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TRAMADOL HYDROCHLORIDE TABLETS

Rz omly
DESCAWTION
Teamaded hydrochlaride is a centrally acting analgsslz, Tha chemical name lor tramadol hydrachloride & {r)ois-2-
[ i A1 y e, Its structunl formula Is;

oy

S

LA

The moldcular waighl of tramado! hydrochiaridn Is 2958, Tramada! bydrochloride @ a white, biler, crystaillne and odor-
less pawder. I is readily soluble In water and elhanal and fas a pha of .41, The n-clanaliwatar log padtitian cozHicianl
(logP} B1.35 20 pH 7,

Each tablet lor oral adminisiration eontains 50 mg of framadof hydrochloride ang the foltowing inaclive ingradlents:
cailaidz! silicon dioxide, corn starch, . laclose ., i afe, micro-
aystallie celfdoss, potyethylena ghyeol, polysorbale 8D, sodium starch ghycolate, and Wanium ipxids.

CLINICAL PHARMACOLOGY

Phawmaco dyna mics

Tramadel & a canteally acling synthellc apiaid analgesic, Although ils mode of action is not comslalaly underslaed, from
animal tests, @ bas! two camplementary mechanisms appear applicable: binding of parenl and M1 metabolite to p-opioid
awceplars and weak imhibition of reuplake of perspinephring and sercianin

Oplaid 2ctivity is dua 10 both iow alfinty binding ol 1he parani cempound and higher affinity binding of the 0-demathylalzd
maiboks M1 to y-apiid receptors. In ankmal modaks, M1 I up to 6 limas mars potent [han Lramads in producing anal-
Qosia and 200 {imes mars poleat in y-apioid binding. TramadoMnduced anaigesia is only panially antagonized bty tha opl-
ls anlagonist naloxone in saveral animal tests. The relalive contributian of both lramacol ard M1 10 hunian analgesia is
dtpondeat upan thi plasima concanirations of sach compound (308 CLINICAL PHARMACOLDGY, Phasmacokinotics).

Tramatol has bean shawn ko infibit muplake of noreginephrina and serotonin n vitro, as hove sama other oplold aral-
gesics. Fhesa mechanisms may conlribute independantly 1o 1he ovérall analgasic protile af vanadol hydrochisrids.

in humans begins approximalety within ong haur after adArinisication 2nd reaches 1 peak | appronimataty two
1a thine hayrs, .

Apart from amlgesia, tramadel frydrochlonds adminisiration may produce a ol symmtoms finchuding dizzi-
655, SOMAGMICE. Mairsed, conslipation. sweating and prurius) simliar 1o that of ofher opicins. (0 cantras] to motphing,
tramadal has not bewa shown to causs histamine relsass, A1 therapeutic dosss, (rmmado] bydrochiaride has no efect an
diearl rals, lN-varetricular lunction or eardac inden. Onhostalic Iyptarslen has haen shearved,

Fhameeakingtles

The analgeste activhly of tramadal is du to both parent drug and the M| melabolite (528 GLIMIGAL FHARMATOLOGY,
Ph d Tramadol is 5.2 @eomatd and bolh the (-] and [+ forms of bow Iramadol and MI are
detsciad in the girculation. Tramadol is well absorowd orafty with an absoluls binavaltahikty al 75%. Tramadel tas a vol-
urM of distribulicn of approximazely 2.7 LAqg and ks only 20% bound to plasara peatsias. Tramadol s axdonsivaly matabo-
lemd by & number of pathways, including CYP2D6 and CYP3Ad, as wall ag by confugatian of parsrl and metabolites. One
metabiolite, M1, is phamacalugically actre in aniral modals. Tha lormation of M1 Is depandenl upon CYPZDE and as
Suich is subject to Inhibitlogwhich may afect the I rasponsa (pom P , Oreg Tramadul
and fla metabokles are axcreted pramarity # I uring wilh sbsarvd plasma tealf-fvas of 6.3 and 7.4 haurs for ramadal
and M1, respactivsly, Laxr pl s have beon obrsarvad foRowing muttipl doses of 50 and 100 mg lo sady-stale.

Absorptian-

Racamic Iramadol s fepidly and atmasl complatuly absorbed altar oral administicalion, The mean abspluta bioavaitahiltty
of 3 100 g aral dose is approximately 75%. The maan peak plasma concamration ol racamic Immadol and M1 oceurs al
twn and three haurs, respectively. Hur aominftialion in heatthy 2dulis. In goneral, both anantlamers of lkamadol and M1
folaw 2 paralist 1im coursa in Ihe body follpwing singie and mutipk dases alihough small diflarences (- 10%) axst k Ihe
abrsalute amaunl of sach ananligmer prasent,

Steatty-state plasma caveani rations of balh Irmadol and M1 are achiaved wilhin two tays with g ld dosing. There is no
swndance of self-induction (see Figurs 1 and Table 1 below),

Figure 1: Mpan Tramadol and M1 Plasma Concantration Profites akier a Singl 100 mg Oral Dase
@nd atier Twanty-tine 100 mg Oral doses ai Tramadol HC| pivén qid.

