomers of Tramadol and M1 and Paracetamol

afler multiple oral doses are higher than expected based on single dose data,
5.3 Preclinical Safety Data
53.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
There are na animal or laboratory studies on the product {
impairment of fertility. Data on the individual components are deseribed below,

and par: 1) to eval carci i is, or

A slight but statistically significant increase in two common murine tumors, pulmoenary and hepalic, was observed in an NMRI mouse
carcinogenicity study, particularly in aged mice. Mice were dosed orally up lo 30 myg/kg in the drinking water (0.5 limes the maximum
recommended daily human dosage or MRHD) lor approxi ly two years, although the study was not done with the Maximum Tolerated Dose.
This finding is not believed 1o suggest risk in humans. No evidence of carcinogenicity was noted in a rat J-year carcinogenicity study testing oral
doses of up to 30 mgkg in the drinking water (1 times the MRHD).

Long-term studies in mice and rats have been completed by the National Toxicology Program to eval the i ic p ial of
paracetamol. In 2-year feeding studics, F344/N rats and B6CIF1 mice were [ed a diel containing paracetamal up to 5000 ppm. Female rats
demonstrated equivocal evidence of carcinogenic activity based on i d incid of cell feukemia at 1.2 times the maximum
human daily dose (MHDD) of 2.6 grams/day, based on & body surface area comparison, In contrast, there was no evidence of carcinogenic activity
in male rats (1.1 times) or mice {1.9-2.2 times the MHDD, based on a body surface area comparison).

Tramadol was ic in the p of in the mouse lymphoma assay. Tramadol wes not mutagenic in the i vitro
bacterial reverse assay using Sals Il and E. coli (Ames), the mouse lymphoma assay in the absence of metabolic activation, the
In vitro chromosomal aberration assey, or the in vivo micronucleus assay in bone marrow,

Paracelamol was not mutagenic in the bacterial roverse mutation assay (Ames fest). In contrast, paracetamal lested positive for induction of
sigter ch id exchanges and ct 1 aberrations in in vitro assays using Chinese hamster ovary cells, In the published literature,
paracetamol has been reported (o be clastogenic when administered a dose of 1500 mg/kg/day to the rat madel (3.6-times the MHDD, based on
a body surlice arca comparison). In contrast, no clastogenicity was noted al a dose ol 750 mg/kg/day (2.8- times the MHDD, based on a body
surface area comparisen), suggesting a threshold effect,

: ( Fentili
Mo effects on fertility were observed for tramadol at oral dose levels up to 50 mg/kg in male rats and 75 mg/kg in female rats. These dosages
are 1.6 and 2.4 times the MRHD [see Females and Males of Reproductive Potential (4.6.3)],

In studies of | 1 1 by the Toxicology Program, fertility assessments have been completed in Swiss mice via o

breeding study, There were no effects on fertility parameters in mice consuming up to 1.7 times the MHDD of paracetamol, based on

Following A Single Oral Dose Of One Tr d | Combination Tablet (37.5 mg/325 mg) in Volunteers

Parameter” (+)-Tramadol (-)-Tramadol (+)-M1 (=M1 paracetamol
C_ (ng/mL) 64.3 (9.3) 555 (8.1) 109 (5.7) 128 (42) 4.2 (0.8)
(] 18 (0.6) L 07 21 (07 22 (07 0.9 (0.7)
CL/F (mL/min} Sk (226) 736 (244) + - 365 (K4)
t, (h) 51 (14) 47 (1.2} T8 (3.0} 6.2 (1.4) 25 (0.6)

For paracetamol, € was measured as meg/mlL.

A single-dose pharmacakinetic study of TRAMACET in volunieers showed no drug interactions between tramadol and paracetamol.