Formatian of M1 [s dapandem on CYPZDE and as such is subjact 1a inhibition, which may atiect the Iharapeinic: respoise
(sae PRECAUTIONS, Dirug fuleraciios),

#pproximalety 7% of Iha popitation has raduced ackivity of the £YP206 Goanzyie of cytachrome P-450. Thest individuals
e ‘poor e’ af moquing, detr Uricyelic . amang sther drugs, Based on 2
population PIC analysis of Phasa | stutties in heallby subjects, concemrations of (ramado! ywere approximalely 20% highsr
in “poor melaboil2ers” versus. “sxiensive melabolrars”, while M1 cancamrations wara AD% fawnr, Concomiant tharapy
with inhibifors of CYP2D& such as (luoxaline, paroxeting and quinidice could resal in sigriticant drug kearactions, fr
vifro diug imleraction sludies in himan tar microsomes Indicals that intibHars ol CYPZDE suxch s fugxeline and its
mtlabolite narfludxating, amriptyling and quiniciae Fnibit the ol irarmadol te varinyg dagrees, that
istralion ol thesa cauld resul in incraases In Iramexdol concenatlons and decrased con-
af ML Tha full impact of thess aheratians i tarms of eithar elficacy o aafuly is unkngwn,
Cancamftant usa ol SEROTONIN re-ttaks INHIBITORS and MAC INHIBITORS may anhance the risk of advarss mapnts,
inchuting seizure (son WARNINGS) and serolonin syndama,
Elfmination.
Tramadal és sliminated primary shrough metabadism by Gie liver and the melabolites ars shminated primarily by the kid-
nays, The mean lemninal plasma elimreation hall-Bves of racomic tramado) and racemic M1 ar 6.3 + 1.4 and T4dz14
hours, respectivaly. The plaama siimination tatf-fils of racemic tramadol imraased from appronimately six haurs to seven
hours upon multiple dosing,

Specla] Populations

Ranai-

fmpaired ranal finction resuts in a decsassed ralo and axtent ol axcratin ol Hamadol and its active meiabolite, M1, In
patlenis wilh croatinine ciarances of lass than 30 mLimin, adjusimem af the dosing ragimen is mcommended (ses

DORAGE AND ADMI(NISTRATION]. The total amaum of iramada! and M1 ramovad duting a 4 -hour dualysis period is ss
than 7% ol ifw adminisered dose.

Metabolism of Immadol and M1 & reduced in patients with advanced drthosis of the lives, resulling in both 2 Rgar area
Lnder tha concaniration tima curve for tramadot and longer ramadel znd M1 elinmnation hal-Fues 113 hrs. for tramadol
and 19 trs. for M1). In cirrhotic pafierts, adjustmant of the dosing rgimen is recommanded (Sex DOSAGE AND ADMIN-
ISTRATION,

Heakthy elderfy subfects aged 85 10 75 years have plasma Icamadol iors and ioR hali-hvas to

thosa abserved in koallity subjacts less than §5 yéars of ags. In subjecis over 75 Vaaty, madmum sarom concenlrattons

6 plyvalnd (204 vs. 162 ng/mL} and the slimination hal-like is pralonged {7 vs. 6 hours) compared |0 subjects 65 to 75

#rs ol age. Adjusimest of the Caiy desd s racommandad for gatispts afdar than 75 years (sas DOSAGE AND ADMINIS-
ATION),

Gdar:
The atisolule binavailabilty of tramasa| was 73% in maiss and 75% i lematrs, Tha plasma cearance was 6.4 mLiminkg
In mabes and 5.7 mUminkg in lemalkes following 4 100 mg I dose of kammdol. Following a slngie oral dosq, and afler
adjusling Jar body weigh, iemales had 2 17% highsr peak 1rancadal conceniration and a 35% highnt 2rea under the can-
oetration-lie curve compared lo maks. The clinical signiftcance of this dflerencn i UNKNowWT:
Cllokal Studies
Tramadol hydrochicride tablels has baen given i singhe oral dosss of 50, 75 and 100 mg la pavients wihth pain fellowing
sirgical procedLrnd i pain lollowing oral surgery (axractian of impacted molars).
In 8ingle-doss models of pain fabiawing oral surgery, pain rufisf was demonsirated in same patiants at dosas of 50 mp and
75 mg. A dose ol 100 mg Iramadol hydrochlorics tanded to provids analgesia supariar lo cadeing sulats §0 my, bt it
eas ot as effeciive as the combinatlon ol 2spirin 650 my with codeine phasphate 60 m.
Tramadol fas been studsed in 1hres lang-tsrm camralied triais imvalving a tolat of B20 patients, wilh 50 paitents recsiving
tamadol hydrachiaridn. Patients wilh a variety of ehranic gainlul canditions wara studied in dauble-blind Iriaks ol ans la
(hres months duration. Avarage day doses of approximalaly 250 mp of amadol hydrechioride in divided doses wern
Ganenaly comparable to (ke doses of 2e4laminaphen 300 mg with codeing phosphals 30 mg (TVLENOL® with Codaina
#3} daily, (iva dases al aspiris 325 Mg wih codeing phasphels 30 my dally, o [wo la thiee doses of acalaminophan 500
Ty with paycodons hydrachloride 5 meg (TYLOX®) day,
Teratian Triats
In & randomized. biinded cilnical sludy with 129 to 132 parients gar group, a 10-tay liratian to a daily Iramadol bydmchio-
ride dase ol 200 mg {50 mg ..}, anzsned {n S0 mg iecramants ewery 3 diys, was lound o result i lewer discontinua-
tans dus to dizziness or varligo Lhan Iiratlan over oniy 4 days o na ratian
Figure 2: Protocel CAPSS 4T
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HDICATIONS AMD USAGE
Tiamadol tyeirochloride lableis are lodicaled for the managemant af modurare to odaraluly savere pam i adutls.

CONTRAINDICATIONS

Teamculol rydrochloride Lablels shoold not be adminisiarsd to pallents who have previously damonsiraled hypersensitivity
Lo irarvadol, amy oihar componant ol Ihis product or oplaids. Tramada! |s contmindicated In any saation where opiaus
are inchuding acufe istoxication with any of the fullawing: akohol, typmotics. arcolics, camrally acting
analgesics, apioids or psycholiopic drugs. Tramade! may worsen cenlial nanaus system and resplraery depression in

Tabla 1 Ihese palianis,
Mean (%6V) Pharmacakipolic Parsmelors for Racwmt Tremadol and M1 Malakolile WARNINGE
Seizure Rish
Pogulation’ Paanl Dngy! | Poak Cong, Tima lo ClesrancafFb L1z (hrs) $a have keea re, . o
> i} _ iares parted la patlents receiving lamaded hydrochieride tebints within the recommended
| Dosaga Aegimena | Metabolite’ frgfmt) | Poek (hm) | tmiiminvi Ayl Spoalaneous pasl-marketing mporty indicat that weizure rish Is leornased with doses of lamado] above the
H;a;lw Ad_\;b. Tramadol 582 (30} 2.3(61) 5.90 (25) a7 {18} raape. itan! use of framadal Increagas tha teltire ik o paiients beking:
100 mg gid., . N y
: Selnclivo serotaain reuplase inhid or
M0 p.a. Ll o | 244 ki 70 14) + Trityclic antidegre rams {TCAs), sed ot bicyclic g, \ ee, 11c ), or
Haalthy Adutts, Tramadol 208 (Z) 16063 50 {31} 56 [20) = liher opiolds.
100 g i o ide tabl ¥ aaharica the pefzues rizk is patisnts baking:
SO pa. M1 55.0 {36} 0151y < 67 (18] * MAD iahibitors {sre atsa WARNINGS, Use with MAQ (n8ibitors).
e I N BT S L e e e v
N A
50 mg 50 pao. Mt d d c d Hisk of canvuhifors may aha Inervace is galients with apiiepsy, those wity o hirlony of satzures, wr# patiants Wil a
- - for 3einere (b d bragma, metaballc di ) drawal, .
e e T LT R T et o o, bl e, et s sy wirm, S o)
mg 3 .
SDpo, Mi 19.4 12} 5.4 (20| [ 185 {15] Asaphylactord Reaclions
- Seripys and rarely fatal araphylackaid reactions have been roponsd in patiznls recerving theapy with ramadal hygrochio-
e i | el ¢ ° A2 | waE ride tablets, W tlesa everts do gceur & 5 ofen foowing the First dose. Othe reported alergic 1eactions cluds pru-
||‘;| mg S0 M < ° - 115 (40) wtus, hives, bronchospasm, angioedema, toxic apidermal necrolysis and Stevans-Johnson syndcome. Patiems wihh 2 his-
. tory of anaphyiaciaid reactions la codeine and other apinids may b at increasad risk and therslors shottd not raceive tra-
Reral Impairad Tramadal = 3 37(7) | noe madol {sea CONTRAINDICATIONS).
Glay <5 mbimin - .
100 mg 50 iv. M © 169 (18}
™ " < ! Adimrnester tamadol hydrochloridy @blels cautiousty in patients at risk for resplratary depression. |a these palisnts altar-

2 SD=Slingl dass, MO = Multipla dose, p_a_=Ocal admin/stralion,
= Imcavenous adminisliation, g.id. = Faur limes daly

b Frepresants the oral bicavaiability ol (ramadol

© Kot appiicabls !