Upon multiple oral dosing 1o steady state, however, the bioavailability of tol and bolite M1 was lower for the combination tablets

pared 1o dal admini d alone. The d in AUC was 14% for (+)-tramadol, 10.4% for (-Hramadel, 11.9% for (+)-M1, and 24.2%
for (-}M 1, The cause of this reduced bioavailability is not clear,

Peak plasma concentrations of paracetamol oceur within one hour and are not affected by co inistration with g single-
or multiple-dose administration of TRAMACET, no signifi change in p | phat kinetics was observed when compared o
paracetamol given alone,

When TRAMACET was administered with food, the time to peak plasma concentration was delayed for approximately 35 minutes for
tramadol and almost one howr for paracetamol, However, peak plasma concentrations, and the extents of absorption, of 1ol and pat
were not affected. The clinical significance of this difference is unknown,

Distgbuli

The volume of distribution of ramadol was 2.6 and 2.9 L/kg in male and female subjects, respectively, following a 100 mg intravenous dose.
The binding of tramadol to human plasma proteins is approximately 20% and binding also appears (o be independent of concentration up 1o
10 meg/mL, Saturation of plasma protein binding occurs only at outside the relevant range,

4 body surfuce area comparison, Although there was no effect on sperm motility or sperm density in the epididymis, there was a significant increase
in the percentage of abnormal sperm in mice consuming 1.7 times the MHDD (based on a bady surface area comparison) and there was 4 reduction
in Lhe number of mating pairs producing a fifth fitter at this dase, suggesting the potential for cumulative toxicity with chronie administration of
paracetamol near the upper limit of daily dosing,
Published studies in rodents report that oral paracetamol treatment of male animals at doses that are 1.2 times the MHDD and greater (based on

a body surface area comparison) result in d d testicular weights, reduced sper reduced fertility, and reduced implantation sites in
females given the same doses. These effects appear to increase with the duration of treatment. The clinical significance of these {indings is not
known.

5.4 Clinical Studies

5.4.1 Single-Dose Studies for Treatment of Acute PPain

In single-dose studies in acute pain, two tablets of TRAMACET administered to patients with pain fallowing oral surgical proced v
greater relief than placebo or either of the individual components given at the same dose. The onsel of pain reliel afler TRAMACET was faster than

tramadol alone. Onsel of analgesia occurred in less than one hour. The duration of pain relief afler TRAMACET wus longer than paracetamol alone.

Analgesia was generally comparable to that of the comparator, ibuprofen.
6. Pharmaceutical particulars
6.1 List of excipients
- Com starch
= Microcrystalline cellulose
- Pregelatinized starch
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Far paracetamal, C,,, was measured as meg/mL.

A gingle-dose pharmacokinetic study of TRAMACET in volunteers showed no drog i tramadol and par

Upom multiple oral desing o steady state, however, the bioavailability of tramadal and metabolile M1 was lower for the combination tablets
compared 1o dal ini i alone, The d in AUC was 14% for (+)-tramadal, 10.4% for {(-)-tramadol, 11.9% for (+)-M1, and 24.2%
for (=)-M1, The cause of this reduced bioavailability is not clear.

Peak plasma concenirations of paracetamol cecur within one hour and are not alfected by
or multiple-dose administration of TRAMACET, no sig! i change in par 1 ph
paracetamal given alone,

with F ing single-
was observed when compared 1o

e

When TRAMACET was administered with food, the time 1o peak plasma concentration was delayed for approximately 35 minutes for
(ramadel and almost one hour for paracetamol, However, peak plasma concentrations, and the exients af absorption, of tramadal and paracetamol
were nof affected. The clinical significance of this dilference is unknown.

The volume of distribution of tramadol was 2.6 and 2.9 L/kg in male and female subjects, resp y, following a 100 mg i dose.
The binding of tramadol to human plasma protein is approximately 20% and binding alse appears (o be independent of concentration up to
10 egfml, Sawration of plasma protein binding occurs only al outside the Ity relevant range.