4 Hol muasvred

Faod Effscts:

Oral adminigiralion ol tramadol with feod dass not sigrificantly affect ks rate or sdunt of avsorption, tharsfore, tranadol
<an b xdmipistared without tagand ta lond.

Distribution: '

The volume of disirbution of tramadal was 2.6 and 2.9 liters/ug in wale and female subjects, respectivaly, Ioflawing 2 100
mg intravenous dose. The binding ol tramadel io human piasma prateing is apprawimately 20% and binding alsa appears
la be indegeridant of concamralion up (o 10 pgienl. Saluration of plasa plolsin binding occurs ordy &l concenlvations
outsidy the dinkcafy ralmant range.

Metabolism:

Tramadol s i lized attar oral ini . App by 30% of the dase is axceated i Ine urine as
unctanged drig, whereas 60% of Ine dose is axcreled 25 mvlabolites T cemaindr is excraled «iiher as unidantitied or
as unaxtractable mataboltes. The major melabolic pathways appear 1o ba M- and O-demattrykalion and glucuranidalion or

suftalion I the liver. One metaboite {0 denoted M) i active In animal models.
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Tative non-opiald anakgesics houkd be considersd, Wien Lazge dosws of tramadol ars administansd with amsihetic mad-
ications of alcohal, respirziory depre<sion may resoll, Respiratory depression should be trerted as an svardose. IF nalga-
one & [0 be administered, usa cautiously hecause it may piecigitate seizures (sve WARNINGS, Geizurs Airek and OVER-
DOSAGE),

\rieractinn wilh Central Harvoos Eysier {CN5) Dagrerants

Tramadol hydrochattcie tablels should be used with caution and in reduced dosages when administered fa paiierts reoely-
ng CAS depiessants such a5 aoohod, o) . anesthatic agenis, nareqlics, phonofiiazines, ranquizers or sedativ yp-
notics. Tramadal inwcreses M risk of NS and respirataty depression i thess patiems.

lnerasad tnimeraalal Pressure ar Hawd Trawma

Tramadol twoiochlorida (ablets should ba used with caution in patisnts with ncrased intracranial pressura or haad injyry,
The rexpiratary depiessant effects ol apicids include carbon dioaide relemtion and sacondary elavation of carabrosping
liuid pressure, and may bs markedly axaggerated In Ihess patients. Additianaly, puplary changes {miasis) from iramadol
may abrscure the sxislence, oxtent, or course of inracranial pathotogy, Cinicans shaud alsa maintain a high indax o 3urs-
‘picion Jar adverse drug reactian wien evakaling alerad mental status in [hase patients  Ihey ars 18caiving tramadal {Ses
Respirziory Depresalon).

ha In Ambutalory Patieniy

Tramadol hydrochloride tablals may impakr 1he menjal and or physical abiities required for 1h perfermance of patentially
hazardaus sks such as driving a <ar o operating machinery. Tha patient using this drrg should b cautioned accordingfy.
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Usa Iramadel hydrochioride lablsls with greal caullen in patents (aking monaamine axdase inhibitors, Anlmal siudies
havs shown increased deaths with combined adminiiration. Concomilant uss of iamadol with MAO Inhibilors or S5RI's
inereases e tsk ol 2dvarss svents, inplud ing Sslaurs nd sarolonin symirome.

Withdramal

Wirl hedrgweal symploms may oocur i framadol kydiechloride tablals are discontinuad abruptty. {See DRUG ABUSE AND
DEPENDENGE). Thess symgtems may Icludy, anxiety, swaating. insomnia, rigors, paln, nausea. tramors, diarrhea, vppar
tospiralary symptoms, pcereciion, and rarsly lelucinations. Clirical axperience supgests thal withdrawal symgtoms
iy be telieved by Lapering the medicytion.

Phyrical Oependencs and Ahsze

Tramadal hydrochiaride tablats many indnoa psychlc and physical dependenca al the momhlna-typs (p-oploid] {5 DRUG
ABUSE AMD DEPENDENCE). Yramadol shaud not be used 1o opiaid-depandent patismts. Tranwadat has basn shawm Lo
Teinitiale physical depzndence in some mlinnls et kavs bisn provinusly dependsnt on other opioids. Dependance and
ahuse, v uding drug-sesking bahavior and taking e actions 1o ablain the drig, are nat Imilsd 10 thosh patients with
pior histary ol opieid depsndenca.

Flisk of Overdmage

Seriaus palential ol with aradol hy ‘ablets am comiral nervous syslsm depression.
respiratory depression and death. In irsating an oveidosa, primary aitention should be givan o mainizinfng adequate van-
liladion along wilh genaral supportiva treatmant {sk¢ OVERDOSAGE).

PRECAUTIONS
Acute rainal Conditioms
T ini of tramada) ey compli hs clirical ol palienis with acute abdominal £onditions.

thee o Renad and Hepalic Dreane

impaired renal (unction resufls in @ decrsasad raip and exend of excretion ol tramadol and ils active metabulide. M1. In
palients with creatinine cearances ol less than 30 mL/min, dosing reduction is recommended (sas DOSAGE AND ADMMN-
ISTRATVON). Melabolism ol lamadol and M1 i reduced (n patisnts with advanced cathesis of Ihe fiver  In cimholic
patlemts, dosing reduction is recommandsd (se¢ DOSAGE AND ADMINISTRATION].

With Iz profonyed hall-iife In these condilions, achievemand af steady-siate is delzyed, so Ihat d may lake sevaral days for

slevated plasma conceniralions o develop,

Infarmation for Pafieaks

= Tamado! kydrochiarida lablets may impair mantal or physical abilties required Jor I performance of polenlially haz-
ardous tasks such as driving a car or aperaling machinary.

= Tramado| rydrachiarid tablais shauld nat ba laken wiih aleohol containing baverages.

« Tramadol hydromlnnﬂa lablsts shoutd he used with caitiaa. whan Laking medicatiens such as anquillzers, ypnolles o
ather apizls cantaining anakgesics.

«The patianl should be mslructed 1o inlorms ta physiclan if Ihey are graguen, 1hink they might bacome piagnan, or arg
rying (o becoma pragnant |sse PRECAUTIONS, Lnhar and Delhery].

+ The pallanl should understand the single-doss and 24 four dosa limil and the tims indarva! betwasn dosas, since axcaed-
Ing thesa reeammondatians can result i rasplratory depression, seizunes and death,

Drug Interactions

in vitrg sludies Indicats that tramadol & urdikely (o inhiblt 1ba CYP3AA- medtared metaboiism of other drugs whan framadol

is administered concomiantly 2 fherapsutic doses. Tremadol does mal appear 1o induce s own metzboBSm in humans,

sinca obsanved masimal plasma concentrations #ar muRiphe oral dosss aw higher than sxpeciad based oo siagin-dnsa

data. Tramadol is 2 mM inducar af seicted drig metabolism pattways meagred In anima's,

Lisa witl Carlumareping

Patisnts taking carbamaregine may have a signficantly reduced amalgesic etlect of tramadol. Eeunsu -rbalmwmu

ol

Iherapy. In patients aver 75 years of age, dally doses in excess of 300 mg are not recommended. (see CLINICAL PHAR-
MACOLOGY and DOSAGE AND ADMMIE TRATIDN).

A total of 455 uidurly (65 ywars of ape or oker) subjects wers sxposed lo tramadol in conlrolhed clmical Irals, OF thosa,
145 subjects ware 75 vuars ol agu and alde.

In studies irchuding gertrtric patients, Ireatmeam imding adverse evants ware higher in subjects sver 75 years of age com-
pared 1o Ihosewinddr 65 years ol zge, Specilically, 10% al thosa ovar 75 yazrs af age had gastrolntestinl treatmmnl -tmit-
Ing adverse svanis chmpared 16 17% of thosa undtar 65 yaars of age. Canstipation resuked in dsconlinualion of raalment
In 10% ol thosa aver 75,

ADVERSE REACTIIRS

Tramardol hydrochioride tablets ware administered to 550 palients during the double-blind or apan -laba! exdanston parinds
in .5, s1udiss of chronic naonmaligrant pain, Of ihesa palienis, 175 wer 65 years old or older. Table 2 reparts the cumu-
lative incidance rate of advarse reactians by 7, 30 and 50 days (or the most Irequent raactions (5% or more by 7 days].
The most frequentty (eported wams were M Lhe central pervoLs System and gastrofniesting system. Afthough Iha reac-
tions Iisied in the table are lef! o ba prabably rbied o Irzmadol administration, [he sepasd rtes also nchude some
evants fhat may have bebn dus lo uRderlying disease of cancomitan medication. Tha overadl incidemos rales of adverss
experiunces in Ihass Itials ware similar for framadaf 2nd the aciive control groups, TYLENOL® with Godeine £3 (aceta-
minaphan 303 mg with cadaina phosphate 30 mg). and aspirin 325 my wiih codeins phosphate 10 mg, hawever, i rales
of whtnawals dus (o adverss evants appeared (o ba highar in the Iramaded groups.

ahle 2
Cumwtative locideoce of Adverss Reaction et Tresmdnl Hydrochiovide Tablets

in Chronds Trialy of Menmallgssr Pain (N=2T)

Upto Upta Up o
7 Cays 30 Days %0 Days
DAz Trves 3/ Ve rspe 0% 3% % -
Naussa 4% % N
Conedpalion 4% ans 4%
[ 26% ax
Somrolence %% 21% 25%
Vomibng 2% 3% 17%
Prurttus a% 1% 1%
“CNS Stimutation™ ™ "% 4%
Asthania a% * 1% 12%
Sweating % ™ =~
Dyspopea 5% e 13%
Ory Mouth 5% 5% 1%
Diarhsa 5% E% 1o%

1 CHS Sumutatean® 3 a compashs of narvousnass, andaty, agitation, memar, spaslicity, suphoria, amational Whilily and
hailuginatlony.