Paracetamol appears Lo be widely distributed throughout most body tissues except fat. Its apparent volume of distribution is about 0.9 Likg.
A relative small portion {~20%] of paracetamol is bound to plasma protein.

Tramadol is eliminated primarily through metabolism by the Tiver and the metabolites are eliminated primarily by the kidneys. The mean (3D}
apparent lotal clearance of tramadal afier a single 37.5 mg dose is 588 (226) mL/min for the (+) isomer and 736 (244) mLmin for the {-) isomer.
The plasma elimination half-lives of racemic ramadol and M1 are approximately 56 and 7 hours, respectively, after ad af
TRAMACET. The apparent plasma elimination half-life of racemnic tremadol increased to 7-9 hours upon mulliple dosing of TRAMACET.

The hal-life of paracetarmol is about 2 to 3 hours in adulis. 1t is somewhat shorler in children and somewhat longer in neonates and in cimhotic

patients. Paracetamol is eliminated from the body primarily by f ion of gl ide and sulfate conj in a dose dent manner.
Metabolism
F g oral administrati dol is extensively lized by a number of pathways, including CYP2D6 and CYPIA4, us well as by

of parent and lites, The major metabolic pathways appear to be N- and O-demethylation and gl idation or sulfation in the
Tiver, B lite ML (O hyl 1ol) is p logically active in animal models, Formation of M| is dependent on CYP2D6 and as such
is subject to inhibition, which may affect the therapeutic resp [see T with other medicinal products and other forms of interactions

(450,

Approximately 7% of the population has reduced activity of the CYP2D6 isoenzyme of eylechrome P430, These individuals are “poor
metabolizers” of debrisoquing, dextromethorphan, and iricyelic antidepressants, among other drugs. Based on a population PK analysis ol Phase |
studies in healthy subjects, concentrations of tramadol were approximately 20% higher in “poor metabolizers' versus “extensive metabolizers,”
while M1 concentrations were 40% lower. i vitro drug interaction studies in human liver microsomes indicate that inhibitors of CYPID6 such as

Muoxeting and its metabolite nor(l plyline, and g ine inhibit the bolism of tramadal to various degrees. The full
pharmacological impact of these alterations in terms of either efficacy or safety is unknown.
Paracetamal is primarily metabolized in the liver by first-order kinetics and involves three p incipal separate p

a) conjugation with glecuronide;

b) conjugation with sulfate; and

¢} oxidation via the cytochrome, P450-dependent, mixed-function oxidase enzyme pathway to form a reactive intermediate metabolite, which
conjugates with glutathione and is then further metabolized to form eysteing and mercapturic acid conjugates. The prinipal cytochrome P430
ispenzyme involved appears to be CYP2E], with CYPLAZ and CYP3A4 as additional pathways,

In adults, the majority of par 1is conj d with g ic acid and, to a lesser extent, with sulfate. These glucuronide-, sulfale-, and
glutathione-derived metabolites lack biologic activity. In premature infants, newbomns, and young infants, the sulfate conjugate predominates,

Excretion

Approsximately 30% of the tramadol dose is excreted in the urine as unchanged drug, whereas 60% of the dose is excreled as metaboliles.
Less than 9% of par lis d unck d in the urine.

Hepatic [mpairmeat

Pharmacokinetics of tramadol was studied in patients with mild or moderate hepatic impairment after receiving multiple doses of tramadol
extended-release 100 me. The exposure of (+)-and (-)-tramadol was similar in mild and moderate hepatic impairment patients in comparison (o
patients with aormal hepatic function. However, exposure of (+)- and (-F-M1 decreased ~50% with increased severity of the hepalic impairment
({rom normal to mild and moderate). The pharmacokinetics of tramadol after the | i -release has not been studied
in patients with severe hepatic impairment. Afer the administration of tramadol immediate-release tablets to patients with advanced circhogts of the
liver, tramadal area under the plasma concentration time curve was larger and the tramadol and M1 hal flives were longer than subjects with normal
hepatic function [see Hepatic Impairment (4.2.8]].