Incidance 1% te lss than 5% possiby coselly reinsd: 1hs foliowing fisis acverse mactions Lhat occurred with an inci-
dance o 1% 1o less than 5% i clinjcal ks, and for which the possibility of 3 causal relrtionship wilh tramacol exists.

Body a1 a Whole: Maisa.

Cardiovascelar: Vasodiialion.

Central Nerwmox Syxiam: Anxiaty, Gonlusion, Coordinatian distérbanca, £uphoria, Miasis, Narvousness, Stesp disordar,
Gastroblentinal: A2dominal pain, Anorexa, Flalunce.

Nurscolosheletat Hypartonie

Gdin: Rash

auchl knsn Visual dislurbance.

symplones, Urinary frequency, Urinary reteslion.

Incregses tramadol mewboksm and becauss of the seinue risk associaled with amadal,
tramadal and carbamaregine is nel recommended.

Use with Quinidine ]
Tramadol s metabelized 16 M1 by CYP2D6. Quinidioe is a seleclive inhibiter of thal Beenzyme. so thal corcomilant
administeation of quinidine and tramadol rasults In Incisased cancentralions of tramadod and reduced concentralions ol
M1, Tha dinicat consequancas ol these lindings ae unkmewn. iz wiro ¢rug interacuon studies in human liver micro-
somes indicana thal tramadal has no sffect on quinidine melabolism,

Lsa with Inubitors of CYPZD6
In witre tiug inlwaction sludies in human tvar dicate that with inhibitars ol
CVYP206 such 35 tuaxeling, paraxatine, and amiLriptyline could resul in some inhlbition of the metabaiism of liamadel.

Usa with Gimelidioe

Concomulam administration of tramadol with f-bllllidllw dons nol resul in cllnlnlly significanl chianges in tramadal
pharmacehingtics. Thoratord, no aflerlion of the | desage raglmenis

Lsa with MAD Intibdors

Interaciions with: WAD InklbHers, dus 1o
centray acting drugs (ses WARNINGS, Use with MAG Imiﬂm)

Lisg witly Digaxin 200 Warlann

Past-markaling survailance has revealed sara ruports of digoxin texicity and alaralion ol warfarin effecl, Including
alevation of pmthmrnbirnirrlc;

Carei af Fertiity

A slight, but stalixtically srgnfican, incraase in Iwa common murine tumars, pukmonary and hepatic, was abserved fna
mause mn:lnagem:rw study, particubarly in aged mice. Wice wara dased arally up to 30 mgkq {90 mgfm2 or 036 limes
Ihe maximum daily human dosage af 245 mg/m?) for approximately o years, atthough tha study was nol done with iha
Maximum Tolnrated Dose. This [indmg is 0ot balisved to suggast 1k in humans. Mo such tinding eccurred in a ral car-
ctrngenicity study (dosing oralty up to 30 mgfkg, 180 mg/m2, or 0.7 (imas Ihe maimumn daily tuman dosane)

Tramadol was nol mutagenic in (he folowing assays: Ames Setronells microsomal aclivatian lest, CHOHPA T mammalian
call assay, mouse ymphoma assay {in the abseuce of matabalic aclivation), dom mart fethal mulation tests in mica, chro-
mesonte abarralion lesl in Chinese harmrstars, and bone marraw micronuclous Lasis in mics and Chiness hamslers.
Weakdy mutaganic resulis cocured in the presence of matabolic actrvalion in the mousa anhm\aasay an It

have been raporied lor some

Incidsoce Jass than 1% possily cauvsally ratatad: Iha following lists adverse mactions lhat m:ulrrad wilh an Incldance of
less than 1% i dinical trials andor mporiad in posl-markating #xpsriance,

Body a8 & Whats: Accidental mjury, Abergic reacion, Anaphylaxis, Death, Sulckal tendency, Weight lass., Seralonin nyn-

'ﬂmm! {mental status changs, Ivypmul!lxla. lmr shivering, Irumur agitatian, diapharests, sairures and coma).

Orthostatic Ty

Cuntral Nerveun Systaem: Abnormal gan lmnma Gaqnnm 1 i , Difliculry in
Kallucnatans, Paresthesia, Sulzure (see WAANNGS], Tramar, .
Resyirziony: Dysprea.
$kin: Slavons-. dahnsan synummu’run: eqide mmal necrolysis. Urlicana, Vusi:ﬁes
Spuclal Gares: Dysge
Urogenital: Dysuria, Mmslmaldhmﬂer
Other advorse uxperisnces, causal relationship anknowr: A varinly of olher advarss events wars reported Infrequently in
palltrily taking ttamadat ndtochiaride tabists aurmg clinical triaks andtor rapord in posi-marketing esperiance. A causa

betwsan tramadol e tablats and (hasa wvanls has nol deen detormined. Hovevis, the mesl signity-
can svants are listad balow as aleting |||Immal|ﬂn lathe nllrsman
Cardlovwncalar; Abnormat ECG, Hyp . ischamia, F
Pulmarary smbadism.
Contral Aervous Systen: Migraine, Saeech disarcars,
Gartrolntestioal: Gaslraintestingl bleeding, Hepalils, S\omaitis, Liver lailure.
Latiors ory Admorraalitles: Cruatinine increase, Elnvalad fiver enzymes, Hamoghabin decrease, Proleinuria,
Sensory: Cataracts, Dealnass, Tinnius.
BRUG ABUSE AND DEPEHDERCE
Tramadal may induce psychic and ghysical dependance of the mamhing-lyps (1-oploid) |se4 WARNINGS) Dlnlndam

abusa, inchuding drug-saeking behavior and taking illich actions 1e obtaln the drug are nol lmited to thosa patient

with prior filstory of opiod Mplﬂdmu The risk in patients with substanca abuse has been obsareed 10 by hlqhur
Tramadal is associaled wilk craving and lolarance devslopment. Withdrrwl symptams mary occar il ramadol ks discon-
Tinued abruptly. These symplanrs may inchude: amdely, swealmg, insomniz, rigers. pain, nausea. temors, damhsa, vpper
respiratory symplams, piloarection. and rarety hallucinations. Clinical experience suggesls (bt withdrawal symptoms may
ba rafievad by ralnstiunion of apivid herpy lollowed by 4 gracual, lapand dose teduction ol tha medication cambined

Pulmonary adema,

tesl in rars. Dveaall, the waight ol sviderce from thasa tests indi tr | dors nat pase o hurrans.
Na ¢Hects on ferlifty wile observed lur Iamadol al oral dose lewsis up 0 50 mAQ (200 my/m2) in male rats and 75
mg'kg (450 mg/m?) in limale rats. These dosages ar 1.2 and 1.6 limes I maximum daity human desage ol 246
L uspud.ivnty

ic Effexls: Pragnancy Calsgory &
Tramagel has bren Shown 18 b unhrywu.i.: and Ietnlmnc in mica, (120 my/kg o 360 mg/m), rals (=25 mgrkg or 150
mp/me} and rabhins (275 mgphu or §00 mZh a1 matervally toxic dusages. bl was puf Wratogdiic a these dose levels.
These dusages on 2 mgime basis are 1.4 20.6. and 2.6 imes the maximum daity human dosage {246 mgrmd) for
mouse. yat and rabba, respectively.
Ne drug elated lerzloganic sftecis wore odservad in progany of mice (up to 140 masg or 420 MR, rats {up to B0
mghg or 480 mgimZ] ot rabbAs (up to IO mgAyg or 3600 mg/w) bated with tramadol by various rautes. Embryo and
1elal Laxicty conskted primarity ol dacreased ketal weohis, Skalital ¢55Ticalian and incraxsed supemumeraiy ibs at
malernally loxic dose leveis. Transient delays in dewelopmental or bahavioral paramatars were also seen in pups from rat
dams aiowed 10 tehver. Embryo and felal lethalty wara reporiad only i one bl siudy at 300 mykg (JBOI mg/m2}, 2
dose Ihat would causs exireme maternal toscity in the rabsi. The dosages listad lar mouss, rat and rabtic are 1.7, 1.9
ar) 14 6 Uimas 1n¢ maximu daity maman dosade (246 mg/ma), respaciively,
Nori-teralagenic Effects
Tramadol was evakmlzd in pen- and post-nalal siudies m rais. Progeay of dams raceiving oral {gavage} dose tavels ol 50
makg (300 mg/me or 1.2 limes Ihe masimurn daily human tramadod dasage) or grealer had decreasad waights. and pup

with ic suppan.

DVEADBOSAGE

Sarious polential consaquances of avardusage are respiratory dapiession, lbhargy, coma, seizure, cardec amesl and
dealh. (See WARMINGS.] Fataktees hawe baen reported [n post markeling in asscciation whh both intentional and urinten-
Lional overdase with ramaded. In treaung an overdose, primary atiemiar should be phan to rainaming adequats vantia:
tian along wilh genaral supportive Ireaimant. Whils natowons will revarsa soma, but not all, symploms caused by ovar-
dnsage with Iramadod, rha risk ol seitures is aiso incjsased with naloxape administalion. in animals wmuslum Tollow-
Ing the adminkiration of wxic doses ol Iamadol could ba with or imas bul ware
increased with afaxone, Naloxane administratian did not change Ihe leihatiy of an averdose inmica. Hemodialysts is nol
axpeciad o ba help{ul in an overdose because # 1emoves less Ihan 7% of the adminisinrad dosa b a 4-howr dislysis pariod,
DOSAGE AHO ADMIHIS TRATION

Adulls {17 years ol ags and over)

For patiants with maderaln o modaralely severe chronic pain not requinng rapid anset of analgesic stfecl, the tolorbiliy
ol tramadol can b improved by inftiating Ihacapy with a lratian regimen. Tha lolsl daity doso may bd increased by 50 mg
as takeraied avery 1 days to reach 200 mgtday (50 mg n.id). After (irtion, Irmadol iydrochiaride tablels 50 fa 100 mg.
£an b4 agministared 25 neasded |or pain relal rvery 4 1o 6 hours Aot ko sxcaed 400 mpfday.