Renal Impairment

Tmpaired renal function results in a decreased rate and extent of excretion of tramadol and its active metabolite, M1, The pharmacokinetics of
tramadol were studied in patients with mild or moderate renal impairment after receiving mul iple doses of dol extended-release 100 mg.
There is no consistent trend observed for tramadol exposure related to renal funclion in patients with mild (CLer: 50-80 mL/min} or moderate
{(CLer: 30-50 mL/min) renal impairment in comparison to patients with normal renal function, However, exposure of M increased 20-40% with
inereased severily of the renal impairment (from normal to mild and moderate), tramadol extended-release has not been studied in patients with
severe renal impairment (CLer < 30 mL/min), The total amount of tramadol and M1 removed during a 4- hour dialysis period is less than 7% of the
administered dose [see Posology and Method of Administration (4.2.4), Renal Impairment {4.2.9)].

Geriatric Population

A population pharmacokinetic analysis of data obtained from a clinical trial in patients with chronie pain treated with TRAMACET, which
included 55 patients between 65 and 75 years ol age and 19 patients over 75 years ol age, showed no significant changes in the pharmacokinetics of
tramadol and paracetamol in elderly patients with nommal renal and hepatie function [see Genatrie Use (4.2.7]]

Sex

Tramadol clearance was 20% higher in female subjects compared to males on four Phase | studies of TRAMACET in 50 male and 34 [cmale
healthy subjects.

Poor / Extensive Metabolizers, CYP2D6

The ion of the active balite, M1, is mediated by CYP2D6. Approximately 7% of the population has reduced activity of the CYPZD&
isoenzyme of cytochrome P-450, These individuals are “poor metabolizers" of debrisoquine, dextr horphan, and tricyclic antidepressants,
among other drugs. Based on a population PK analysis of Phase [ studies with immediate-release lablets in healihy subjects, concentrations of

of G A
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Published studies in rodents report that oral paracetamal treatment of male animals at doses that are 1.2 times the MEDD and greater (based on
a body surface area comparison) result in decreased lesticular weights, reduced spermaiogenesis, reduced fertility, and reduced implantation sites in
females given the same doses, These effects appear to increase with the duration ol The clinical signifi of these findings is not
knerwn.

5.4 Clinical Studies

5.4.1 Single-Dose Studies for Treatment of Acute Pain

In single-dose studies in acute pain, two tablets of TRAMACET administered to paticnts with pain following oral surgical procedures provided

greater relief than placebo or cither of the individual components given al the same dose. The onset of pain relief aller TRAMACET was faster than
tramadol alome. Onset of analgesia cecurred in less than ane hour. The duration of pain reliel after TRAMACET was longer than paracetamol alone,
Analgesia was generally comparable to that of the comparator, ibuprofen.
6. Pharmaceutical particulars

6.1 List of excipients

- Comn starch
- Microcrystalline cellulose
- Pregelatinized starch
- Sodium starch glycolate
- Magnesium stearte
- Purified water
- Opadiy® Yellow
6.2 Incompatibilities
Mot applicable
6.3 Shelf life
2 years
6.4 Special precautions for storage
Store below 30°C
6.5 Mature and contents of container
TRAMACET is contained in blister pack (Aluminium-PVC) of 10 tablets into paper box of 3 packs
7. Marketing authorization helder
Manufactured by : POND CHEMICAL COMPANY LIMITED
1/18 Moo 4, Buengkamproi,
Laam Luk Ka, Pathumthani 12150
Distributed by : MASA LAB COMPANY LIMITED
Bangkok 10150, Thailand
Tel, (662) 971-6299 E-mail address : inlb@masalab.com
8, Marketing authorization number(s)
24 1509267 (NG)
9, Date of first authorization/ renewal of the authorization
271272024
10. Date of revision of the text
6 June 2025
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