For the sutrsel of palients far whom ragid onsal of amlgesic sflact |s 7oguired Rod for wherm the baneliis outweigh e risk
of discominuatian dur |a advarse #vents associslad with higher inflizl desas, tramadal hydrochianda tablels S0 mg to 100
mq can be admunisiered as needed for pan ul!l every lour Lo six hours, nol to exceed 400 mg/day.

of Dose

survival was decreased early in tactalion a1 80 mg/kg (480 mg/m2 or 1.9 and Nigher the maximum daily h
Thers are no adequate and well-comrollzd studies i pegrant women. Trarmadol hydrochiarida tahlets shoukd bn usad
duilng pregrancy onty f the parential baneli justifies the potamial risk (o the ferus. Heanatal salzures, neonatal withdraw-
A syndreme, fetd death and silll birth have baen reportad during pas-markeling.

Labior and felivery

Tramadal hydrachiorids tabiats slmuld not be used in W‘M women pmr ln ar during Ialmr nnllss Iha pateriial heae-
1#s oulweigh the nsks. Safe use has nol (1 4 durtng pregnancy may laad 1o ohysi-
i dapendence and post-panium witdrawad symwnmsmm- nawharm (Sen DAUG ABUSE lﬂﬂ DEPCNIE"“-‘) Tramanaf
has baen shown |o crags the placenta. The mean rlio of sHum tramadod In the umbiical veins compared to malernad
veins was 0.63 lar 40 wemen given tramadol during tatar,

The eﬁm ol l::lrﬂdnl H any, on the kaier grewih, development, and |uncharal maturatian of the child is unknown.
Hurxing

Tramadul tnydrutﬂundn tablels arn nol for abstetrical 5 or for pos1-alivery analgash.
in pursing mothers becauss its safety in inkanls and newhorns has nol been studied. Fallowirg a single IV 100 myg dosa of
Yramadn), the cumulaliva excration in brazst milkc within 16 bours posidose was 100 pg ol tramadol {0.1% ol the malwmal
ﬂuse}and 27 Fgol M1,

Pediatrle Uso

The salety and silicacy of tamadal in pathents undar 16 years of age tsrm pol been establishad. The use of Iramadol in
the pediatric pepulation is not ecommaendod,

Gerine Une

In generaf, dose selectian lar an ekdecy patient shauld be caunows, wwally starting at tha low end af 1w dosing fange,
ratlecling the graaier fraquency ol decreased hapatic, ranal ar cardiac function and of concomitant disoasa or olhar drug

Good pain management practice dictales Ihat the dose be individualized according ta pasisnt naed using the lowesl bansli-
Cid dosd. Studies wih tramadal I adulls have shown that Slarting a1 I0s lawast possible dosa and Mraling upward will
resull in Pevar drscontinualions and ncreased Iolemmmy
< n alf patiens with craatinloe clearmace Irss Ban 30 mijmio, it Is rsoommended Ihat the dasing intarval ol tramadof be
increassd o 12 hours, with 2 maximum dalty dose ol 700 mg. Since only 7% ol an adminisiersd dosa is removed by
hemadialysis, diatysia patiexis can recaiv thair reguiar dose on he day of diahysis.

« The: recommendd dosa for adult patierts wilh cirrhpals i 50 g every 12 haurs.

« hngenerai, dose saioction for an skderty patient svar G5 yars old hould be caitfous, wsially Stanting at the law and of
Lha dosing ramge, 1eflecting the greater (requancy ol decrsased fopalic, renal of cardiag fupetian and ol concomitant dis-
ease or otier drug therapy. For ekderly patients ovor 15 yomr old, lotal dosa should not axesed 100 mgiday.

HOW SUPPLIED

Tramadul Hyrochlorida Tablals, 50 mg, are whits 1o ofl-white, film cozed, round tabinls debessed "= over 311" on one

side and plair on the othar side and are supplisd in bolties ol 100, 500 and 1000

Dispemrss In 1 light cantainad,

Stors at cantralled roam lamperature, |57-307C {54*-86°F)sen USP].

TVLENOL® with codeine #3 and TYLOX® am rgistaced rademarks ) AW Johmson,
Maiiglactyred by

Ean Labs, Inc.

LaureXen, WY 11413
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